Official Title:

NCT Number:

Document Date(s):

A MULTI-CENTRE RANDOMISED CLINICAL TRIAL OF
BIOMARKER-DRIVEN MAINTENANCE TREATMENT FOR FIRST-
LINE METASTATIC COLORECTAL CANCER (MODUL)

NCT02291289

Cohort 1 SAP Version 1.1: 06-Jun-2019
Cohort 2 SAP Addendum Version 2.0: 02-Aug-2018
Cohort 2 SAP Version 2.0: 15-Sep-2017
Cohort 3 SAP Version 1.0: 09-May-2019

Cohort 4 SAP Version 1.0: 09-May-2019



STATISTICAL ANALYSIS PLAN

TITLE: A MULTI-CENTRE RANDOMISED CLINICAL TRIAL OF
BIOMARKER-DRIVEN MAINTENANCE TREATMENT FOR
FIRST-LINE METASTATIC COLORECTAL CANCER (MODUL)

PROTOCOL NUMBER:

COHORT 1 STUDY
DRUGS:

VERSION NUMBER:
IND NUMBER:

EUDRACT NUMBER:
SPONSOR:

PLAN PREPARED BY:

DATE FINAL.:

COHORT 1
MO29112

bevacizumab (RO4876646)
vemurafenib (RO5185426)

cetuximab

1.1
N/A

2014-001017-61

F. Hoffmann-La Roche Ltd

I Cytcl, Inc
6™ June 2019

CONFIDENTIAL

This is an F. Hoffmann-La Roche Ltd document that contains confidential information. Nothing
herein is to be disclosed without written consent from F. Hoffmann-La Roche Ltd.

Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (Version 1.1)



TABLE OF CONTENTS

1. BACKGROUND ...
2. STUDY DESIGN ....ooiiiiiiiiiiiiiiiei et
21 Protocol SYynopSiS........ccevvviiiiiiiiiiiieiiiiiiiieieeeeeeeeeeee

2.2 Outcome MEAaSUIES ...........uuuuuumimiiiiiiiiiiiiiiiiieiiiees
221 Primary Efficacy Outcome Measures ..........ccccccce.....

222 Secondary Efficacy Outcome Measures....................
2.2.2.1 Overall Survival (OS).......covviiiiiiieiiiiee e,

2.2.2.2 Best Overall Response (BOR) ........ccoovviiiiiiiiiiiinnnn,

2.2.2.3 Objective Response Rate (ORR) ........ccccceeeeeiiiiinnnn.

2.2.2.4 Disease Control Rate (DCR).........ccoovvviiiiiiiiiiiiinnn,

2.2.2.5 Time to Treatment Response (TTR).......ccccccevvveeeeeen.

2.2.2.6 Duration of Response (DOR)........cccovviviiiiiviiiiiiiennnnn.

2227 Oher ..

223 Exploratory Efficacy Outcome Measures...................

2.2.3.1 Progression Free Survival (PFS) Sensitivity
Analysis 14

2.2.3.2 Best Overall Response (BOR) Sensitivity
Analysis 14

224 Safety Outcome Measures ...........cccceeeeeeeii,

225 Pharmacokinetic (PK) Outcome Measures................

226 Exploratory Biomarker Outcome Measures...............

2.3 Determination of Sample Size ........cccccooveiiiiiiiiiinnnnnnn.

24 ANalysis TIMING ....oiiiii e

3. STUDY CONDUCT ...ootiiiiiiiiitiiee et
3.1 Randomization ISSUES ............ccevvviiiiiiiiiiiiiiiiiiiiiieeee,

3.2 Independent Review Facility.........cccccevvveeiiiiiiiiiinnnnn.

3.3 Data Monitoring .......ccevvvveeiiiiiiiiiiiiieiieeeeeeeeeeeeeeeeeeeeee

4. STATISTICAL METHODS ...
4.1 General Descriptive methods ...........cccccciiiiiiinnnnnes

4.2 Definition of Treatment Phase .............ccccoiiiienn.
421 Induction Treatment Phase (ITP).......cccccvvvvviiiiiinnnnn.

Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (Version 1.1)



422 Maintenance Treatment Phase (MTP).........ccccovvieiiiiiiinnennnns
4.2.3 Post-Treatment Follow-up Phase ........cccccooovviiiiiiiinenn,
4.3 Data Convention ...
4.4 Computing Environment ..o
4.5 Grading and Coding of Adverse Events,
Laboratory Parameters and Medications..............ccccceeeeeeen.
4.6 Adustments for Covariates ...........oouviiiiiiiiiiiiic e
4.7 SUDGroup ANalYSIS........uuuiiiiiiiiiiiiiiiiiii e
4.8 Analysis Populations ...
4.8.1 All Population.........ooo e
4.8.2 Randomized Population.............ccoeiiiiiiiiiieee e,
4.8.3 Safety Population ...,
484 Per Protocol (PP) Population............cccoooeiiiiiiiiiiiiii e,
4.8.5 Pharmacokinetic-Evaluable Population .................cccccoooee.
4.8.6 Biomarker-Evaluable Population ............cccccoviiiiiiiiiiiiiieees
4.9 Analysis of Study Conduct............ccevvviiiiiiiiiiiiiiiiiiiiiieeeee
4.9.1 Patient DiSpOSItioN ...........ciiiiiiiiieeii e
4.9.2 Protocol Deviations..........ccooiiiiiiiiiiiicie e
4.10 Analysis of Treatment Group Comparability ..........................
4.101 Demographics and Baseline Disease
CharacCteriStiCS ... .iii e
4.10.2 Medical HIStOry .........ooviiiiiiiiiiiiiiiiiiiiiiieieieeeeeeeeeeeeeeeeeeeeeeeeeee
4.10.3 Prior and Concomitant Medications............cccccevvvvveeeeiiienenn...
4.10.3.1 Prior Anti-Cancer Treatment/Procedure................cccccuunnneee
4.10.3.2 Non Anti-Cancer Treatment/Procedure..............ccccccuunnnnees
4104 Subsequent Anti-Cancer Therapy ........ccooovvvvcieiieeeeeeeeeiniinn.
4.11 Efficacy ANalySiS........cooviiiiiiiiiiiiiiiiiiiiiiiiiieeeieieeeeeeeeeeeeee
4111 Primary Efficacy Endpoint............coooviiiiiiiiiiiiiiiiiiiiiiiiiiiicieeee
4.11.2 Secondary Efficacy Endpoints...........ccoooeiiii
4.11.2.1 Overall SUMVIVal ..........oueiiiiiiieieeee e
4.11.2.2 Overall Response Rate (based on Primary
Definition of BOR).....cooo oo
4.11.2.3 Overall Response Rate (based on Secondary
Definition of BOR).....coooiiiieee

Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (Version 1.1)



4.11.2.4 Disease Control Rate ........cooveniieeiee i 31

4.11.2.5 Time to Treatment Response............ccoeviiiiiiiiiiiiiiiiiineeeee, 31
4.11.2.6 Duration of ReSPONSE........ccceviiiiiiiiiiie e 31
4.11.2.7 Eastern Cooperative Oncology Group (ECOG)
Performance Status...........ccooooii 32
4.11.2.8 Additional Tumor Assessments...........ccccovveeeiiiiiiiieeeeieeeenns 32
4.11.3 Exploratory Efficacy ENdpoints ..., 32
411.4 Sensitivity ANalYSeS ..........uuuuiiiiiiiiiiiiie 32
4.11.5 SUDGroup ANAlYSES ........uuuiiiiiiiiiiiiiiiii e 33
4.12 Pharmacokinetic and Pharmacodynamic
ANAIYSES ..ot 34
413 Safety ANalYSES ..o 34
4.13.1 Exposure of Study Medication ................coovvviiiiiiiiiiiiiiiiieennne. 34
4.13.1.1 Treatment Duration and Dose Exposure................cceeveeenes 34
4.13.1.2 Cycle Delay .......ccoooieeiiiee e 39
4.13.2 Adverse Events ... 40
4.13.3 D= Y= 1 o 45
4.13.4 Laboratory Data............cooiiiiiiii e, 45
4.13.5 Vital SIgNS...cooo 47
4.13.6 Other Safety Assessment - Applicable only for
the experimental GroUp ........cooooeiiii i 48
4.13.7 Other Safety ASSesSSMeNt.............uuuuiiiiiiiiiiiiiie 48
4.14 MisSING Dat@.......coevviiiiiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeee 49
4.15 Interim ANalySes .......oooviviiiiiiiiiii 51
5. REFERENGCES ... oo ittt e e 52

Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (Version 1.1) 4



LIST OF TABLES

Table 1: Biomarker Profile by Cohort............ccoooiiiiiii e, 10
Table 2: Sample Size Determination per Cohort ...........cccoooiiiiiiiiiiiiciiieeeeeees 15
Table 3: Exposure Definitions for Induction Treatments............ccccccceeeeiiiiiiiiinn, 36
Table 4: Exposure Definitions for Maintenance .............ccccoooviiiiiiiiiciiii e, 37
Table 5: Adverse Events Definitions.........ccooooeeii 40
LIST OF APPENDICES

Appendix 1: ProtoCol SYNOPSIS ........coevviiiiiiiie e 53
Appendix 2: Schedule of Assessments for All Patients (Screening / Baseline

and Induction Treatment Phase)...........cccoovveeeiiiiiiiiiiiiiicee e 81
Appendix 3: Schedule of Assessments During Maintenance Phase (Cohort

L) T 86
APPENIX 4: SAS COUE......ooiiiiii e e e 91
Appendix 5 : List of QUIPULS .......coooiiiiiiii e 93

Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (Version 1.1) 5



HISTORY CHANGE

Version Date Changes
Final 1.0 04-Apr-2019 N/A
Final 1.1 06-Jun-2019 Update in sample size section to add some scenarios in

order to provide power calculation considering the actual
number of patients.

Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (Version 1.1) 6



Abbreviation
AE
AESI
ALP
ALT
ANC
aPTT
AST
BMI
BOR
BRAF™
BSA
CI

CR
¢SCC
CSR
DCR
DoR
ECOG
eCRF
EU

FP

Hb
HER2
HER2+
HR

IC

ICH
iDMC
IHC
INR
ITP
IxRS
KM
LDH
mCRC
MedDRA

LIST OF ABBREVIATIONS

Definition

adverse event

adverse events of special interest

alkaline phosphatase

alanine aminotransferase

absolute neutrophils count

activated partial thromboplastin time
aspartate aminotransferase

body mass index

best overall response

BRAF mutation

body surface area

confidence interval

complete response

cutaneous squamous cell carcinoma
clinical study report

disease control ate

duration of response

Eastern Cooperative Oncology Group
electronic Case Report Form

European Union

fluoropyrimidine

haemoglobin

human epidermal growth factor receptor 2
human epidermal growth factor receptor 2 positive
hazard ratio

informed consent

International Conference on Harmonization

Independent Data Monitoring Committee
immunohistochemistry

international normalized ratio

Induction Treatment Phase

interactive voice or web-based response system
Kaplan Meier

lactate dehydrogenase

metastatic Colorectal Cancer

Medical Dictionary for Regulatory Activities
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Abbreviation
mRECIST
MSI-H

MSS

MTP
NCICTCAE

NE
NGS
ORR
oS
PD
PDMS
PFS
PK

PP

PR

PS

PT
PTFUP
RBC
RDI
RECIST
SAE
SAF
SAP
SC
SCC
SD

SI
SOC
SOD
TEAE
TSH
TTR
WBC

Definition

modified Response Evalution Criteria in Solid Tumors
high microsatellite instability
microsatellite stable

Maintenance Treatment Phase
National Cancer Institute Common Terminology
Criteria for Adverse Events

not evaluable

next generation sequencing

objective response rate

overall survival

progressive disease

protocol deviation management system
progression free survival
pharmacokinetic

Per protocol

partial response

performance status

preferred term

Post-treatment follow-up phase

red blood cell

relative dose intensity

Response Evaluation Criteria in Solid Tumors
serious adverse event

safety population

statistical analysis plan

Steering Committee

squamous cell carcinoma

stable disease

Systéme International

System Organ Class

sum of target lesions diameter
treatment emergent adverse event
thyroid-stimulating hormone

time to treatment response

white blood cells counts or leukocytes
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1. BACKGROUND

The study is a randomized, multi-center, active-controlled, open-label, parallel-group clinical
study of biomarker-driven maintenance treatment for first-line metastatic colorectal cancer
(mCRC) patients. All patients will receive induction treatment with FOLFOX and bevacizumab.
Induction treatment will be followed by maintenance treatment with chemotherapy combined with
targeted therapy within one of several maintenance treatment cohorts. Only those patients who
experience disease response or disease control during induction and who are not assessed as
resectable at completion of induction will proceed to further treatment in the Maintenance
Treatment Phase (MTP) of the study. Patients will be assigned to a maintenance treatment cohort
based on their primary tumour biomarker results. The primary study objective within each cohort
is to evaluate progression-free survival (PFS).

Maintenance treatment cohorts may be added or modified over the course of the study. This SAP
describes planned analyses of patients who were assigned, or would have been assigned, to
maintenance treatment Cohort 1 based on their primary tumour biomarker profile. Analyses of
patients assigned to all other MODUL cohorts will be described in SAPs applicable to each
specific cohort.

A Steering Committee (SC) is responsible for overseeing the general conduct of the study.

In addition, an independent Data Monitoring Committee (iDMC) is responsible for evaluating the
safety of the patients participating in the trial at regular intervals throughout the study. The iDMC
makes recommendations as to whether cohort recruitment should continue based on benefit-risk
evaluations that include efficacy as well as safety data. To minimize the impact of such reviews
on efficacy endpoint analyses, efficacy data included in these reviews has to be specified by the
iDMC at a preceding iDMC meeting and has to be documented in the iDMC meeting minutes. In
addition, the iDMC evaluates the safety data from a prespecified number of initial patients for
experimental combinations with inadequate prior safety experience to assure appropriate dosing
(e.g. as required for the initial patients treated with the Cohort 1 experimental combination of ‘5-
FU/LV + cetuximab + vemurafenib’).

2. STUDY DESIGN

Patients continuing from the Induction Treatment Phase (ITP) to the Maintenance Treatment
Phase are assigned to a maintenance treatment cohort based on their primary tumour biomarker
status. Following eligibility assessment for their assigned cohort, eligible patients are randomized
to the experimental or control arm within their cohort.

The study was initiated with 2 maintenance treatment cohorts, Cohorts 1 and 2. Two additional
cohorts, Cohorts 3 and 4, were added with protocol amendment 5 (protocol version 6). With the
addition of these new cohorts, primary tumour biomarker criteria for assignment to Cohort 1 were
revised as shown in Table 1.

In this open-label study, all patients will receive 8 cycles induction treatment that is considered
standard in many countries and that has been shown to improve outcomes in the first-line setting.
Treatment during the ITP, based on investigator’s choice, will be either:

Bevacizumab—F. Hoffmann-La Roche Ltd
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o Eight 2-week cycles of 5-fluorouracil (5-FU), leucovorin (LV) and oxaliplatin (FOLFOX) in
combination with bevacizumab
or
e Six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-week
cycles of 5-FU/LV with bevacizumab

Patients who prematurely discontinue study treatment for any reason during the ITP, who
experience progressive disease (PD) at any time during or at the end of the ITP, who are
evaluated as resectable at the end of ITP, who refuse to proceed to the MTP or who are not
eligible for any maintenance cohort will undergo a study treatment discontinuation visit and enter
post-treatment follow-up. Patients who experience disease control or tumor response to induction
treatment will continue to the randomized MTP of the study wherein the effects of experimental
and control groups will be compared. Patients in study screening prior to June 28, 2016 were
assigned to Cohort 1 if their primary tumour was BRAF™, Patients in screening after June 28,
2016, were were assigned to Cohort 1 if their primary tumour was HER2-/MSS/BRAF™/RAS™,
Treatment in each cohort is shown in Figure 1.

Table 1: Biomarker Profile by Cohort

Biomarker profile

Patients in Screening Prior June Patients in Screening After June 28, 2016
28, 2016

Cohort 1 BRAFMt HER2-/MSS/BRAF™{/RAS"

Cohort 2 BRAF" or biomarker status Closed to patients screened after June 28,
unknown 2016

Cohort 3  Not applicable HER2+

Cohort 4 Not applicable HER2-/MSI-H; HER2-/MSS/BRAF*; HER2-

/MSS/BRAF™Y/RAS™Mut

Bevacizumab—F. Hoffmann-La Roche Ltd
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Figure 1: Study Design as of protocol version 6
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c.  Patients discontinuing study treatment for any reason during the Induction or Maintenance Treatment Phases will enter the Post-treatment Follow-up Phase.
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Primary objective of this study:
The primary study objective within each cohort is to evaluate PFS.

An iDMC is responsible for regularly reviewing safety data.

21 PROTOCOL SYNOPSIS

The Protocol version 8 synopsis is provided in Appendix 1. For additional details, see the
Schedule of Assessments in Appendix 2.

2.2 OUTCOME MEASURES

As mentioned in the protocol, each cohort will be analysed separately and therefore this SAP
focuses on the description of the analysis required for cohort 1 data only, i.e. applicable to
enrolled patients eligible for cohort 1 based on primary tumour biomarker status.

2.21 Primary Efficacy Outcome Measures

PFS is defined as the time from randomization into the MTP until documented disease
progression as per investigator assessment using Response Evaluation Criteria in Solid
Tumors (RECIST) 1.1 or death from any cause, whichever occurs first. If no progression /
death is observed at the time of clinical cut-off or by the date of any on-study colorectal anti-
cancer surgery with palliative or curative intent, patients will be censored at the date of the
last evaluable tumor assessment or date of randomization, whichever comes last.

(Of note: (i) Progressive disease are identified by the Overalll Response="PD’, even if solely
based on symptomatic deterioration, (ii) Only surgery occurring between baseline tumor
assessment for MTP and PFS events are considered for censoring PFS)

2.2.2 Secondary Efficacy Outcome Measures

2221 Overall Survival (OS)

OS is defined as the time from randomization into the MTP to time of death from any cause.
Patients still alive at time of clinical cut-off will be censored at their last date known to be alive
as defined in section 4.3. For imputation of “Partial Death Date”, please refer to section 4.14.

Bevacizumab — F. Hoffmann-La Roche Ltd
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2222 Best Overall Response (BOR)
Main definition

BOR (e.g. complete response [CR], partial response [PR], stable disease [SD], progressive
disease [PD], not evaluable [NE]) for the MTP will be defined as the best response recorded
from the randomization date until progressive disease (taking as reference for progressive
disease the smallest measurements recorded since randomization date). For patients under
maintenance treatment at the time of primary analysis, the BOR will be defined based on
available tumor assessments at time of clinical cut-off. The overall response per time point
reported on the electronic Case Report Form (eCRF) by the investigator (as per RECIST v1.1)
will be used for the derivation of the BOR. No confirmation of response is required as per
protocol.

A minimum interval of 28 days will be considered for SD to be assigned as best overall
response, i.e. in the case the single response is SD, SD must have been assessed no less
than 28 days after randomization date of the MTP, otherwise the best overall response will
be NE.

If the patient has missing baseline tumor assessment, best overall response will be NE.
Patients without tumor assessment after randomization will be assigned a tumor response of
NA (Not applicable).

Patients with only non-target lesions classified as having an eCRF tumor response status of
"Non-CR/Non-PD" are classified as SD.

2223 Objective Response Rate (ORR)
ORR is defined as the number of patients with a BOR of CR or PR during the MTP phase
divided by the number of patients in the studied population.

2224 Disease Control Rate (DCR)
DCR is defined as the number of patients with a BOR during the MTP of CR, PR or SD divided
by the number of patients in the studied population.

2225 Time to Treatment Response (TTR)

TTR will be calculated for responders (i.e. patients with a MTP BOR of CR or PR) only. It will
be defined as the time from randomisation to the first occurrence of a documented objective
response (CR or PR).

2.2.2.6 Duration of Response (DoR)

DoR will be calculated for responders only. It will be defined as the time from the first
assessment of CR or PR until disease progression or death from any cause, whichever
occurs first. Patients who do not progress or die after they have had a response are censored
at the date of their last tumor measurement.

2227 Other
e Change from baseline in tumor size during MTP

The change from baseline in tumor size at a specific assessment occurring during the
maintenance treatment phase will be defined as:

100*((SOD at visit x— baseline SOD) / baseline SOD)

Bevacizumab — F. Hoffmann-La Roche Ltd
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with:
e SOD at visit x corresponding to the Sum Of target lesions Diameter (SOD) at visit

o Baseline SOD is the last SOD recorded on or prior to the randomization date in the
MTP. This baseline assessment should correspond to the tumor assessment
performed at the end of ITP as defined in section 4.10.1.

e Eastern Cooperative Oncology Group (ECOG) Performance Status (PS) during and after
MTP

2.2.3 Exploratory Efficacy Outcome Measures

2.2.31 Progression Free Survival (PFS) Sensitivity Analysis

PFS is defined as the time from randomization into the MTP until documented disease
progression as per investigator assessment using Response Evaluation Criteria in Solid
Tumors (RECIST) 1.1 or death from any cause, whichever occurs first. If no progression /
death is observed at the time of clinical cut-off, patients will be censored at the date of the
last evaluable tumor assessment or date of randomization, whichever comes last.

2232 Best Overall Response (BOR) Sensitivity Analysis

BOR (e.g. CR, PR, SD, PD, NE) for the MTP will defined as the best response recorded from
the randomization date until end of maintenance treatment or progressive disease whichever
comes first (taking as reference for progressive disease the smallest measurements recorded
since randomization date).

The derivation of the BOR will be the same as for the main definition (section 2.2.2.2), the
only change being the time window during which the best overall response is observed. In
other words, the main definition for BOR considers all tumor assessments collected on study
(i.e. including post-treatment tumor assessments phase for patients withdrawing
maintenance treatment for other reason than PD) whereas the secondary/sensitivity definition
considers only tumor assessments collected on maintenance treatment phase (i.e within 30
days from last day of treatment of MTP, up to the day before the start of further anti-cancer
therapy, whichever comes first). Therefore, the secondary/sensitivity analysis regarding BOR
is an on-treatment analysis.

224 Safety Outcome Measures
The safety outcome measures for this study are as follows

¢ Incidence, nature and severity of all adverse events (graded according to National
Cancer Institute Common Terminology Criteria for Adverse Events (NClI CTCAE)
v4.0)

¢ Incidence and nature of all Grade 3- 5 AEs
e Grade 5 AEs or AEs leading to death on study treatment
e All serious adverse events (SAEs)

¢ Incidence and reasons for any dose reductions, interruptions or premature
discontinuation of any component of study treatment

e Adverse events of special interest (AESI)

Bevacizumab — F. Hoffmann-La Roche Ltd
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« Clinically significant changes in laboratory values
+ Vital signs

225 Pharmacokinetic (PK) Outcome Measures
There are no PK outcome measures for this study.

226 Exploratory Biomarker Outcome Measures

The exploratory biomarker outcome measures for this study include molecular
markers/marker profiles and efficacy and/or safety outcomes. Efficacy outcomes considered
for this analysis may include, but are not limited to ORR, PFS and OS, as appropriate.
Biomarkers, biomarker profiles and microbiomes may be assessed using various
methodologies including, but not limited to, immunohistochemistry (IHC) (single and
multiplex), RNA and DNA analysis (e.g. polymerase chain reaction, next generation
sequencing [NGS], mutation expression and microsatellite instability [MSI] analyses) of
tumour and/or blood samples collected from all study patients.

Next-generation sequencing was introduced with protocol amendment 5. Retrospective NGS
will be conducted on samples collected provided appropriate consent has been obtained.
Statistical analysis will be covered in a separate SAP.

23 DETERMINATION OF SAMPLE SIZE

Before study enrolment was closed prematurely, approximately 1820 patients were planned
for enrolment in the Induction Treatment Phase of the whole study in order to randomise 126
patients in Cohort 1, with around 10% of patients assumed to be eligible for Cohort 1 based
on biomarker status. Due to early closure of study enrolment in February 2018, target sample
size will not be reached in Cohort 1 (final n=60). Therefore, Cohort 1 analysis will be highly
under-powered due to lower event number. Table 2 provide some scenarios including the
actual number of patients, assuming 45 events are observed, a hazard ratio ranging from 0.5
to 0.7 and the corresponding power.

The estimated proportion of patients enrolled into the study that are eligible for cohort 1 is
based on published reports (di Nicolantonio et al. 2008). Approximately 25% of all patients
enrolled are expected to have disease progression prior to randomisation into the
Maintenance Treatment Phase.

Table 2: Sample Size Determination per Cohort

Cohort 1

Protocol Scenarios with actual number of
) randomized patients and assumed
scenario
number of events

Estimated mediap PFS [a] 7 7 8.2 9.8
(months) - Experimental group
Estimated median PFS [a] 49 4.9 49 4.9
(months) - Control group
Hazard ratio (HR) 0.7 0.7 06 0.5
Number of expected/observed 9% 45 45 45
PFS events

Bevacizumab — F. Hoffmann-La Roche Ltd
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Cohort 1

Statistical test 1-sided 2-sided 2-sided 2-sided
Alpha level 10% 5% 5% 5%
Power 65% 20% 36% 59%
Randomized patients 126 60 60 60
e o)

a. Per RECIST 1.1

24 ANALYSIS TIMING

Cohort 1 will not reach its target sample size and thus target number of 96 PFS events. As
originally planned for cohorts reaching their target number of PFS events (applies to Cohort
2 only), an update analysis of efficacy and safety parameters was planned to be conducted
based on 24 months survival follow-up after the clinical cut-off date for the primary analysis.
The cut-off date for the Cohort 2 primary analysis was May 31, 2017 so the Cohort 2 update
analysis will be conducted based on a cut-off date of May 31, 2019. The primary analysis for
cohort 1 will be conducted at the same time as the Cohort 2 update analysis (i.e. based on
the same cut-off date of May 31, 2019).

The final analysis of cohort 1, which will consist of updating main time-to-event and safety
endpoints, will take place after the end of the study, defined as the date when all study
patients have discontinued study treatment and completed the adverse event reporting period
(i.e. until 28 days after their last dose of study drug for patients not randomized in the MTP
and for Cohort 1) and cohort-specific post-treatment follow-up safety assessments (patients
in the experimental arm of Cohort 1 must complete assessments for SCC and cuSCC six
months after their last study treatment.). Resulis of primary and final cohort 1 analyses will
be reported in a separate clinical study report (CSR).The outputs to be provided for the
analyses (primary or final) are listed in Appendix 5.

Analysis for cohorts other than cohort 1 is not covered in this SAP and will be documented in
separate SAPs.

3. STUDY CONDUCT
3.1 RANDOMIZATION ISSUES

Patients will be assigned to a cohort based on the results of biomarker assessments
conducted on archival primary tumour tissue obtained during their initial CRC diagnosis. Once
assigned to a cohort, patients will be randomized on a 2:1 basis to either the experimental
treatment group or the control group of that cohort. Randomization in Cohort 1 will be
stratified by geographical region (EU, Americas, Africa or Asia), and by patient response after
the Induction Treatment Phase (CR/PR vs. SD).

3.2 INDEPENDENT REVIEW FACILITY
Not applicable.

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (version 1.1) 16



3.3 DATA MONITORING
An iDMC is responsible for:

e evaluating the safety of the patients participating in the ftrial at regular intervals
throughout the study,

e making recommendations as to whether cohort recruitment should continue based on
benefit-risk evaluations that include efficacy as well as safety data. To minimize the
impact of such reviews on efficacy endpoint analyses, efficacy data included in these
reviews has to be specified by the iDMC at a preceding iDMC meeting and has to be
documented in the iDMC meeting minutes,

o performing a review of the safety data from a prespecified number of initial patients
for experimental combinations with inadequate prior safety experience to assure
appropriate dosing (e.g. as required for the Cohort 1 experimental combination of ‘5-
FU/LV + cetuximab + vemurafenib’).

4, STATISTICAL METHODS
4.1 GENERAL DESCRIPTIVE METHODS

Categorical variables

For categorical variables, summary tabulations of the number and missing observations as
well as the number and percentage within each category of the parameter will be presented.
Missing will not be considered as a separate category and thus missing observations will not
be part of the denominator to compute the percentages. Percentages will be rounded to one
decimal place. Therefore, there may be cases where for instance the total of the percentages
does not exactly equal 100%. If number of patients is ‘0’ then O will be reported instead of ‘0
(0.0%)Y

Continuous variables

For continuous variables, N, the mean, median, standard deviation, 25th and 75th percentile,
minimum and maximum values will be presented.

Time-to-event efficacy variables

Time-to-event efficacy variables (e.g. PFS and OS) summaries will include number of patients
in the population (N), number of patients with the event of interest, number of patients
censored, median and two-sided 95% confidence interval (Cl) computed according to
Brookmeyer and Crowley (1982) method. Kaplan-Meier (KM) estimates and median survival
times are calculated with the PROC LIFETEST procedure in SAS. KM curves (product-limit
method) will be presented as well as the event rates at certain time points with the relevant
Cls calculated via log-log transformation method (default option CONFTYPE=LOGLOG in
SAS) based on standard errors computed using the Greenwood’s formula.

Cox proportional hazards models

Cox proportional hazards model will be implemented using PHREG procedure with option
TIES=EXACT. It assumes that there is a true but unknown ordering for the tied event times
as contrasted to option TIES=DISCRETE which assumes that the events occurred at exactly
the same time.
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Missing values

For categorical variables, summary tabulations of the number and missing observations as
well as the number and percentage within each category of the parameter will be presented.
For continuous variable, number of missing is displayed between brackets next to ‘n’, unless
otherwise specified.

Decimals

Mean, standard deviation, and median (Q1 and Q3 if applicable) will be presented with one
more decimal place compared to the raw data, minimum and maximum will be presented with
same number of decimal places as the raw data. Hazard ratio, odds ratio will be provided with
two decimals. P-value will be provided with three decimals. If <0.001, then ‘<0.001" will be
displayed.

4.2 DEFINITION OF TREATMENT PHASE
In this study, there are 3 treatment phases:

1. Patients are treated first in the Induction Treatment Phase (ITP) for a planned duration
of 8 cycles, i.e. 16 weeks.

2. If they do not experience any progressive disease before or at the end of the ITP, are
not considered resectable at the end of the ITP and do not withdraw from the study and
are still eligible for any cohort, they are randomized and treated in the Maintenance
Treatment Phase (MTP).

3. If they discontinue study treatment for any reason during the Induction or Maintenance
Treatment Phases, do not withdraw from the study and are still alive, they enter the Post-
Treatment Follow-up Phase.

4.2.1 Induction Treatment Phase (ITP)

ITP is defined as the time from first study drug administration until
o the day before the randomization for patients continuing treatment in the MTP
o the last assessment date otherwise

The first day of treatment in the ITP is defined as the earliest day of a non-null
administration of any induction phase treatment.

The last day of treatment in the ITP is defined as the last day of the last initiated cycle of
the induction phase, or as the death day if the patient died in between. A two-week cycle
duration is assumed.

Baseline evaluations for the ITP will be those performed not earlier than 28 days prior to
the first day of treatment in the induction phase, unless otherwise stated. The latest available
assessment up to start of the first day of treatment in the induction phase will be considered
as baseline. For laboratory examinations, weight, vital signs and ECOG PS, assessments
performed on the first day of treatment of the ITP will be assumed to have been performed
before drug was given and, thus, will be considered as baseline evaluations.

On-treatment evaluations for the ITP will be post baseline evaluations performed until
¢ the day before the randomization for patients continuing treatment in the MTP
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e (including) the study treatment discontinuation visit within 30 days after last day of
treatment of the ITP (as defined above), for patients not randomized in the MTP.

4.2.2 Maintenance Treatment Phase (MTP)

MTP is defined as the time from randomization into MTP until (including) the study treatment
discontinuation visit in the MTP.

The first day of treatment in the MTP is defined as the earliest day of a non-null
administration of any maintenance phase treatments.

The last day of treatment in the MTP is defined as the last day of the last initiated cycle of
the maintenance phase, or as the death day if the patient died in between. A two-week cycle
duration is assumed.

Baseline evaluations for the MTP will be those performed prior to the first day of treatment
in the maintenance, unless otherwise stated. The latest available assessment prior to the first
day of treatment in the maintenance phase will be considered as baseline for safety
assessments. For laboratory examinations, weight and vital signs, assessments performed
on the first day of treatment of the MTP will be assumed to have been performed before drug
was given and, thus, will be considered as baseline evaluations. For subjects randomized but
not treated in the MTP, the latest available assessment before or on randomization date
(including assessments from ITP) will be considered as baseline for the MTP.

For efficacy assessments, the latest available assessment prior or on the randomization date
will be considered as baseline.

On-Treatment evaluations for the MTP will be evaluations performed on or after the first
day of treatment in the MTP within 30 days from last day of treatment in the maintenance
phase. On-treatment laboratory will be all values collected after the first day of treatment in
the maintenance phase and within 30 days from last day of treatment in the maintenance
phase (as defined above). For adverse events, treatment emergent adverse events (TEAES)
will be events occurring on or after the first day of treatment in the MTP within 30 days from
last day of treatment in the maintenance phase (as defined above).

4.2.3 Post-Treatment Follow-up Phase

Post treatment Follow-up Phase is defined as the time from (excluding) the study treatment
discontinuation visit until the last available assessment date before clinical cut-off date. For
patients-who discontinue study treatment but without any study treatment discontinuation visit
date, please refer to 4.14 for imputation of this missing visit date.

Post-Treatment Follow-up evaluations will be evaluations performed according to the
protocol after the study treatment discontinuation visit.

4.3 DATA CONVENTION

All data will be listed (e.g. pre-treatment serious adverse events), whereas only baseline and
on-treatment assessments will be considered for summary tables.

Baseline and on-treatment data will be flagged in the data listings as well as the different
phases of the study.

The overall column will not be displayed in any summary tables.
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The following conversion factors will be used to convert days to months or years, where
applicable:

e 1 week=7 days
¢ 1 month = 30.4375 days
e 1 year=365.25 days

Age at informed consent (IC) {in years} = (date of informed consent — date of birth) / 365.25
To calculate duration / time between two dates the following convention will be used:
[later date] — [earlier date] + 1 day

Durations and times between two dates will be calculated only when both start and end dates
are available (imputed dates cannot be used for computation), apart for overall survival when
date of death has only day as missing).

Body surface area (BSA) will be recalculated based on the height and weight of the patient
using the following formula:

BSA (m?) = ([Height {cm} x Weight {kg}] / 3600)”:
Body mass index (BMI) will be calculated using the following formula:
BMI (kg/m?) = Weight {kg} / Height? {m}

The last known date to be alive will be the latest date among all dates specified in the eCRF
except the following:

e Survival Follow-up date when status is either dead (in this case the date of death is
specified on the Adverse events or Study Completion/Early Discontinuation or SAE
reporting summary form) or lost to follow-up (in this case last date known to be alive
is specified on the Survival follow-up form)

e Study Completion/Early Discontinuation date when reason is either death or lost to
follow-up.

e A sample / record with test ‘Not Done’.

4.4 COMPUTING ENVIRONMENT

All statistical analyses will be performed using SAS statistical software (Version 9.2 or newer
version), unless otherwise noted.

4.5 GRADING AND CODING OF ADVERSE EVENTS, LABORATORY
PARAMETERS AND MEDICATIONS

Laboratory results, adverse events, and other symptoms will be graded using the National
Cancer Institute (NCI) Common Terminology Criteria for Adverse Event (CTCAE), version
4.0, except where CTC grades are not available.

Adverse events and relevant Medical History data fields (i.e. prior symptoms / AEs) will be
coded using the most recent version of Medical Dictionary for Regulatory Activities (MedDRA)
dictionary available at the time of analysis.
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Prior and concomitant anti-cancer therapy / other medications will be coded using the most
up-to-date version of the in house Genentech Drug Thesaurus Dictionary.

Dictionary versions used will be displayed in analysis outputs.

4.6 ADUSTMENTS FOR COVARIATES

When indicated, efficacy analysis will be adjusted i.e. the covariates will be incorporated in
the model used to assess the treatment effect upon the efficacy endpoints. The covariate
below will be considered:

e Patient response after induction treatment as per eCRF data: CR/PR vs. SD. For
inferential analysis, “SD” will be used as reference, unless otherwise specified.

(Of note: no adjustment will be made for region since most of patients are in Europe.)

4.7 SUBGROUP ANALYSIS

The following subgroups will be considered to repeat PFS and OS analysis by subgroup:

o Demographic characteristics:
o Age (<65 years, >= 65 years)
o Gender (male vs female)
o Tumor response at end of ITP (SD vs. CR/PR) as per eCRF
o Baseline ECOG performance status (0 vs. 1/2),
e Baseline disease characteristics:
o Initial AJCC/UICC stage (stage I/ll/lll vs. stage V)
Prior systemic adjuvant therapy (yes vs no)
Number of metastatic sites at screening (<2 x vs. >= 2)
Liver metastatic site at baseline (yes vs no)
Cancer type (colon vs rectal)
Tumor colon location (right vs left)
Initial diagnosis (synchronous vs metachronous)

O O O O O O

The subset tumor colon location (left, right) will be derived based on the primary tumor
location information collected on the colorectal cancer history eCRF page. Right colon is
defined as patients with ceacum, appendix, ascending colon or right hepatic flexture or
transverse colon as primary tumor location. Left colon is defined as patients with left splenic
flexture or descending colon or sigmoid or rectum as primary tumor location.

The subset cancer type (colon, rectal) will be derived based on the primary tumor location
collected on the colorectal cancer history eCRF page. Colon cancer type is defined as
patients with ceacum, appendix, ascending colon or right hepatic flexure or transverse colon
or left splenic flexure or descending colon or sigmoid as primary tumor location. Rectal cancer
type is defined as patients with rectum as primary tumor location.

The subset initial diagnosis (synchronous, metachronous) will be derived based on the time
from initial histological diagnosis to first diagnosis of metastatic disease. If this time is longer
than 6 months then the initial diagnosis of the corresponding patient will be considered
metachronous, or as synchronous otherwise. In case date of first diagnosis of metastatic
disease is missing, this one will be replaced by the date of first diagnosis of locally recurrent
disease. In case both are missing, the corresponding patients will be excluded from the
corresponding subgroup analysis. In case one of the dates (i.e. date of initial histological
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diagnosis or date of first diagnosis of metastatic disease or date of first diagnosis of locally
recurrent disease) is partially missing, it will be imputed as described in section 4.14.

4.8 ANALYSIS POPULATIONS

The following patient populations will be evaluated and used for presentation and analysis of
the data.

4.8.1 All Population

ALL Population: The ALL population consists of all enrolled patients with BRAF™! primary
tumor if in study screening prior to June 28, 2016 and all enrolled patients with HER2-
IMSS/BRAF™!/RAS" biomarker profile if in study screening after June 28, 2016).

Induction Treatment Phase (ITP) Population: all patients included in the ALL Population
and who are treated in the ITP, i.e. who received at least one non-null dose of any study
medications during the ITP. The ITP population is the main population to be used to
summarize ITP data and Post Induction Treatment data. The 2 following groups will be
considered when tabulating ITP data: patients randomized into MTP versus patients not
randomized into MTP. Post Induction Treatment data will be summarized using one single
group, i.e. patients not randomized into MTP. ITP population will be the main population for
the data listings, unless otherwise specified; the 3 following groups will be displayed in listings:
patients randomized in the experimental group of MTP, patients randomized in the control
group of MTP, patients not randomized into MTP.

4.8.2 Randomized Population

Maintenance Treatment Phase (MTP) Population is defined as all patients randomized into
the Cohort 1 MTP of the study, irrespective of whether or not they received study medication.
Patients will be allocated to the treatment group into which they were randomized (as per
interactive voice or web-based response system [IXRS]). The MTP population is the primary
population for the analysis of efficacy parameters and baseline characteristics for the MTP.
The MTP population will be used as well to report the Post Maintenance Treatment data.

4.8.3 Safety Population

Safety (SAF) Population: all patients randomized in Cohort 1 who have been treated, i.e.
who received at least one non-null dose of any study medications during the MTP.

Patients will be allocated to the treatment group they actually received using the following
rule:

e Patients receiving at least one dose (non-null) of cetuximab or vemurafenib, while on
treatment will be allocated to the experimental group 5-
FU/LV+cetuximab+vemurafenib. Even if a patient was allocated to the control group
and received by mistake a dose of cetuximab or vemurafenib, then this patient will be
reallocated to the experimental group.

e Patients who did not receive any dose of cetuximab or vemurafenib will be allocated
to the control group FP+bevacizumab.

The SAF population is the primary population for the analysis of MTP safety parameters.
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4.8.4 Per Protocol (PP) Population

As stated in the protocol, the PP Population will not be defined for this study but major protocol
violations will be listed.

4.8.5 Pharmacokinetic-Evaluable Population
Not applicable.

4.8.6 Biomarker-Evaluable Population
Not applicable.

4.9 ANALYSIS OF STUDY CONDUCT

This SAP focuses only on the description of the analysis required for cohort 1 data. All MTP
data will be reported. ITP data for BRAF mutant patients (if in screening prior to June 28,
2016) and HER2-/MSS/BRAF™YRAS*' patients (if in screening after June 28, 2016)
randomized and not randomized into the MTP will be tabulated in 2 separate columns. Post-
treatment data will be reported separately for induction and maintenance treatments. This
Post-treatment data includes adverse events, deaths, subsequent anti-cancer therapies and
tumor assessments (until PD if PD not experienced before study treatment discontinuation
visit), but this last one applies only for Post Maintenance treatment.

49.1 Patient Disposition

The patient disposition table for ITP will be based on the ALL population and will include the
following information:

e Number of patients enrolled (ALL)

e Number of patients not treated in ITP who discontinued trial without being treated and
associated reason

e Number of patients treated with induction treatment (ITP population)
e Number of patients who completed the ITP

e Number of patients treated in induction who discontinued early ITP and reason for early
discontinuation

e Number of patients treated in induction and not randomized who went to post-treatment
follow-up phase post induction

e Number of patients being treated in induction who discontinued study prior to MTP and
associated reason

The patient disposition table for MTP will include the following information:
e Number of randomized patients (MTP population) (percentage based on MTP)
e Number of randomized patients without being treated in MTP still on-trial

e Number of randomized patients who discontinued trial without being treated in MTP and
the corresponding reason for trial discontinuation (percentages based on MTP)
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e Number of treated patients with maintenance treatment (SAF) (percentages based on
MTP)

e Number of patients treated who discontinued all treatments received in MTP and the
reason for discontinuation from each maintenance treatment (percentage based on MTP).
All reasons for treatment discontinuation will be displayed and will be taken from the
individual treatment completion/Early discontinuation eCRF pages.

e Number of patients treated in MTP who discontinued trial during MTP and the
corresponding reason for trial discontinuation (percentages based on MTP)

e Number of patients who entered in the follow-up post-MTP

e Number of patients being treated in MTP who discontinued trial during follow-up and the
corresponding reason for trial discontinuation (percentages based on MTP)

A consort flow diagram will be provided to show progress of screened patients and especially
for BRAF mutant patients (if in screening prior to June 28, 2016) and HER2-
IMSS/BRAF™!/RAS" patients (if in screening after June 28, 2016). Another diagram for
patients randomized in Cohort 1 will be provided.

The following supportive listings will be provided:

e Patient disposition (including the tumor response status at the end of ITP) and study
termination information based on ITP
e Patients who discontinue treatment due to AE (based on ITP)

4.9.2 Protocol Deviations

All major protocol deviations from Protocol Deviation Management System (PDMS) will be
reported for each phase separately and will be summarized by group. The ITP population will
be used for ITP data and the MTP population for the MTP data.

The following will be displayed

o Number of patients having at least one major protocol deviation

¢ Number of patients by major protocol deviations category
Listings for protocol deviations will be provided based on ITP population. Listing for analysis
population will be provided on ALL population.

410 ANALYSIS OF TREATMENT GROUP COMPARABILITY
4101 Demographics and Baseline Disease Characteristics

Baseline and demographic characteristics will be summarized using descriptive statistics. No
formal statistical comparisons will be performed.

Summaries of Patient Demographics will be provided based on the ITP and MTP population
and will present the following information:

Age at informed consent (yrs)

Age categories (yrs): < 18, 18-64, 65-84, 85 and over

Sex

Ethnicity: Hispanic or Latino, Not Hispanic or Latino, Not reported, Unknown
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e Race

Region: Europe, Americas, Africa, Asia (derived based on country information from
the clinical database)

Smoking status: Never, Current, Previous

Alcohol use history: Never, Current, Previous

Drug Use: Never, Current, Previous

ECOG Performance Status at baseline: 0,1,> 1,

Baseline Weight (kg)

BMI (see definition in section 4.3)

BSA (see definition in section 4.3)

Baseline Height (cm)

Female reproductive status (for female participants only. Percentage will be based
on the total number of female patients)

The summary of patient’s characteristics based on MTP will be included. For the summary
based on MTP only, ECOG and weight collected just prior to or on the first day of MTP will
be used as baseline. Please refer to sections 4.2.1 and 4.2.2 for further details related to
definition of baseline evaluations.

All the biomarker outcomes of interest as per section 4.7 will be summarized using descriptive
statistics by treatment group on ITP and MTP population:

Given that the end of the induction phase is the same timepoint as the baseline tumor
response for the MTP, two summary tables presenting the information as mentioned below
will be produced. One for the tumor response status at the end of the induction phase based
on ITP population and as per data collected on the eCRF and will present the following
information.

Number of patients with CR or PR at end of ITP

Number of patients with SD at end of ITP

Number of patients with PD at end of ITP

Number of patients with NE at end of ITP

Number of patients with NA at end of ITP (i.e. no tumor response during ITP)

Another table will be generated for baseline tumor response for the MTP based on MTP
population and as per data collected on the eCRF and will present the following information.

e Number of patients with CR or PR at end of ITP
e Number of patients with SD at end of ITP
e Number of patients with tumor response other than CR, PR or SD at end of ITP

The number of patients in MTP population will be summarized by country and study center
(as per clinical database) and by treatment group based on the MTP population.

In addition, the number of patients will be summarized by the following stratification factors
as per IXRS, by treatment group on the MTP:

e Region
o European Union
o Americas
o Africa
o Asia
e Tumor response at the end of ITP
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o CR/PR
o SD

A table will show the concordance between the tumor response status at the end of ITP as
per IXRS and the tumor response status at the end of ITP as per data collected on the eCRF.
This table will be based on the MTP population and will display the following categories:

e CR/PR, SD, Total for the IXRS tumor response
¢ CR, PR, CR/PR, SD for eCRF tumor response

eCRF Tumor response status (CR, PR, SD, PD, NE) at the end of ITP is defined as the last
tumor response observed during the ITP. Patients without tumor assessment after first day
of induction treatment will be assigned a tumor response of NA (Not available).
Patients with only non-target lesions classified as having an eCRF tumor response status at
the end of the ITP of "Non-CR/Non-PD" are classified as SD for the 2 summary tables
mentioned above.

Summary of colorectal cancer history will be provided based on the ITP and MTP population
and will present the following information:

e Histological grade at diagnosis

e Location of primary tumor

e Colon Location: left, right

e Cancer type: colon, rectal

e Initial AJCC/UICC stage

¢ Initial diagnosis: synchronous, metachronous

e Locally recurrent disease: yes, no

o Metastatic disease: yes, no

o Sites of metastatic disease at time of study enrolment (adrenal gland, ascites, bone,
liver, lung, mediastinum, skin, other)

e Liver as metastatic site: yes, no

o Extent of disease by number of sites at time of study enrolment: 0, 1, > 1

o Time from initial diagnosis to first dose of ITP (in years)

e Time from first diagnosis of locally recurrent disease to first dose of ITP (in years)

e Time from first diagnosis of metastatic disease to first dose of ITP (in years)

¢ Number of target lesions at baseline

Of note, if start and/or end dates are incomplete or missing the corresponding time between
the start and the end date cannot be derived. In this case, time from initial diagnosis to first
dose of ITP or time for first diagnosis of locally recurrent disease to first dose of ITP or time
from first diagnosis of metastatic disease to first dose of ITP cannot be derived and will be
missing.

Summary of RECIST tumor-specific characteristics at baseline will be generated on the MTP
population and will provide the following information:

o Number of site/organs involved; 1, 2, >2
e Site/organ type involved: colon, rectum, liver, lung, lymph nodes, peritoneum, brain,
other
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o Type of lesions: target only, non-target only, target and non-target lesions
Of note for the above summary table, tumor-specific characteristics at baseline refer to the
tumor assessment prior to randomization in MTP, i.e. last tumor assessment from the
induction treatment phase.

The following listings will be provided:

Patient Demographics based on ITP population

e Biomarker status based on MTP population
Patients by randomization stratification factors as per IXRS and eCRF (based on
MTP)

e Colorectal cancer history based on ITP population

4.10.2 Medical History

Medical history, as collected on the “General Medical History and Baseline Conditions” eCRF
page will be summarized using the ITP and MTP populations. These summary tables will
include the number and percentage of patients with at least one medical history by Primary
System Organ Class (SOC) sorted in a descending order of the total frequency count and by
preferred term [PT] (sorted in a descending order of the total frequency count within each
SOC).

A patient with more than one occurrence of the same medical history in a particular SOC/PT
will be counted only once in the total of those experiencing events in that particular system
organ class/preferred term.

Medical history data will be listed based on ITP population.

4.10.3 Prior and Concomitant Medications
4.10.3.1 Prior Anti-Cancer Treatment/Procedure

Prior anti-cancer treatments/procedures summaries based on the ITP and MTP populations
will present the following information:

¢ Number of patients with prior colorectal cancer surgery: Yes, No

¢ Number of patients by site of prior colorectal cancer surgery: Colon, Rectum, Colon
and Rectum, Other.

Number of patients with prior radiotherapy: yes, no

Number of patients with prior anti-cancer therapies: yes, no

Number of patients by setting of prior systemic therapy

Number of patients with prior systemic adjuvant therapy: yes, no

Number of regimens for prior systemic therapy: 0, 1, 2, >=3.

The following listings will be provided based on the ITP population:

e Prior anti-cancer therapy
e Prior and on-study cancer radiotherapy
e Prior and on-study cancer colorectal surgery
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4.10.3.2 Non Anti-Cancer Treatment/Procedure

A prior medication/therapy is defined as any medication/therapy with an end date prior to the
start of the induction treatment.

Concomitant medication for ITP

Concomitant medication includes both medication concomitant at baseline and concomitant
medication initiated post-baseline. It is defined as any medication/therapy with

o start date before or on:
o the randomization date for patients randomized in the MTP
o last dosing date of ITP+30 days for patients not randomized in the MTP
¢ and end-date on or after first dosing date of the ITP or with a missing (ongoing) end-
date

Concomitant medication for MTP

It is defined as any medication/therapy with

o start date before or on last dosing date in the MTP+30 days
e and end-date on or after first dosing date of the MTP or with a missing (ongoing)
end-date.

Post-treatment Medication

It is defined as any medication/therapy with a start date more than 30 days after the last
dosing date.

In case a medication has an incomplete or missing start date/end date, please refer to section
4.14 for the rules to be applied in order to identify prior, concomitant or post-treatment
medications.

Prior and Concomitant Medications/therapies will be summarized. Summary tables will
present number and percentage of patients with any medication overall and by Drug
Thesaurus Class and Generic Name. At each level of summation (overall, Drug Thesaurus
Class, Generic Name), patients reporting more than one medication are counted only once.
Drug Thesaurus Class will be sorted in a descending order of the total frequency count and
the generic names with the highest frequency will be displayed first within each Drug
Thesaurus class, unless otherwise indicated. The analysis population will be the ITP
population and the MTP population for ITP data and MTP data, respectively.

The following tables will be provided:

Prior medications based on ITP population

Concomitant medications for the ITP based on ITP population

Concomitant medications for the MTP based on SAF population

Concomitant radiotherapy performed during the ITP based on ITP population (as
collected on the On-Study Cancer Radiotherapy eCRF page): Number of patients
with radiotherapy, site (colon, other) and setting (neo-adjuvant, adjuvant, palliative.
other) of therapy

o Concomitant radiotherapy performed during the MTP based on SAF population (as
collected on the On-Study Cancer Radiotherapy eCRF page): Number of patients
with radiotherapy, site (colon, other) and setting (neo-adjuvant, adjuvant, palliative,
other) of therapy
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¢ Concomitant colorectal cancer surgery during ITP based on ITP population: Number
of patients with at least one surgery, site of surgery, surgical procedure and intent

o Concomitant colorectal cancer surgery during MTP based on SAF population:
Number of patients with at least one surgery, site of surgery, surgical procedure and
intent

Corresponding listings will be provided using the ITP population.

4104 Subsequent Anti-Cancer Therapy

Post Induction Treatment and Post Maintenance Treatment anti-cancer therapies will be
listed using the ITP population patients who have a study treatment discontinuation visit date.

4.1 EFFICACY ANALYSIS

Efficacy analysis will be conducted on the data collected during the MTP/Post maintenance
treatment (when applicable) and using the MTP population. Analysis will be performed by
randomized treatment group. Tumor assessments collected during the ITP will be listed only
but will not be part of the efficacy analysis and will be listed on the ITP population. ITP and
MTP tumor assessments will be flagged, as appropriate for patients randomized in the MTP.

As Cohort 1 will not reach its target sample size, the analysis is not event driven as described
in the study protocol, but is time driven instead. As a consequence, all p-values will be
reported descriptively only, due to low power. All formal statistical tests will be two-sided and
performed at an alpha of 5%, therefore 95% two sided CI will be presented. No adjustment
will be made for multiplicity of testing secondary endpoints or subgroups for single efficacy
endpoints.

4.11.1 Primary Efficacy Endpoint
The primary efficacy objective of this study is to evaluate PFS.

To answer the primary objective, the following null and alternative hypotheses will be tested

e HO: the distribution of the PFS time is the same in the two treatment groups, i.e.
PFS (Experimental group) = PFS (Control group)
e H1: the distribution of the PFS time is different in the two treatment groups, i.e. PFS
(Experimental group) # PFS (Control group)
The primary analysis of PFS will be a comparison between the experimental and the control
group using an unstratified log-rank test. Please refer to Appendix 4 for the SAS code to be
used.

PFS for each treatment group will be estimated using KM product-limit method estimates.
PFS will be summarized by treatment group and will display the following information:

Number of patients in the population (N)

Number of patients with PFS event

Number of patients censored

Median and two-sided 95% CI computed according to Brookmeyer and Crowley

method,

o 25th and 75th quantile, and the corresponding two-sided 95% CI computed
according to Brookmeyer and Crowley method,

e Minimum and maximum

e The PFS rates (with the two-sided 95% ClI) at 3, 6, 9, 12, 15 and 18 months
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e Unstratified log-rank test p-value
KM plot of PFS by treatment group will be generated.

PFS time will be listed on MTP population in a dedicated time to event listing.

Model checking

Sensitivity analyses concerning proportional hazards assumption will consist of log-log-
Survival plots (log(-log(S(t))) vs log(time) by treatment group (plots=(lls) in PROC LIFETEST).

4.11.2 Secondary Efficacy Endpoints

4.11.21 Overall Survival

This study is not powered for OS, so adequately powered statistical testing for this endpoint
will not be possible. However, the results of an unstratified log-rank test will be provided in an
exploratory manner to assess the difference between treatment groups for OS.

The same analysis as those described for the primary endpoint will be repeated for OS on
MTP population The survival rate will be displayed at the following time points: 6, 9, 12 and
higher (every 3 months) if appropriate.

OS time will be listed on MTP population in a dedicated time to event listing.

4.11.2.2 Overall Response Rate (based on Primary Definition of BOR)
The Best Overall Response for MTP as per main definition will be tabulated on MTP by
treatment group.

ORR for the MTP will be summarized in each treatment group of the MTP population and will
present the number and percentage of patients with objective response (CR or PR) as best
response along with the two-sided 95% Clopper-Pearson confidence interval. The difference
in ORR among treatment groups will be estimated with associated two-sided 95% CI using
the Hauck-Anderson approach. The treatment difference will be tested using a Chi-square
test at a two-sided alpha level of 5%.

A logistic regression analysis, using treatment and tumor response at end of induction as per
eCREF data (SD vs CR/PR) as covariates will be performed. An estimate of the odds ratio with
an associated two-sided 95 % confidence interval and a p-value for the coefficient will be
presented for each covariate, including treatment. Please refer to Appendix 4 for the SAS
code to be used.

Note: SD will be used as reference. The region stratification factor won’'t be used as a
covariate as almost all the patients are in Europe (only 5 patients from other regions).

Forest plots displaying ORR odds ratio from the logistic regression by subgroups will be
generated, for further details please refer to section 4.11.5.

Waterfall plots (both treatment groups one the same plot) of the best percentage change from
baseline in sum of diameter collected during the MTP will be provided.

A listing of tumor assessments per timepoint will be provided based on the ITP. It will include:
o MTP/ITP/Post-treatment flag
o visit
e imaging date
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lesions number
location, site/organ, assessment method and type of lesion
diameter (mm) for target lesion, status for non-target lesion
sum of diameter of target lesions (mm)
response per timepoint for target lesion and non-target lesion, presence/absence of
new lesion(s)

o overall Response per timepoint
Information will be collected from the “RECIST 1.1 Target Lesions”, “RECIST 1.1 Non-Target
Lesions”, “RECIST 1.1 New Lesions” and "RECIST 1.1 - Overall Response Assessment"
eCRF pages.

Another listing based on the MTP population will provide the best overall response (main and
secondary definitions), time to response and the duration of response. Censored patients for
the duration of response will be flagged as per section 2.2.2.6.

4.11.2.3 Overall Response Rate (based on Secondary Definition of BOR)
The analyses performed for Overall Response Rate for MTP based on main definition of BOR
will be repeated using secondary definition of BOR (refer to section 2.2.3.2).

411.24 Disease Control Rate
The same analysis as described for ORR for MTP will be provided for the following endpoints:

e DCR for MTP based on main definition of BOR using the MTP population
o DCR for MTP based on secondary definition of BOR using the MTP population
All corresponding information will be listed on the MTP population.

411.2.5 Time to Treatment Response

Time to objective response (CR and PR) for each treatment group will be summarized
separately based on the main and secondary definition of BOR using descriptive statistics
(median, minimum and maximum) which will be calculated using PROC UNIVARIATE and
are based on MTP population restricted to responders.

Two separate summary tables will be created: one for the time to response by considering all
tumor assessments as in the main definition of BOR and another one by considering on-
treatment tumor assessment as in the secondary definition of BOR. No formal statistical
comparisons between the treatment groups are planned.

Time to response will be listed on MTP.

4.11.2.6 Duration of Response

The duration of response (DoR) for each treatment group will be estimated using KM product-
limit method estimates. Summary table for duration of response based on MTP population
restricted to responders will display, by treatment group, the number of patients with best
overall response CR or PR (N), number of patients with progression or death, number of
patients censored, min, max, 25th quantile, 75th quantile and median with the associated
two-sided 95% Cls computed according to Brookmeyer and Crowley method.

Two separate summary tables will be created: one for duration of response by considering all
tumor assessments as in the main definition of BOR and another one by considering on-
treatment assessments as in the secondary definition of BOR.
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The duration of response will be compared between the experimental and the control group
using an unstratified log-rank test.

Duration of response will be listed on MTP.

4.11.2.7 Eastern Cooperative Oncology Group (ECOG) Performance
Status

Summary table presenting the number of patients and percentage by ECOG performance
status will be displayed by visit occurring during the MTP. In addition, a shift table of MTP
baseline ECOG PS versus ECOG PS at the end of MTP will be provided. Supportive listing
will be provided for the MTP.

ECOG PS data will be listed based on the ITP population. ITP and MTP evaluations will be
flagged.

4.11.2.8 Additional Tumor Assessments

Listing for each specific assessments to Cohort 1 (head and neck assessment for SCC, Chest
CT assessment for SCC, dermatology evaluation, anal and pelvic exam) will be provided.

4.11.3 Exploratory Efficacy Endpoints

Not Applicable.

411.4 Sensitivity Analyses

In addition, the following sensitivity analyses will be performed on PFS, the primary efficacy
endpoint:

e The PFS hazard ratio, and its 95% two-sided confidence interval, of experimental
group versus control group, will be estimated using a Cox proportional hazards model
with treatment as the single covariate. Please refer to Appendix 4 for the SAS code to
be used.

e The PFS hazard ratio, and its 95% two-sided confidence interval, of experimental
group versus control group, will be estimated using different adjusted Cox proportional
hazards models, using as covariates the treatment and one of the stratification factors,
i.e. response at the end of induction treatment as mentioned below

o cov1 (SD vs CR/PR as per eCRF)
o cov1 (SD vs CR/PR as per IXRS)
Note: No adjustment on the region will be performed as almost all the patients are in
Europe.
¢ A sensitivity analysis will be performed for PFS by considering all PFS events reported
in MTP regardless of the surgery.

An unstratified log-rank test will be performed to compare PFS between the
experimental and the control group. PFS will be estimated for each treatment group
using KM product-limit method estimates. PFS will be summarized by treatment group
and will display the information as mentioned in section 4.11.1. The PFS hazard ratio,
and its 95% two-sided confidence interval, of experimental group versus control group,
will be estimated using a Cox proportional hazards model with treatment as the single
covariate.
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¢ The OS hazard ratio, and its 95% two-sided confidence interval, of experimental group
versus control group, will be estimated using a Cox proportional hazards model with
treatment as the single covariate. Please refer to Appendix 4 for the SAS code to be
used.

¢ For ORR and DCR, alogistic regression analysis, using treatment as single covariates
will be performed. An estimate of the odds ratio with an associated two-sided 95 %
confidence interval and a p-value for the coefficient will be presented for treatment.
Please refer to Appendix 4 for the SAS code to be used.

o Toassess any bias regarding the completeness of the follow up to capture PFS events,
KM curve with reverse censoring will be produced by treatment group. In this analysis,
censored patients in the primary analysis will be considered as having an event, for
these patients the event date will be the date of last evaluable tumor assessment or
date of randomization, whichever comes last. Patients with a PFS event in the primary
analysis will be censored in this analysis, for these patients the censor date will be the
earliest date between PD date and death date.

4.11.5 Subgroup Analyses
Subgroup analyses of PFS and OS will be conducted based on:

e Stratification factor (reponse at the end of ITP)
e Tumor colon location

The following information will be provided/computed within each subset:

Number of patients in the subgroup

Number of patients with PFS or OS event

Number of patients censored

Median and two-sided 95% CI computed according to Brookmeyer and Crowley
method,

e 25th and 75th quantile, and the corresponding two-sided 95% CI computed
according to Brookmeyer and Crowley method,

o PFS HR of experimental versus control group and its two-sided 95% Cl computed
by means of an un-stratified Cox proportional hazards model with treatment as the
single covariate.

Forest plots presenting the PFS HR of experimental group versus control group and
corresponding 95% CI obtained from adjusted Cox model for each subset as defined in
section 4.7 will be generated.

Forest plots presenting the OS HR of experimental group versus control group and
corresponding 95% CI obtained from adjusted Cox model for each subset as defined in
section 4.7 will be generated.

The Best Overall Response for MTP as per main and secondary definition (see section
2.2.2.2 and 2.2.3.2) will be tabulated on MTP by treatment group on reponse at the end of
ITP and tumor colon location

For each of these subsets, ORR for the MTP will be summarized in each treatment group on
MTP and will present the number and percentage of patients with objective response (CR or
PR) as best response along with the two-sided 95% Clopper-Pearson confidence interval.
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The difference in ORR among treatment groups will be estimated with associated two-sided
95% CI using the Hauck-Anderson approach.

For each of these subsets, a logistic regression analysis, using treatment as single covariate
will be performed. An estimate of the odds ratio (experimental vs control group) with an
associated two-sided 95 % confidence interval will be provided.

Forest plots displaying the ORR odds ratio of experimental group compared to control group
and corresponding 95% CI from the logistic regression with treatment as unique covariate for
each subset as defined in section 4.7 will be provided. One forest plot will be generated for
each subgroup.

No formal statistical comparisons will be conducted within subsets.

412 PHARMACOKINETIC AND PHARMACODYNAMIC ANALYSES
Not applicable

413 SAFETY ANALYSES

Separate safety summaries will be produced for ITP, MTP, Post Induction Treatment and
Post Maintenance Treatment.

For ITP data, outputs will be generated on the ITP displaying randomized vs. non randomized
patients in MTP. MTP outputs will be based on the SAF population and will be presented by
treatment group. For Post Induction Treatment data, outputs will be generated on ITP for
patients who completed study treatment discontinuation visit, whereas for Post Maintenance
Treatment data, outputs will be generated on MTP for patients who completed study
treatment discontinuation visit.

No inferential statistical analyses are planned.

4131 Exposure of Study Medication
41311 Treatment Duration and Dose Exposure

A patient will be considered as having initiated a cycle in the ITP if at least one (non-null)
dose of any study drugs of the ITP has been administered in the corresponding cycle.

The overall number of cycles initiated during the ITP is defined as the sum of all initiated
cycles (as defined above) in the ITP.

For the MTP, the overall number of cycles initiated (i.e. for drug combination) will be computed
as the sum of all initiated cycles as defined below:

e Day 1 of a cycle is defined as the first day in the considered cycle when treatment is
administered.

e The cycle length is assumed to be 2 weeks
e For experimental group:

o acycle will be assumed to be initiated if cetuximab, vemurafenib and 5-FU and
LV or any LV substitute are administered at any time during the same cycle

e For control group:
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o If capecitabine is administered: a cycle will be assumed to be initiated if
capecitabine and bevacizumab are administered at any time during the same
cycle

o If 5-FU/LV or LV substitute is administered: a cycle will be assumed to be
initiated if bevacizumab and 5-FU and LV or any LV substitute are
administered at any time during the same cycle

The overall duration (in weeks) for all components of maintenance treatment is defined as
follows:

e Experimental group:

[MAX(min(last dosing date of 5-FU/LV+13, death), min(last dosing date of cetuximab+13,
death date), min(last dosing date of vemurafenib, death date)) — MIN (first dosing date of
FP, first dosing date of cetuximab, first dosing date of vemurafenib) + 1]/7

with last dosing date of 5-FU/LV = max(last dosing date of 5-FU, last dosing date of LV)
and first dosing date of 5-FU/LV = min(first dosing date of 5-FU, first dosing date of LV)

e Control group:
o If capecitabine is administered in the last cycle:

[MAX(min(last dosing date of capecitabine+6, min(last doing date of bevacizumab+13,
death date)) — MIN (first dosing date FP, first dosing date of bevacizumab) + 1]/7.

o If 5-FU/LV is administered in the last cycle:

[MAX(min(last dosing date of 5-FU/LV+13, death), min(last dosing date of
bevacizumab+13, death date)) — MIN (first dosing date of FP, first dosing date of
bevacizumab) + 1]/7

with first dosing date of FP = min(fist dosing date of 5-FU, first dosing date of LV or any
LV substitute, first dosing date of capecitabine) and last dosing date of 5-FU/LV =
max(first dosing date of last administration of 5-FU, first dosing date of last administration
of LV or any LV substitute)

The number of cycles administered, duration of dosing, cumulative dose, dose intensity and
relative dose intensity (RDI) definitions are provided for each drug individually in Table 3 and
Table 4 for induction and maintenance, respectively.

According to protocol, the cycle length is 2 weeks, excepted for capecitabine in the control
arm for which each cycle length is as per local practise. A 2-week cycle schedule will be
considered for drugs other than capecitabine and for the drug combinations. For capecitabine,
a cycle is defined as any continuous administration separated by a rest period, regardless of
the duration of the continuous administration and the duration of the rest period. A patient will
be considered as having initiated a cycle in the MTP for a specific drug if at least one (non-
null) dose of this study drug has been administered in the corresponding cycle.
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Table 3: Exposure Definitions for Induction Treatments

FOLFOX

5-FU/LV

bevacizumab

Number of cycles

sum of all cycles in which at
least one non-null dose of
FOLFOX has been
administered

sum of all cycles in which at least
one non-null dose of 5-FU and LV
has been administered. Of note,
consider only cycles where
oxaliplatin is not administered
concomitantly with 5-FU/LV.

sum of all cycles in which at least
one non-null dose of bevacizumab
has been administered

Duration of dosing
(weeks) (1

[min (last date of FOLFOX+13,
death date) — first FOLFOX
dosing date+1]/ 7 or

If FOLFOX-4 or FOLFOX-7 or
modified FOLFOX-7 is
administered in the last cycle
initiated

[min (last date of FOLFOX
+12, death date) — first
FOLFOX dosing date+1]/ 7

max (min(last date of 5-FU+13,
death date), min(last date of LV+13,
death date)) — min (first date of 5-
FU, first date of LV) +1]/7

Of note, consider only
records/cycles where oxaliplatin is
not administered concomitantly with
5-FU/LV.

[min (last date of bevacizumab +13,
death date)) — (first bevacizumab
dosing date in the induction) +1] /7

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients discontinued treatment prior to the end of

the last cycle.
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Table 4: Exposure Definitions for Maintenance

dosing (weeks)
M

Where x=6 for capecitabine

x=13 for 5FU, LV, cetuximab, bevacizumab

x=0 for vemurafenib

capecitabine 5-FU or LV or cetuximab bevacizumab vemurafenib
Number of The sum of all cycles in which at least one non-null dose of <treatment> has been administered NA
cycles
Duration of [min (last dosing date of <treatment> + x, death date)) — (first <treatment> dosing date in the maintenance) +1]/7

For 5-FU and LV, last dosing date of treatment will be replaced by the first dosing date of the last administration

Actual dose

<treatment> dose administered (in mg) as collected on the dosing eCRF page

Unit: mg

Planned dose

<treatment> planned dose (in mg) as collected on the dosing eCRF page

of administration - start date of
administration +1) * normalized actual
dose for the record * 2

Cumulative dose= sum of cumulative
dose across all records

Unit: mg/m2

mg/m?) administered in all
cycles

mg/kg) administered in all
cycles

Unit: mg
Normalized dose / recalculated BSA® dose / weight® NA
dose Unit: mg/m?2 Unit: mg/kg
Cumulative The cumulative dose will be derived sum of the all <treatment > sum of the all bevacizumab The cumulative dose will be
dose for each records as below: (end date normalized actual doses (in normalized actual doses (in derived for each records as

below: (end date of
administration - start date of
administration +1) * actual dose
for the record

Cumulative dose= sum of
cumulative dose across all
records

Unit: mg
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capecitabine

5-FU or LV or cetuximab

bevacizumab

vemurafenib

Dose intensity

Cumulative dose / (duration of dosing
*7)

Unit: mg/m2/day

Cumulative dose / duration
of dosing

Unit: mg/m2/week

Cumulative dose / duration
of dosing

Unit: mg/kg/week

Cumulative dose / (duration of
dosing * 7)

Unit: mg/day

Cumulative
planned dose
(CPD)

Sum of all normalized planned dose
(in mg/m?2) in all cycles

Sum of all normalized
planned dose (in mg/m?2) in
all cycles

Sum of all normalized
planned dose (in mg/kg) in
all cycles

Sum of the all planned doses (in
mg) reported in all cycles

Planned dose
intensity

CPD / (duration of dosing *7)
Unit: mg/m2/day

CPD / duration of dosing

Unit: mg/m2/week

CPD / duration of dosing
Unit: mg/kg/week

CPD / (duration of dosing*7)
Unit: mg/ day

Relative dose
intensity (RDI)
(%)

100 * (dose intensity) / (planned dose intensity)

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients discontinued treatment prior to the end of the

last cycle.

(2) The BSA will be recalculated based on the height and weight (see point 3 for identification of weight) of the patient using the formula as mentioned

in section 4.3.

(3) The baseline weight will be used as reference. If the last available weight of the patient prior to or on the cycle start has changed by 10% or
greater (i.e. patient has gained or lost more than 10% of their body weight since baseline) the patient new weight will be set as the baseline
weight and will be used at the patient current and subsequent cycles. If a patient weight has changed by 10% or greater at a later cycle, then
this new weight will be set as the base weight as aforementioned.
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The following information will be tabulated for the ITP using the ITP population:

¢ Summary of total number of cycles initiated per patient
o Total number of cycles initiated (1,2,3,4,5,6,7,8)
o Summary statistics of total number of cycles initiated
e Summary of drug exposure
o The number of cycles administered and treatment duration (in weeks) for
bevacizumab, FOLFOX and 5-FU/LV alone

The following information will be tabulated for the MTP using the SAF population:

o Summary of overall duration of treatment and overall number of cycles initiated
o Overall duration of maintenance treatment (in weeks)
o Overall number of cycles initiated: 1,2,3,4,5,6,7,8,9,10, 10-15, >=15
o Summary statistics of overall number of cycles initiated per patient
e Summary of drug exposure
o Total number of cycles administered (tabulated separately for each drug)
o Duration of dosing (in weeks) (tabulated separately for each drug)
o Cumulative dose (tabulated separately for each drug according to definition
provided in table 3)
o Dose intensity (tabulated separately for each drug according to definition provided
in table 3)
o Relative dose intensity: <90%, >90%-<100%, >100% (tabulated separately for
each drug according to definition provided in table 3) Note: Number and
percentage will be based on the patients who received the corresponding drug.

Supportive listings presenting the study drug administration as well as the exposure information
will be provided separately based on ITP population and SAF population for the induction and
for the maintenance, respectively.

4.13.1.2 Cycle Delay

Cycle delay is applicable to the following treatments: FP (5-FU, LV or capecitabine),
bevacizumab and cetuximab.

Cycle delay is defined as follow:

e For 5-FU, LV, cetuximab, bevazicumab, which have planned cycle of 2 weeks:

A cycle delay for <treatment> will be defined as the number of days in excess of the expected
days between two consecutive doses of <treatment> (14 days) and will be calculated as D1Cn+1
- D1Cn where D1Cn+1 and D1Cn correspond to date of administration of <treatment> in cycle
n+1 and cycle n, respectively. An excess of more than 3 days will qualified cycle Cn+1 as delayed
for <treatment>. Of note, the first cycle (C1) cannot be identified as cycle delay.

e For capecitabine:

Cycle delay will be defined as the number of days in excess of the expected days between two
non-zero administrations (21 days, i.e. 14 days of administration and a rest period of 7 days) and
will be calculated as D1Cn+1 - D1Cn where D1Cn+1 and D1Cn correspond to the start date of
the first administration of capecitabine in cycle n+1 and cycle n, respectively. An excess of more
than 3 days will qualify cycle Cn+1 as delayed for capecitabine. Of note, the first cycle (C1)
cannot be identified as cycle delay.
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The following information will be tabulated for the MTP on the SAF population:

e Summary of <treatment> cycle delay (for 5-FU, LV, capecitabine, bevazicumab and

cetuximab) at the patient level
o Number of patients with at least one cycle delayed for <treatment>,
o Number of patients with 1, 2, 3, 23 cycles delayed for <treatment>
e Summary of <treatment> cycle delay (for 5-FU, LV, capecitabine, bevazicumab and

cetuximab) at the cycle level
o Number of cycles delayed
o Length of cycle delayed (>3 -7 days, >7-14, >14-21, >21)

4.13.2 Adverse Events

Adverse events variables are defined in Table 5.
Table 5: Adverse Events Definitions

treatment phase
(1

Variable Definition
Treatment Any adverse events (serious and non-serious) with an onset date on (only if the
Emergent “Event occurred prior to first study drug administration” from the AE eCRF page is
Adverse Events not checked) or after the first day of treatment of the ITP and up to the:
(TEAES) for the
induction o first day of treatment of the MTP (excluding) if it occurs within the 30 days

from last day of treatment of induction treatment for patients treated with
maintenance treatment

e within 30 days from last day of treatment of induction treatment (as defined
in section 4.2.1), for patients not treated with maintenance treatment or for
patients treated with maintenance treatment but with first day of treatment of
MTP being more than 30 days after last day of treatment of ITP.

TEAES for the
maintenance
treatment
phase("

Any adverse events (serious and non-serious) with an onset date on (only if the
“Event occurred prior to first study drug administration” from the AE eCRF page is
not checked) or after the first day of treatment of the MTP and up to 30 days from
the last day of treatment of MTP (as defined in section 4.2.2)

Post induction
treatment
Adverse Events

Any adverse events (serious and non-serious):

e with an onset date more than 30 days after the last day of treatment of the
ITP (as defined in section 4.2.1) for patients not treated with maintenance
treatment.

e with an onset date more than 30 days after the last day of treatment of the
ITP and prior the first day of treatment of the MTP, for patients treated with
maintenance treatment with first day of treatment of MTP being more than
30 days after last day of treatment of ITP..
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Post maintenance
treatment
Adverse events

Any adverse events (serious and non-serious) with an onset date more than 30
days after the last day of treatment of the MTP (as defined in section 4.2.2) (as
defined in section 4.2.2).

Adverse Events
NCI CTCAE
grade

The adverse events grade will be the one with tick box checked for "AE most
extreme NCI CTCAE grade"

Serious Adverse
Events (SAEs)

Any adverse events qualified as “serious” by the investigator.

Adverse Events
with fatal
outcome

Any adverse events with outcome of “Fatal”.

Adverse events
related to
<FOLFOX,
bevacizumab, FP,
cetuximab,
vemurafenib>

Any adverse events with an “AE suspected to be caused by study drug <FOLFOX,
bevacizumab, FP, cetuximab, vemurafenib > as ‘Yes'.

For AE suspected to be caused by FOLFOX while starting in the maintenance
phase, the unique text
comment field *

AE considered related to Folfox™ has been reported in the

Adverse events
leading to
<FOLFOX,
bevacizumab, FP,
cetuximab,
vemurafenib >
discontinuation

Any adverse events with an “Action taken with <FOLFOX, bevacizumab, FP,
cetuximab, vemurafenib> due to SAE/AE” of “drug withdrawn”

Adverse events of
Special Interest
(AESI) as
reported on eCRF

AESIs will be selected based on the tick box from the eCRF.

<Bevacizumab,
Vemurafenib>
AESIs based on
pre-defined terms

AESiIs will be selected from AEs based on the <bevacizumab, vemurafenib> list of
pre-defined terms.

(1) Of note, in case an event has an incomplete or missing start date, which consequently prevents its
allocation to only one treatment phase of the study, the event will be allocated to both the induction
and maintenance phase. Refer to section 4.14 for further details.

Safety summaries will be produced for the ITP on the ITP population and for the MTP on the SAF
population, unless otherwise specified. ITP summaries will display patients randomized vs.
patients not randomized in MTP. MTP summaries will be done by actual maintenance treatment
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group as defined for the SAF. Descriptive statistics will be generated as appropriate. No
inferential statistical analyses are planned.

Summaries of adverse events for ITP and MTP will be generated for those events that are
considered treatment emergent. The AE tables will include the number and percentage of
patients with at least one AE, by MedDRA primary System Organ Classes (SOC) (sorted in a
descending order of the total frequency count) and MedDRA Preferred Terms (PT) (sorted by
descending order of the overall frequency count within each SOC) unless otherwise indicated. A
patient with more than one occurrence of the same adverse event in a particular system organ
class/preferred term will be counted only once in the total of those experiencing adverse events
in that particular system organ class/preferred term. For the overall summary tables, information
presented by grade will not be restricted to the worst grade per patient i.e. all events will be
presented. Any AEs with a missing CTC grade will be reported in the “missing” category grade.

An overview table will be produced for the ITP based on the ITP population and will present:

Number of TEAEs
Number of patients with at least one TEAE
Number of patients with at least one TEAE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related TEAE
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab
e Number of patients with at least one serious TEAE
e Number of patients with at least one related serious TEAE
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab
Number of patients with at least one TEAE with fatal outcome
o Number of patients with at least one TEAESs leading to treatment discontinuation of:
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab

An overview table will be produced for the Post Induction Treatment AEs, i.e. occurring more
than 30 days after last day of treatment during the Induction Phase (as defined in section 4.2.1),
based on patients from the ITP population who has a study treatment discontinuation visit date.
This table will present the following information for the non-randomized patients to MTP only:

Number of AEs

Number of patients with at least one AE

Number of patients with at least one AE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related AE

Number of patients with at least one serious AE

Number of patients with at least one related serious AE

Number of patients with at least one AE with fatal outcome
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An overview table will be produced for the maintenance phase based on the SAF and will present:

Number of TEAESs
Number of patients with at least one TEAE
Number of patients with at least one TEAE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related TEAE
o Any study drug

o Fluoropyrimidines
o bevacizumab

o cetuximab,

o vemurafenib

o FOLFOX

Number of patients with at least one serious TEAE
Number of patients with at least one related serious TEAE
o Any study drug

o Fluoropyrimidines
o bevacizumab

o cetuximab,

o vemurafenib

o FOLFOX

Number of patients with at least one TEAE with fatal outcome
Number of patients with at least one TEAESs leading to treatment discontinuation of:
o Any study drug
o bevacizumab
o cetuximab,
o vemurafenib
Number of patients with at least one treatment emegent AESI (as reported on eCRF)
Number of patients with at least one treatment emegent AESI (based on list of pre-
defined terms)
o bevacizumab,
o vemurafenib
Number of patients with at least one serious treatment emergent AESI (as reported on
eCRF)

An overview table will be produced for the Post Maintenance Treatment AEs, i.e. AEs occurring
more than 30 days after the last day of treatment during the Maintenance Phase (as defined in
section 4.2.2), based on patients from the MTP population who have a study treatment
discontinuation visit date. This table will present the following information:

Number of AEs

Number of patients with at least one AE

Number of patients with at least one AE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related AE

Number of patients with at least one serious AE

Number of patients with at least one related serious AE

Number of patients with at least one AE with fatal outcome
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In addition, the following tables (number and percentage of patients) will be presented for the
ITP based on the ITP population and will display the number of patients (and corresponding
number of TEAEs) and percentage with any:

TEAEs by SOC and PT

TEAEs by SOC and PT and by Worst Intensity

Grade 3-5 TEAEs by SOC and PT

Related TEAEs by SOC and PT: to any study drugs, FOLFOX, 5 FU/LV, bevacizumab
Serious TEAEs by SOC and PT

Related serious TEAEs by SOC and PT: to any study drugs, bevacizumab

TEAESs leading to treatment discontinuation by SOC and PT: any study drug,

TEAES leading to dose reduction or interruption by SOC: any study drugs, bevacizumab
Grade 5 TEAEs or TEAEs with fatal outcome by SOC and PT

Treatment emergent AESI by AESI eCRF categories, SOC and PT

Bevacizumab treatment emergent AESI based on pre-defined categories

The following tables will be presented for the MTP only and will display the number and
percentage of patients (and corresponding number of TEAEs) with any:

TEAEs by SOC and PT

TEAEs by SOC and PT and by Worst Intensity

Grade 3-5 TEAEs by SOC and PT

Related TEAEs by SOC and PT: any study drugs, 5-FU/LV, FOLFOX, bevacizumab,
cetuximab, vemurafenib,

Serious TEAEs by SOC and PT

Related Serious TEAEs by SOC and PT: any study drugs, 5-FU/LV, cetuximab,
vemurafenib, bevacizumab, FOLFOX

Grade 5 TEAEs or TEAEs with fatal outcome by SOC and PT

TEAESs leading to treatment discontinuation by SOC and PT: any study drugs,
TEAES leading to dose reduction or interruption by SOC and PT: any study drugs, 5-
FU/LV, cetuximab, vemurafenib, bevacizumab

Treatment emergent AESI by AESI eCRF categories, SOC and PT and by Worst
Intensity

Serious Treatment emergent AESI by AESI eCRF categories, SOC and PT and by
Worst Intensity

Treatment emergent AESI by AESI eCRF categories, SOC and PT

Serious Treatment emergent by AESI eCRF categories, SOC and PT

Bevacizumab treatment emergent AESI based on pre-defined categories
Vemurafenib treatment emergent AESI based on pre-defined categories

By-patient listings will be provided for AEs; they will include Post-treatment adverse events.
Appropriate flagging of study phase (ITP/MTP) as well as TEAEs/Post-treatment AEs will be

done

. The following listings will be provided based on ITP population

All adverse events

All Grade 5 adverse events or any adverse events with fatal outcome
All adverse events leading to treatment discontinuation

All AESI (as reported on eCRF)
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4.13.3

Death

The following summary tables will be provided and will present:

The number of patients who died within 30 days from last day of treatment of the ITP
(as defined in section 4.2.1) and the corresponding reason of death based on ITP
population

The number of patients who died more than 30 days from last day of treatment of
ITP (as defined in section 4.2.1) and the corresponding reason of death based on
ITP population who has a study treatment discontinuation visit date

The number of patients who died within 30 days from last day of treatment of MTP
for treated patients or within 30 days from randomization with the corresponding
cause of death based on MTP population

The number of patients who died within 30 days from last day of treatment of MTP
(as defined in section 4.2.1) with the corresponding death reason using the SAF
population

The number of patients who died more than 30 days from last day of treatment of
maintenance treatment and the corresponding reason of death based on patients
from the MTP population who has a study treatment discontinuation visit date

One listing will be generated for deaths based on the ITP population and including appropriate
flagging of study phase (ITP and MTP) and on-treatment/post-treatment deaths (i.e. within 30
days from last day of treatment/more than 30 days from last day of treatment).

All deaths information (including reason and date) will be retrieved from the Study
Completion/Early Discontinuation eCRF page.

413.4

Laboratory Data

The following laboratory parameters will be considered as CTC gradable parameters.

Haematology
Absolute Neutrophils Count (ANC)

Hemoglobin (Hb)
Leukocytes/White Blood Cells counts (WBC)
Platelet Count

Blood chemistry

Albumin

Alkaline Phosphatase (ALP)

Calcium

Creatinine

Glucose

Potassium

SGPT or alanine aminotransferase (ALT)
SGOT or aspartate aminotransferase (AST)
Sodium

Total Bilirubin
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o Magnesium
o Amylase
e Lipase

Coagulation
¢ international normalized ratio (INR)

e activated partial thromboplastin time (aPTT)

The following parameters will be considered as non CTC gradable parameters.

Hematology
e Red blood Cell (RBC)

Hematocrit
Lymphocytes
Neutrophils
Eosinophils
Basophils
Monocytes

Blood Chemistry
¢ Blood Urea Nitrogen

e Bicarbonate
e Chloride Lactate dehydrogenase (LDH)
e Phosphorus
e Total Protein
Urinalysis

e Urine Protein Dipstick
e 24-hour urine protein

All laboratory parameter information will be summarized for each phase separately. Laboratory
information reported in tables will be restricted to the baseline and on-treatment measurements.
The analysis population will be the ITP and the SAF population for the ITP and MTP, respectively.

Clinical laboratory values will be expressed using Systéme International (SI) units.

When applicable, laboratory tables will display their High (hyper)/Low (hypo) values of a specific
parameter (e.g. calcium (high) and calcium (low) in separate tables.

In case of missing normal ranges for parameters that are not differential and have only grade 1
defined from normal ranges (e.g. Neutrophils, WBC, Albumin...) the worst case scenario will be
applied, i.e. grade 1.

A “Missing” category will be reported for patients with missing grades or missing reference range
indicators at baseline and/or on-treatment and patients with no laboratory assessments.

For hematology, blood chemistry and coagulation parameters which can be graded per CTCAE,
the information will be summarized by means of a shift table summarizing the baseline grade
versus the worst CTC grade per patient defined as the highest CTC grade among the on-
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treatment evaluations. If there is no on-treatment evaluation, then the worst grade will be set to
‘Missing’.
Hematology and blood chemistry parameters which cannot be graded per CTCAE, the

information will be summarized by means of a shift table from baseline category to worst on-
treatment category. The following categories will be used:

e Baseline: Low/Normal/High/Missing/Overall

o Worst on-treatment: Low/Normal/High/Missing/Overall
Patient with “High” and “Low” for the same laboratory test (at different visits) is counted for each
direction in summary tables.

For urinalysis protein dipstick, all non-missing assessments excepted “0-absent” assessment will
be considered “Present”. A shift table presenting baseline category versus worst on-treatment
category will be produced with the following categories:

o Baseline: Absent/Present/Missing/Overall
o Worst on-treatment: Absent/Present/Missing/Overall
For urinalysis, 24-hour urine protein values will not be tabulated but listed only.

All laboratory values will be listed along with CTC grade/category. Separate listings will be
generated to include all abnormal laboratory values.

4.13.5 Vital Signs
Vital signs parameters include:

Temperature (°C)

Systolic blood pressure (SBP seated position) (mmHg)
Diastolic blood pressure (DBP seated position) (mmHg)
Weight (kg)

BSA (m?)

Heart rate (beats/min)

Respiratory rate (breaths/min)

Vital signs information will be summarized for each phase separately and by treatment group
when applicable. Vital signs information reported in tables will be restricted to non-missing
baseline and non-missing on-treatment measurements. The analysis population will be the ITP
population for the ITP and the SAF population for the MTP.

Actual value and change from baseline for heart rate and systolic and diastolic blood pressure
will be summarized by treatment group for each visit using descriptive statistics.

All vital signs data including change from baseline (and data reported at timepoints not included
in the summary table) will be listed.
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4.13.6 Other Safety Assessment - Applicable only for the experimental
rou

ECG data will be summarized on the SAF population for the MTP as follow:

e Summary of Qualitative ECG results over time presenting the number of patients by
categories:  Normal/Abnormal, not clinically  significant/Abnormal, clinically
significant/unable to Evaluate/Missing

o Summary of QTcF (in categories) over time presenting the number of patients with QTcF
in categories: <=450 ms/ >450 ms - <=480 ms/>480 ms - <= 500 ms / >500 ms.

All ECG data will be listed on ITP population.

413.7 Other Safety Assessment
Pregnancy test data will be listed on the ITP population, ITP and MTP data will be flagged.
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4.14 MISSING DATA

Imputation of partial/missing death date will be done as follows:

o |f the date is completely missing, then the day of “Last known to be alive” +1 will be used

e [f only day is missing and year and month are same as “Last known to be alive”, then the
day of “Last known to be alive”+1 will be used otherwise the 15t day of the month will be
used

o |f day and month are missing and year is same as “Last known to be alive”, then the “Last
known to be alive”+1 will be used, otherwise 1%t of January will be used

Partially missing dates for adverse events (AEs) will be imputed as follows. Of note, imputation
of missing/partial AE date will be done only to identify treatment emergent AEs.

AE onset dates

» Partially missing onset dates will be imputed as follows
e When only Day is missing:

o If Month & Year of the onset date are the same as Month & Year of the
first day of treatment of the induction/maintenance treatment phase, the
imputed onset date will be imputed as the minimum of the first day of
treatment of the induction/maintenance treatment phase and the AE
resolution date (imputed if needed).

o Otherwise, the missing day will be replaced by “1”.

e When Day & Month are missing:

o If Year of the onset date is the same as Year of the induction/maintenance
treatment phase, the imputed onset date will be imputed as the minimum
of the first day of treatment of the induction/maintenance treatment phase
and the AE resolution date (imputed if needed).

o Otherwise, the missing Day & Month will be replaced by “01JAN”.

» Complete missing onset dates for AEs will be imputed by first day of treatment of the
induction/maintenance treatment phase and the AE will be considered as treatment
emergent, unless the end date of the AE (imputed if needed) or the end year of the
AE (if day and month are missing) is entered and is before the year of the first
treatment administration of the induction/maintenance treatment phase.

AE resolution dates

» Incomplete resolution dates will be replaced by the last day of the month (if day is
missing only), if not resulting in a date later than the date of patient's death. In the
latter case the date of death will be used to impute the incomplete resolution date

» In all other cases the incomplete resolution date will not be imputed

Of note, the above rules may allow allocation of an event to both the ITP and MTP treatment
phase.
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Partially missing dates for medications/therapies will be imputed as follows. Of note, imputation

of missing/partial medicationstherapies date will be done only to identify concomitant
medications/therapies.

Partial dates will be imputed as follow:

Start dates
o When only Day is missing: the missing day will be replaced by “1”
o When Day & Month are missing: the missing Day & Month will be replaced by
“01JAN”.
End dates
o When only Day is missing: the missing day will be replaced by the last day of the
month
o When Day & Month are missing: the missing Day & Month will be replaced by
“31DEC".

And rules described in section 4.10.3.2 and below will be applied using imputed dates.

In case of complete missing dates, the following will be applied:

If the start date of the medication/therapy is unknown (i.e. complete missing date) and
there is no end date, medication/therapy is flagged as taken prior to study but not as
ongoing then the medication/therapy will be considered as a prior medication.

If both the start date and end date of the medication/therapy is unknown (i.e. complete
missing date), then the medication/therapy will be considered as a concomitant
medication/therapy for both the induction and maintenance phase if the patient is treated
in the phase of interest.

If the start date of the medicationtherapy is unknown (i.e. complete missing date), but the
end date is known and is prior to the first dosing date of the considered phase, then the
medicationtherapy will not be considered as concomitant for the corresponding phase.

If the start date of the medication/therapy is available and the end date is unknown, then
the medication/therapy will not be considered as prior. Concomitance to ITP/MTP will be
assessed using the available start date.

Partially missing dates for surgery will be imputed as follows. Of note, imputation of

missing/partial surgeries date will be done only to identify concomitant surgeries.

Partial dates will be compared as follow:

When only Day is missing: Month & Year of the surgery will be compared to Month &
Year of the first dosing date of interest (either ITP or MTP). If on or after, the surgery will
be considered as concomitant to the period of interest. If on or before the first doing date
of ITP, the surgery will be considered as prior.

When Day & Month are missing: Year of the surgery will be compared to Year of the
dosing date of interest (either ITP or MTP). If on or after, the surgery will be considered
as concomitant to the period of interest. If on or before the first doing date of ITP, the
surgery will be considered as prior.

Of note, the above rules may allow a medication/procedure to be concomitant to both the ITP
and MTP treatment phase.
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For patients who discontinued study treatment but without any study treatment discontinuation
visit date, this visit will be imputed as follows:

o If patient was treated in the MTP, the last dose will be retrieved from the treatment drug
completion/early discontinuation page from the eCRF in the maintenance phase. The
maximum date among the date mentioned for each treatment during MTP + 30 days will
be considered.

o If patient was treated in the ITP, the last dose will be retrieved from the treatment drug
completion/early discontinuation page from the eCRF in the induction phase. The
maximum date among the date mentioned for each treatment during ITP + 30 days will
be considered

with the following exception:

o If a patient died within 30 days from last dose, the follow up phase does not exist

for this patient
Partially missing dates for date of initial histological diagnosis or date of first diagnosis of
metastatic disease or date of first diagnosis of locally recurrent disease will be imputed as follows:

Imputation of these partial dates will be done only to determine if the initial diagnosis is
synchronous or metachronous and only in case the date day is missing. The imputation will
consist in replacing the missing day by “1”. In case month and/or year are missing, no imputation
will be done.

No other dates will be imputed, unless otherwise specified. The original incomplete, missing or
partial dates will be presented in the listings, not the imputed dates.

4.15 INTERIM ANALYSES

No formal interim analyses on PFS or OS are planned.
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Appendix 1: Protocol Synopsis
Objectives

Efficacy Objectives

The primary efficacy objective of the study is to evaluate progression-free survival (PFS) within each
maintenance treatment cohort.

Secondary efficacy objectives include the evaluation of efficacy through other endpoints:

+ Overall survival (0S)

« Overall response rate (ORR)

« Disease control rate (DCR)

+ Time to treatment response (TTR)
+ Duration of response (DoR)

+« Change in Eastern Cooperative Oncology Group (ECOG) performance status
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Safety Objectives
Additional objectives for this study are to assess the safety of each treatment including:

+ the incidence, nature and severity of adverse events (AEs)

* |ncidence and reasons for any dose reductions, interruptions or premature discontinuation of any
component of study treatment

+  Clinically significant laboratory values

Adverse events (AEs) refer to all treatment-emergent adverse events occurring after the initiation of
study medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue
to be collected during the Maintenance Treatment Phase and Post-Treatment Follow-up Phase as
applicable.

Exploratory Objectives
The exploratory efficacy objective of this study is:

+ To evaluate PFS measured according to modified RECIST (mRECIST) in patients treated with
atezolizumakb

The exploratory biomarker objectives for this study are as follows:

+ To explore whether there iz differential benefit from treatment in patient subgroups defined by
different biomarkers, e.9. but not limited to biomarker panels {(mutation and expression profiles),
immune panels etc.

+ |f applicable, to assess comelations betwesen biomarkers/marker panels and safety
+  Where possible, to investigate if changes in expression/mutation panels of biomarkers during

treatment correlate with treatment efficacy or failure ie. to explore potential resistance/escape
mechanizms to (targeted) treatment

+ Explore prognostic and potentially predictive effects of markera/marker profiles

+ Explore prevalence of specific markers at Baseline and/or salvage/resistance markers to guide
targeted therapy approaches beyond MODUL, e.9. but not limited to programmed cell death-1
(PD-L1})

+ Explore and comelate microbiome with other biomarkers, baseline characteristics and clinical
outcome

Study Design

Description of Study

Thiz iz a randomised, multi-centre, aclive-controlled, open-label, parallel-group clinical trial of
biomarker-driven maintenance treatment for first-line metastatic colorectal cancer (mCRC). The
primary study endpoint is PFS according to RECIST 1.1 within each cohort. Secondary endpoints
include other efficacy measurements and safety. In addition, exploratory outcomes will focus on the
correlations between biomarkers and study outcomes.

Patients with mCRC who have not received any prior chemotherapy in the metastatic setting are
eligible for entry. The study will enrol patients in Europe, Asia, Africa, and South America.

For an individual patient, the study will consist of a Screening Phase (= 28 days), a 4-month Induction
Treatment Phase, a Maintenance Treatment Phase, and finally follow-up during the Post-Treatment
Follow-up Phasze.

Potential patients will undergo screening assessments to determine study eligibility within 28 days
prior to starting study induction treatment. Results from routine assessments conducted prior to
informed consent signature may be used as screening assessments as long as they were done within
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T days prior to informed consent signature. The primary tumour tissue block prepared at the time of
the initial diagnosis will be used for biomarker asszessment for maintenance treatment cohort
assignment (gee Appendix 17). If the tumour block is not available, = 20 slides cut from the primary
tumour sample will be accepted as an altemative. The sample (block or slides) must be shipped to the
designated laboratory and confirmation of sample receipt by the laboratory must be obtained before
the patient may be enrolled in the study.

All patients enrolled in the study will be asked to give written informed consent to provide blood
samples for exploratory biomarker analyses and to allow all available residual samples of tumour,
blood and plasma samples collected in the study be used for additional exploratory biomarker
research using the Roche Clinical Sample Repository (RCR). Mo additional sampling iz required for
RCR samples. Prior to May 2018, an optional metastatic tumour sample was collected from all study
patients. In addition, patients at selected centres were able to paricipate in an optional Supplemental
Biomarker Program (described in Appendix 18). As of May 2018, collection of the optional baseline
metastatic tumour sample has been dizcontinued and the Supplemental Biomarker Program has been
closed. Baseline metastatic tumour samples and Supplemental Biomarker Program samples collected
up to this time point may 2till be used for exploratory biomarker analyses.

Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based
on Investigator's choice (see Appendix &), will be either:

+ FEight 2-week cycles of S-fluorouracil (5-FU), lewcovorin (LY) and oxaliplatin {(FOLFOX) in
combination with bevacizumal

or

#  Six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-week cycles
of 5-FU/LY with bevacizumab

During the Induction Treatment Phase, patients will be asszessed for AEs at every cycle. Clinical
laboratory assessments will be conducted at each cyecle, however results from tests conducted every
second treatment cycle only will be collected in the case report form (CRF). Physical examinations
and documentation of concomitant medications will be done every two freatment cycles. Tumour
assessments will be evaluated according to the Response Evaluation Criteria in Solid Tumors version
1.1 (RECIST 1.1) during the Induction Treatment Phase. Tumour assessments during treatment will
be based on local standard of care, but are required at the end of the Induction Treatment Phase (see
Appendix 1).

Patients who prematurely discontinue study treatment for any reason during the Induction Treatment
Phase, or who experience PD at any time during or at the end of the Induction Treatment Phase, or
who refuse to proceed to the Maintenance Treatment Phase or who are not eligible for any study
cohort will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
treatment and will then enter the Post-Treatment Follow-up Phase. All patients need to be evaluated
for potential resection of metastasiz at completion of the induction pericd. This iz of parficular
importance for patients with liver metastases. If the patient is found to be resectable they will undergo
a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will
then enter the Post-Treatment Follow-up Phase. Patientz completing induction treatment who do not
have progressive disease and whose disease has not become resectable can proceed to the
Maintenance Treatment Phase. Informed consent based on the information specific to the assigned
maintenance cohort will be obtained prior to the conduct of any cohort-specific screening
assessments (uniess the study site has chosen to conduct informed consent including information for
induction regimens and all potential maintenance regimens prior to study entry).

Each maintenance treatment cohort will consist of a cohornt-specific experimental treatment am and a
standard control arm of fluoropyrimidine (3-FU/LY or capecitabine) and bevacizumab. At completion
of the Induction Treatment Phase of the study, patients continuing to the biomarker-driven
Maintenance Treatment Phase will be assigned to a maintenance treatment cohort based on the
biomarker profile determined from their primary tumour fissue. Biomarkers considered in maintenance
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treatment assignment include presence or absence of HER2 overexpression (HERZ2+ or HER2-
respectively), microsatellite stability status (microsatellite stable [MS5] or high microsatellite instability
[M3I-H]), wild-type or mutated BRAF gene (BRAF®= or BRAF™ respectively), and pressnce or
absence of RAS pathway mutation (RAS*® or RAS™ respectively; see Appendix 17 for the biomarker-
based cohornt assignment decizsion tree). Patients will be randomised within their assigned cohort on a
21 (experimental.control) basis to either the experimental treatment arm or the control arm of that
cohort and will begin treatment within 3 weeks of completing induction treatment. Randomisation will
be strafified according to specific biomarkers identified for each cohort, by geographical region, andfor
by patient response after the Induction Treatment Phase (CR/PR vs. 30). Stratification varables
applicable to each cohort are described in Section 4.2 of the protocol.

The study will follow an adaptive design, where additional cohorts can be added or existing cohorts
may be modified over the course of the study via protocol amendment (see Figure 1).

Cohort 1

Biomarker profile {all patients screened prior to June 3, 2016} BRAF™

Biomarker profile {all patients screened after June 3, 2016): HER2-MS55/BRAF™ 4 RAS™
S-FULY with cetuximal and vemurafenib
WE.
Fluoropyrimidine (5-FU/LY or capecitabine) and bevacizumab

Cohort 2 - CLOSED TO ENROLMENT

(No pafients screened after June 3, 2076 will be assigned fo this cohort)

Biomarker profile: BRAF™
Fluoropyrimidine (5-FU/LY or capecitabine) with bevacizumab and atezolizumakb
WS,

Fluoropyrimidine (5-FU/LY or capecitabine) and bevacizumab
Cohort 3
Biomarker profile: HER 2+
Capecitabine with trastuzumab and periuzumalb
WE.
Fluoropyrimidine (5-FUW/LY or capecitabine) and bevacizumab
Cohort 4 - CLOSED TO ENROLMENT
(As of February 12, 2018, no further pafients are assigned fo this cohort. See profocol Section 3.1.2.4.)
Biomarker profiles: HER2-MSl-H; HER2-MS5/BRAF*; HER2-'M55/BRAF™ /RAS™
Cobimetinib and atezolizumakb
WE.
Fluoropyrimidine (5-FUW/LY or capecitabine) and bevacizumab

See Appendix 17 for additional information on biomarker testing and biomarker-based cohort
assignment.

Study Enrgdment and Cohort Status Update:

+  Accrual to Cohort 2 wasz completed in November 2016.
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+  Study enrolment and accrual into Cohort 4 were suspended in February 2018 as a result of an
unfavourable benefit-risk evaluation of Cohort 4 by the independent Data Monitoring Committee
(iDMC). Accrual to Cohort 4 was not re-opened after February 2018 due to iDMC
recommendations. See protocol Section 3.1.2.4.

&  Cohort assignment and randomization of any patients who were already enrclled and eligibie for
Cohorts 1 and 3 were continued following the February 2018 suspension of study enrciment.

+  No new or modified cohorts have been identified for addition to the study. In the absence of a
cohort with broad biomarker eligibility criteria (i.e. to replace Cohort 4), the majority of patients
would not be eligible for maintenance cohort assignment. For thiz reason, study enrolment will not
be re-opened following the February 2015 suspension.

All Cohoris
Mo other anti-cancer therapy is permitted during the study with the following exceptions:

+ local ablation for liver metastases during Induction Treatment Phase only and only if there are
other non-ablated sites of measurable disease that have been followed from bassline tumour
assessment (i.e. prior to start of induction treatment)

+ radictherapy for pain control during the either Induction or Maintenance Treatment Phases

For all patients who are not receiving atezolizumab, study maintenance treatment will continue until
dizease progression (based on Investigator's assessment), unacceptable toxicity, initiation of another
anti-cancer therapy, patient or physician decizion to discontinue, or patient death, whichever occurs
first.

For all patients who are receiving atezolizumab, study maintenance treatment may continue after the
first tumour assessment showing progression per RECIST 1.1 as long as patients meet the following
criteria as aszsessed by the Investigator:

+ Evidence of clinical benefit

+  Ahsence of symptoms and signs {including worsening of laboratory values, e.g. new or worsening
hypercalcaemia) indicating uneguivocal progression of disease

+ Mo decline in ECOG performance status that can be attributed to disease progression

+  Absence of tumour progression at critical anatomical sites (e.g. leptomeningeal disease) that
cannot be managed by protocol-allowed medical interventions

Treatment should be discontinued if the next follow-up tumour assessment continues to demonstrate
progression per RECIST 1.1 {as compared to the assesament at the end of induction treatment). If the
next tumour assesament does not show progression per RECIST 1.1, the patient may continue
maintenance treatment until such time as the freatment continuation criteria above are no longer met
andfor two sequential tumour azsessments show progression per RECIST 1.1.

Atezolizumalb treated patients may be discontinued from study treatment for the following reasons
other than loss of clinical benefit or persistent progression: unacceptable toxicity, initiation of ancther
anti-cancer therapy, patient or physician decision to discontinue, or patient death, whichever occurs
first.

Efficacy, safety and tolerability will be assessed during the entire Maintenance Treatment Phase.
While receiving study treatment during the Maintenance Treatment Phase, patients will be assessed
for AEs and concomitant medications at every treatment cycle. Clinical laboratory assessments will be
conducted at every cycle. For regimens with two week treatment cycles, clinical laboratory results
from every second treatment cycle only will be collected in the CRF. For regimens with three week
treatment cycles (zuch as Cohort 3 experimental regimen), clinical laboratory results from every cycle
will be collected in the CRF. Physical examinations will be done every treatment cycle {regimens with
three week cycles) or every two treatment cycles (regimens with two week cycles). Additional safety

Bevacizumab — F. Hoffmann-La Roche Ltd
Protocol MO29112, Version & 17

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (version 1.1) 57



reviews (safety run-ins) will be conducted by the IDMC, when necessary, for a prespecified number of
initial patients receiving experimental combinations with inadequate prior safety experience to assurs
appropriate dosing {e.qg., as required for the initial patients treated with the experimental combination
of '5S-FUILY + cetuximab + vemurafenib'). Up to and including May 31, 2019, dizease status will be
evaluated during the Maintenance Treatment Phase as compared to the tumour assessment at the
end of induction treatment and in accordance with RECIST 1.1 (see Appendix 10) for all patients, and
additionally according to mRECIST (ses Appendix 11) for patients treated with atezolizumaly. Tumour
aszessments will be conducted every eight weeks. After May 31, 2019, disease status will no longer
be collected for study analyses and should be evaluated according to local practice. Schedules of
Aszessments for each cohort are provided in Appendices 2to 5.

Patients who discontinue study treatment for any reason during the Maintenance Treatment Phase
will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
treatment and will then enter the Post-Treatment Follow-up Phase.

Patients who prematurely discontinue treatment during the Induction Treatment Phase, who did not
proceed to the Maintenance Treatment Phase or who discontinue treatment during the Maintenance
Treatment Phase, wil be followed for new AEs for 28 days (patients discontinuing before
maintenance treatment and patients treated in all maintenance cohort control arms and Cohort 1
experimental arm) or 90 days (patients treated in experimental ams of Cohorts 2, 3 and 4 only)
following the discontinuation of study treatment. At the time of treatment discontinuation, any ongaing
AE/SAE will be followed until the event rezolves, the Investigator assesses the event as stable, or the
patient is lost to follow-up, dies or withdraws consent. The Sponsor should be notified if the
Investigator becomes aware of any SAE or AEs of special interest occurring after the end of the
adverse event reporting pericd if the event is believed to be related to prior study treatment.

All patients will undergo a Study Treatment Discontinuation visit within 30 days following their last
study freatment and will enter the Post-Treatment Follow-up Phase of the study. Before May 31,
2019, patientz will be followed every 3 months during the Post-Treatment Follow-up Phase for
subsegquent anti-cancer therapies, survival, and AEs (as applicable) including therapy-specific safety
assessments (e.g., investigations for squamous cell carcinoma in patients who received vemurafenib)
(see Appendices 1 to 5). After May 31, 2019, patientz in Cohors 2 and 3 who have completed the
adverse event reporting period and, if applicable, cohort-zspecific post-treatment follow-up safety
assessments will be discontinued from the study. Cohorts 2 and 3 patients who have completed the
adverse event reporting period (and cohort-zpecific post-treatment follow-up safety assessments if
applicable) prior to May 31, 2019 will be discontinued at their Post-Treatment Follow-up visit within the
3 months prior to and including May 31, 2019, See protocol Section 5.3.1 for adverse event reporing
periods and post-treatment follow-up safety assessments. All patients in Cohorts 1 and 4 will continus
in the Post-Treatment Follow-up Phase until the end of the study. Refer to Appendix 19 for
management of patients in each cohort based on their study status on May 31. 2019.

Patients who discontinue study treatment in either the Induction or Maintenance Treatment Phases
prior to dizease progression will also enter the Post-Treatment Follow-up Phase but will alzo continue
to be followed for progression, with dizsease status followed according to local practice (patients
discontinuing during the Induction Treatment Phasze) or every eight weeks (patients dizcontinuing
during the Maintenance Treatment Phase) until progression or May 31, 2019, whichever comes first.
After May 31, 2019, dizease status will no longer be collected for any study patient. Disease
asszessments in any patient who has not yet progressed as of May 31, 2019 should thereafter be
conducted according to local practice.

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
However, patients who received atezolizumak should not receive other immunomodulatory agents for
10 weeks after maintenance treatment discontinuation.
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BRAF™T Patients and Early Uisease Frogression

BRAF™ patients experiencing early dizease progression during induction freatment will have the
option of proceeding immediately to receive second-line freatment with S-FUSLY, cetuximab and
vemurafenib if their primary tumour is M35, or with a fluoropyrimidine (5-FW/LY or capecitabine),
bevacizumab, and atezolizumab if their pimary tumour is M5I-H.

If a patient previously indicated to have a BRAF™= primary tumour (e.g. according to local testing)
progresses prior to the availability of results from the study primary tumour biomarker testing, the
Investigator may request an expedited biomarker report from the sponseor's Medical Monitor to confirm
BRAF™ astatus and to obtain MS status. Such patients will be allocated to the appropriate second-line
treatment and may begin treatment following approval from the Medical Monitor.

Early progressing BRAF™ patients receiving 5-FULY, cetuximab and vemurafenib as second-line
treatment will be followed for safety and efficacy in accordance with the Maintenance Treatment
Phaze Schedule of Assesaments (including eligibility, biomarker sampling and post-freatment follow-
up) for Cohort 1 (see Appendix 2) and will be managed according to protocol recommendations and
requirements for the experimental am of Cohort 1. Early progressing BRAF™ patients receiving a
fluoropyrimidine (5-FLW/LY or capecitabing), bevacizumab, and atezolizumab as second-line freatment
will be followed for safety and efficacy in accordance with the Maintenance Treatment Phase
Schedule of Assesasments (including eligibility, biomarker sampling and post-treatment follow-up) for
Cohort 2 (see Appendix 3) and wil be managed according to protocol recommendations and
requirements for the expenmental arm of Cohort 2. This includes continuation of therapy beyvond
progression per RECIST 1.1 as described for Maintenance Treatment Phase patients receiving
atezolizumakb.
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Figure 1: Study Design
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b.  Randomization stratified by: Cohorts 1 and 2- region (EU, Americas, Africa or Asia), induction treatment response (CR/PR vs. SD), Cohort 3- induction treatment response (CR/PR
vs. SD), HER2 IHC (IHCO/ IHC1+/IHCZ+ vs. IHC3+); Cohort 4- region (EU vs. rest of world), induction treatment response (CR/PR vs. SD), microsatellite stability (MSI-H vs. MSS),

RAS status (wild-type KRAS and NRAS vs. mutant KRAS andf/or NRAS)
¢. Patients discontinuing study treatment for any reason during the Induction or Maintenance Treatment Phases will enter the Post-treatment Follow-up Phase.
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Study Conduct

A Steering Committes (SC) will be responsible for oversesing the general conduct of the study. An
iDMC will be responsible for evaluating the safety of the patientz participating in the trial at regular
intervals throughout the study. This includes ongoing evaluation of benefit-risk balance based on
accumulating safety and, as warranted, efficacy data. The iDMC will make recommendations as to
whether cohort recruitment should continue based on each interim evaluation. In addition, when
necessary due to the nature of prior experience with a particular experimental regimen, the iDMC will
conduct a safety run-in review of a pre-specified number of initial patients (e.9. as conducted for the
initial patients treated with 'S-FU/LY + cetuximab + vemurafenib’). Safety run-ing deemed necessary
for additional cohortz will be specified in the protocol. The schedule of IDMC reviews wil be
determined by the iDMC and described in the iDMC Charter. Additional data are provided in the
respective SC and IDMC Charters.

Number of Patients

Before study enrolment was clozed prematurely, approximately 1,820 patients were expected to be
screenad and approximately 1,400 patients were expectad to be enrolled in the Induction Treatment
Phase of the study in order to randomise the target sample size in each maintenance cohort. This
included 405 patients in Cohort 2. Accrual into Cohort 4 was terminated prior to reaching the target
sample size. Due to early closure of study enrolment, target sample sizes will not be reached for
Cohortz 1 and 3.

Screening procedures

For comparability reasons, only the archival primary tumour sample from the original diagnosis will be
used for the biomarker assesament which determines treatment assignment during the Maintenance
Treatment Phase, as this material will be available for all patients. To be eligible for the study, patients
must have an archival primary fumour sample for biomarker assessment for cohort assignment. If the
tumour block is not available, = 20 slides cut from the primary tumour sample will be accepted as an
altermative. The sample (block or slides) must be shipped to the designated lab with confirmation of
sample receipt provided by the laboratory prior to study enrolment. Biomarker analyses for cohort
assignment will be conducted during the Induction Treatment Phaze and these results will only be
available during the Induction Treatment Phase and not during Screening. Patients with an adeguate
tumour sample but with unknown biomarker status due to lack of determinant result {e.q. due to
technical issues) may still be included in the study depending on the addition of future cohorts.

For enrclment into the study, patients who do not meet the study eligibility criteria {screen failures)
may be re-zcreened within 7 days of the date they are determined to be screen failures. Re-screening
of a patient = 7 days after screen failure is allowed only with prior approval from the Medical Monitor.
Patients cannot be re-screened for the study more than once.

Target Population

The target study population consistz of patients with mCRC who have not received any prior
chemotherapy in the metastatic sefting. Cohort-zpecific target populations are further defined by
specific biomarker profiles.

The “All Cohort® eligikility criteria are evaluated prior to initiating the first cycle of study treatment
during the Induction Treatment Phase. Cohort-specific exclusion criteria must be assessed within 3
weeks of completing Induction Treatment Phase. Biomarker assessments will be completed prior to
randomisation, as the results of the biomarker assessments are required to identify the intended
cohort in order to complete the appropriate cohori-specific eligibiity assessments.
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Inclusion Criteria

Patients must meet the following criteria for study entry:

All Cohorts

FPatient Status

1
2
3.
4
5

Have provided written informed consent prior to any study specific procedures
Willing and able to comply with the protocol

z 18 years of age

ECOG status of = 2 (see Appendix 8)

At least 16 weeks of life expectancy at time of entry into the study

Disease-related

6.

T.
8.
9

Histologically confirmed CRC with mCRC confirmed radiologically

Measurable, unresectable disease according to RECIST 1.1

Mo prior chemaotherapy for CRC in the metastatic setling

Archival tumour formalin-fixed paraffin-embedded tiszue (FFPET) block from the primary tumour
obtained at the time of the initial diagnosis must be shipped to the Sponsors designated
laboratory with sample receipt confirmed by the laboratory. If the tumour block is not available,
2z 20 slides cut from the primary tumour sample will be accepted as an altemative (see
Appendix 17). The slides must be shipped with receipt confirmed by the Sponsor's designated
laboratory prior to study enrolment.

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from study entry:

All Cohoris

Other Prier or Current Treatments

1.

Leas than & months from completion of any prior necadjuvant or adjuvant chemotherapy or
radiotherapy

Prior or current treatment with bevacizumalb or any other anti-angiogenic drug (i.e. anti-VEGF or
vascular endothelial growth factor receptor [VEGFR] therapies or tyrosine kinase inhibitors)
Current or recent (within 10 days of stat of study induction treatment) use of aspirin

(> 325 magiday), clopidogrel (> 75 mglday), therapeutic oral or parenteral anticoagulants, or
thrombolytic agents for therapeutic purposes.

Mote: The wse of fulldoze oral or parenteral anticoagulants s permitted as long as the
international normalised ratio (INR) or activated partial thromboplastin time (aPTT) is within
therapeutic limits (according to the medical standard of the institution) and the patient has been
on a stable dose of anticoagulants for at least two weeks prior to the star of study induction
treatment. Prophylactic use of anticoagulants is allowed.

Requirement for treatment with any medicinal product that contraindicates the use of any of the
study medications, may interfere with the planned treatment, affects patient compliance or puts
the patient at high rizk for treatment-related complications

Treatment with any other investigational agent within 28 days or 5 investigational agent half-lives
(whichever is longer) prior to the start of study induction treatment
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Haematological, Biochemical and OQrgan Function

6. Inadequate haematological function indicated by one or more of the following:
—  Absolute neutrophil count (ANC) = 1.5 x 10%L
—  Platelet count = 100 x 10%L
— Haemoglobin = 9 gi/dL (patients may have fransfusions andfor growth factors o attain
adegquate hasmoglobin)
7. Inadequate liver function indicated by one or more of the following:
—  Total bilirukin = 1.5 x upper limit of normal {ULM)
—  Aspartate transaminase (AST) or alanine aminotransferase (ALT) 2 25 x ULM (= 5 x ULN in
patients with known liver metastases)
—  Alkaline phosphatase (ALP) = 2 x ULN (= 5 x ULN in patients with known liver metastases)
8. Inadequate renal function indicated by one or more of the following:
—  Serum creatinine = 1.25 x ULM or calculated creatinine clearance < S0 milfmin
—  Urine dipstick for proteinuria 2 2+ unless a 24-hour urine protein = 1 g of protein is
demonstrated
9. INR = 1.5 or aPTT = 1.5 x ULN within 7 days prior to the start of study induction treatment for
patients not receiving anti-coagulation. For patients, receiving anticoagulants INR and aPTT must
e within the medical standard of enrolling institution.
The use of full-dose oral or parenteral anticoagulants is permitted as long as the INR or aPTT is
within therapeutic limits (according to the medical standard of the enrolling institution) and the
patient has been on a stable dose of anticoagulants for at least two weeks prior to the start of
study induction treatment.
General Criteria
10. Active infection requiring intravenous antibiotics at the start of study induction treatment
11. Previous or concurrent malignancy, except for adequately treated basal or sguamous cell skin
cancer, in situ cervical cancer, or other cancer for which the patient has been disease-free for five
years prior to study entry
12. Evidence of any other disease, neurclogic or metabolic dysfunction, physical examination finding
or laboratory finding giving reasonable suspicion of a disease or condition that confraindicates the
use of any of the study medications, puts the patient at higher risk for treatment-related
complications or may affect the interpretation of study results
13. Inadequately controlled hypertension (defined as systolic blood pressure = 150 mmHg andfor
diastolic blood pressure = 100 mmHg)
14. Prior history of hypertensive crisis or hyperiensive encephalopathy
15. Clinically significant {i.e. active) cardiovascular dizease, for example cerebrovascular accidents =
& months prior to start of study induction tfreatment, myocardial infarction = 6 months prior to study
enrolment, unstable angina, New York Heart Association (NYHA) Functional Classification Grade
2 or greater congestive heart failure, or serous cardiac arrhythmia uncontrolled by medication or
potentially interfering with protocol treatment
16. History or evidence upon physical or neurclogical examination of central nervous system (CMNS)
disease (e.g. seizures) unrelated to cancer unless adequately treated with standard medical
therapy
17. Significant vascular disease (e.g. aortic aneurysm reguiring surgical repair or recent arterial
thrombosis) within & months of start of study induction treatment
18. Any previous venous thromboembolism = Mational Cancer Institute (NCIl) Common Teminology

Criteria for Adverse Events (CTCAE) Grade 3 within 12 months prior to start of study induction
treatment
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19.

20.

21.

22

23

24,

25.
26.

27.

28.
29.

3.

Active, symptomatic or untreated CHNS metastases; CNS dizease other than supratentorial or
cersbellar metastases (i.e. patients with metastases to midbrain, pons, medulla or spinal cord are
excluded); history of or known carcinomatous meningitis.

Mote: Treatment of brain metastases, either by surgical or radiation techniques, must have been
completed = 4 weeks prior to start of study induction treatment. Patients requiring anticonvulsants
or corticosteroids for symptom control and patients with evidence of interdim progression between
the completion of CHNS-directed therapy and study baseline disease assesaments are excluded
from the study.

Mote: Patients without measurable disease outside the CNS are excluded from the study.

History of haesmoptysis 2 Grade 2 (defined as = 2.5 mL bright red blood per episode) within 1
month of start of study induction treatment

History or evidence of inherited bleeding diathesEs or significant coagulopathy at risk of bleeding
(i.e. in the absence of therapeutic anticoagulation)

Surgical procedure (including open biopsy, surgical resection, wound revision, or any other major
surgery involving entry into a body cavity) or significant traumatic injury within 28 days prior to
start of study induction treatment, or anticipation of need for major surgical procedure during the
course of the study

Minor surgical procedure including placement of a vascular access device, within 2 days of start
of study induction treatment

History of abdominal fistula, gastrointestinal (G1) perforation, intra-abdominal abscess or active Gl
bleeding within 6 months prior to start of study induction treatment

Serious, non-healing wound, active ulcer, or untreated bone fracture

Known hypersensitivity to any component of any of the study induction or maintenance treatment
medications

History of sewvere allergic, anaphylactic, or other hypersensitivity reactions to chimenc or
humanized antibodies or fusion proteins
Known dihydropyrimidine dehydrogenase (OPD) deficiency

Pregnancy or lactation. A serum pregnancy test is required within 7 days prior to start of study
induction treatment, or within 14 days with a confirmatory urine pregnancy test within 7 days prior
start of study induction treatment

. For women who are not post-menopausal (< 12 months of non-therapy-induced amenorrhea) or

surgically sterile (absence of ovaries andfor uterus): refusal to use a highly effective contraceptive
method (i.e. with a failure rate of = 1% per year such as sexual abstinence, hormonal implants,
combined oral contraceptives, vaszectomised pariner), during both the Induction and Maintenance
Treatment Phases and for at least ¥ months after the last dose of study medication. Periodic
abstinence [e.g., calendar, ovulation, symptothemmal, postovulation methods] and withdrawal are
not acceptable methods of contraception. A combination of male condom with cap, diaphragm or
sponge with spemicide (double barmrier methods) is not considered highly effective, birth control
methods. Acceptable methods of contraception may include total abstinence in cases where the
lifeatyle of the patient ensures compliance. A vasectomised partner is a highly effective birth
control method provided that pariner is the sole sexual partner of the MODUL trial participant and
that the vasectomised partner has received medical assessment of the surgical success. Some of
the study-related medication, such as vemurafenib may decrease the plasma exposure of those
hormonal contraceptives predominantly metabolised by CYP3A4. In these caszes, the use of an
altermate highly effective method of contraception must be considered.

For men: refusal to use a highly effective contraceptive method (i.e. with a failure rate of = 1% per
year such as vasectomy, sexual abstinence or female partner use of hormonal implants or
combined oral contraceptives) during both the Induction and Maintenance Treatment Phases and

for a peniod of at least 6 months after the last dose of study medication. Periodic abstinence [e.g.,
calendar, ovulation, symptothermal, postovulation methods] and withdrawal are not acceptable
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methods of contraception. A combination of male condom with either cap, diaphragm or sponge
with spermicide {double bamier methods) is not considered highly effective, birth control methods.
Acceptable methods of contraception may include total abstinence in cases where the lifestyle of
the patient ensures compliance. A vasectomised MODLUL trial paricipant is a highly effective birth
control method provided that the MODUL trial participant has received medical assessment of the
surgical success. Men must also agree not to donate sperm for at least & months after their last
doze of study drug.

Cohort-Specific Exclusion Criteria

The following criteria will be assessed following biomarker-based cohort assignment:

Additional criteria for Cohort 1

1.

Have not provided informed consent to participate in Cohort 1.

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-specific
conzent after cohort assignment and prior to cohort-gpecific eligibility assessments other than
eligibility assessments already conducted as part of routine care.

Inakility to swallow pills.

Refractory nausea and vomiting, malabsorption, external biliary shunt or significant bowel
resection that would preclude adequate absorption.

History or presence of clinically significant ventricular or atrial dysrhythmias =2 NCI CTCAE
Grade 2

Commected QT (QTc) interval = 450 msec as assessed within 3 weeks prior to randomization, long
QT syndrome, uncorrectable electrolyte abnormalities (including magnesium) or requirement for
medicinal products known to prolong the QT interval

For women who are not post-menopausal (= 12 months of non-therapy-induced amenorrhea) or
surgically sterile (absence of ovaries andfor uterus): refusal to use an altemate highly effective
contraceptive method (i.e. with a failure rate of < 1% per year such as sexual abstinence,
vasectomised partner) other than hormonal contraceptives, during both the Induction and
Maintemance Treatment Phases and for at least 7 months after the last dose of study medication.
Yemurafenib may decrease the plasma exposure of those homonal contraceptives
predominantly metabolized by CYP34A4.

ECOG PS5 = 2.

Mote: Due to the potential risks associated with treatment in the experimental arm of Cohort 1,
patients with ECOG PS5 = 2 and a low body mass index (BMI) must be judged by the Investigator
as adequately physically fit to receive treatment with 5-FU/LY + cetuximal + vemurafenib to be
congzidered eligible. See protocol Section 4.3.2.2.2

Additional criteria for Cohort 2

1.

Have not provided informed consent to participate in Cohort 2

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-zpecific
consent after eohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Known hypersensitivity or allergy to Chinese hamster ovary cell products

History of autoimmune disease including but not limited to myasthenia gravis, myositis,
autoimmune hepatitis, systemic lupus enythematosus, rheumatoid arthntis, inflammatory bowel
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disease, wvascular thrombosis associated with antiphospholipid syndrome, Wegener's
granulomatosis, Sjigren’s syndrome, Guillzsin-Barré syndrome, multiple sclerosis, vasculitis, or
glomerulonephritis (see Appendix 9 for a more comprehensive list of autoimmune diseases)

Patients with the following are eligible:

— a history of autoimmune-related hypothyroidism on a stable dose of thyroid replacement
hormone

— controlled Type 1 diabetes mellitus on a stable insulin regimen

— eczema, psoriasis, lichen simplex chronicus, or vitiligo with dermatologic manifestations only
(e.g. patients with psoratic arthritis would be excluded) are pemmitted provided that they
meet the following conditions:

= rash must cover less than 10% of body surface area (BSA)

= disease is well controlled prior to randomization and only reguires low potency topical
steroids
= no acute exacerbations of undedying condition within the previous 12 months (not
requiring PUVA [psoralen plus ultraviolet & radiation], methotrexate, retincids, biclogic
agents, oral calcineurin inhikitors, high potency or oral steroids)
4. Prior allogeneic bone marrow transplantation or prior solid organ transplantation
5. History of idiopathic pulmonary fibrosis (including pneumonitis), drug-induced pneumonitis,
organizing pneumonia (i.e., bronchicliis obliterans, cryptogenic organizing pneumonia), or
evidence of active pneumaonitiz on most recent chest imaging (CT scan or MEI)

Mote: History of radiation pneumonitis in the radiation field (fibrosis) is permitted.

6. Positive test for human immunodeficiency virus (HIV)

Active hepatitis B (defined as having a positive hepatitis B surface antigen [HBsAg] test prior to
randomization) or hepatitis C

Mote: Patients with past hepatitis B virus (HBY) infection or resolved HBY infection {defined as
having a negative HBsAg test and a positive antibody to hepatitis B core antigen [anti-HBc]
antibody test) are eligible.

Patients positive for hepatitis C virus (HCV) antibody are eligible only if polymerase chain reaction
(PCR) is negative for HCY RMA.

Active tuberculosis

Severe infection within 4 weeks prior to start of maintenance treatment including, but not limited to,
hospitalization for complications of infection, bacteremia, or severe pneumonia; has signz or
symptoms of significant infection or has received oral or IV antibictice within 2 weeks prior to start
of maintenance treatment.

Mote: Patients receiving prophylactic antibiotics (e.g. for prevention of a urinary tract infection or
chronic cbstructive pulmonary disease) are eligible.

10. Administration of a live, attenuated vaccine within 4 weeks prior to start of study maintenance
treatment or anticipation that such a live attenuated vaccine will be reguired during the study

11. Prior treatment with CD137 agonists, anti-CTLA4, anti-PD-1, or anti-PD-L1 therapeutic antibody
or pathway-targeting agents

12. Treatment with systemic immunostimulatory agents (including but not limited to interferons or
interleukin-2) within 4 weeks or five half-lives of the drug, whichever is longer, prior to start of
study maintenance treatment

13. Treatment with systemic corticostercids or other systemic immunosuppressive medications
(including but not limited to prednisone, dexamethasone, cyclophosphamide, azathioprine,
methotrexate, thalidomide, and anti-lumour necrosis factor [TNF] agents) within 2 weeks prior to
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14.

start of study maintenance treatment, or requirement for systemic Immunosuppressive
medications during the trial.

Maote: The use of inhaled corticostercids for chronic obstructive pulmonary disease (= 100 mg oral
prednisone or equivalent), mineralocorticoids (e.q., fludrocortisone) for patients with orthostatic
hypotension, and low-dose supplemental coricostercids for adrenocortical insufficiency are
allowed.

Patientz who have received acute, low-dose (= 10 mg oral prednizone or equivalent), systemic
immunosuppressant medications may be enrolled in the study after discussion with and approval
by the Medical Monitor.

If receiving a RANEKEL inhibiter (e.g. dencsumab), unwilling to adopt alternative treatment such as
(but not limited to) bisphosphonates, while receiving atezolizumab.

Additional criteria for Cohort 3

1.

10.

1.

Have not provided informed consent to paricipate in Cohort 3

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohont-specific
consent after cohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Inability to swallow pills

Left wentricular ejection fraction (LVEF) < 50% as assessed after completion of induction
treatment by either 20 echocardiogram (ECHO) or multiple-gated acquisition (MUGA) (ECHO is
the preferred method).

Clinically significant cardiovascular disease, including unstable angina, history of or active
congestive heart failure of =2 NYHA Grade 2, history of or ongoing serious cardiac arrhythmia
requiring treatment (except for controlled atrial fibrillation andfor paroxysmal supraventricular
tachycardia).

Current uncontrolled hypertension (systolic = 150 mmHg andfor diastolic = 100 mmHg) with or
without medication

Current dyspnoea at rest due to complications of advanced malignancy or other dizsease requiring
confinuous oxygen therapy

Insulin-dependent diabetes
Current known infection with HI'V, HBY, or HCV (active infection or camiers)

Requirement for concurrent use of the antiviral agent sorivudine (antiviral) or chemically related
analogues, such as brivudine

Malabsorption syndrome, disease significantly affecting gastrointestinal function, resection of the
stomach or small bowel, or ulcerative colitis

Known hypersensitivity to murine proteinz

Additional Criteria for Cohort 4

1.

Have not provided informed consent to paricipate in Cohort 4

Mote: At study centers where a single informed consent form is used, informed consent to
parficipate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-specific
consent after eohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Inability to swallow medications
Known hypersensitivity or allergy to Chinese hamster ovary cell products
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4. History of autcimmune disease including but not limited to myasthenia gravis, myositis,
autocimmune hepatitis, systemic lupus erythematosus, rheumatoid arthrtis, inflammatory bowel
disease, wvascular thrombosis associated with antiphospholipid syndrome, Wegener's
granulomatosis, Sjigren’s syndrome, Guillain-Barré syndrome, multiple sclerosis, vasculiis, or
glomerulonephritis (see Appendix @ for a more comprehensive list of autoimmune diseases)

Patients with the following are eligible:

— a history of autoimmune-related hypothyroidism on a stable dose of thyroid replacement
hormone

— confrolled Type 1 diabetes mellitus on a stable insulin regimen

— ecZema, psoriasis, lichen simplex chronicus, or vitiligo with dermatologic manifestations only
(e.g. patientz with psoriatic arthritis would be excluded) are permitied provided that they
meet the following conditions:

= rash must cover less than 10% of body surface area (BSA)

= disease iz well controlled prior to randomization and only requires low potency topical
stercids

= no acute exacerbations of underlying condition within the previous 12 months (not
requiring PUVA [psoralen plus ultraviolet A radiation], methotrexate, retinoids, biclogic
agents, oral calcineurin inhikitors, high potency or oral steroids)

5. History of idiopathic pulmonary fibrosis (including pneumonitis), drug-induced pneumonitis,
organizing pneumonia (i.e., bronchicliis obliterans, cryplogenic organizing pneumonia), or
evidence of active pneumaonitis on most recent chest imaging (CT scan or MEI)

Mote: History of radiation pneumonitis in the radiation field (fibrosis) is permitted.

Malabsorption condition that would alter the absorption of orally administered medications
Amylase or lipase = 1.5 = LULN within 14 days prior to maintenance treatment initiation
Serum albumin < 2.5 gfidL

oomNEm

LVEF < institutional lower limit of nomnal or < S0%, whichever is lower.

10. Poorly controlled hypertension, defined as a blood pressure consistently above 150090 mmHg
despite optimal medical management.

11. Uncontrolled pleural effusion, pericardial effusion or ascites requiring repeated drainage more
than once every 28 days. Indwelling drainage catheters (e.g. Pleurx®) are allowed.

12. Unstable angina, new onset angina within last 3 months, myocardial infarction within last 6
months and current congestive heart faillure =z NYHA Grade 2

13. History of stroke, reversible ischemic neurclogical defect, or transient ischemic attack within &
months prior to initiation of maintenance treatment

14. History or evidence of intracranial hemomhage or spinal cord hemorrhage
15. Evidence of clinically significant vasogenic edema

16. Any hemorrhage or bleeding event 2 NCI CTCAE Grade 3 within 28 days prior to initiation of
maintenance treatment

17. History or evidence of retinal pathology on ophthalmologic examination that is considered a nisk
factor for central serous retinopathy, retinal vein occlusion, or neovazscular macular degeneration

Patients will be excluded if they currently have any of the following risk factors for retinal vein
occlusion:

—  Uncontrolled glaucoma with infra ocular pressure =z 21 mmHg

—  Uncontrelled hyperchelesterolemia = 300 mgfdL or 7.75 mmolfL

—  Uncontrelled hypertriglyceridemia = 300 mg/dL or 3.42 mmol/L

—  Fasting hyperglycemia = 160 mg/dL or 8.9 mmaol/L
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18.
19.

20.
21.

22,
23.

24,

25.

26.

27.

28.

29.

Positive HI' test
Active hepatitis B (defined as having a positive HBsAg test prior to randomization) or hepatitis C

Mote: Patients with past HBY infection or resolved HBY infection (defined as having a negative
HBsAqg test and a positive anti-HB«¢ antibody test) are eligible.

Patients positive for HCV antibody are eligible only if PCR is negative for HCWV RNA.

Active tuberculosis

Severe infection within 4 weeks prior to start of maintenance treatment including, but not limited to,
hospitalization for complications of infection, bacteremia, or severe pneumocnia;, has signs or
symptoms of significant infection or has received oral or IV antibiotics within 2 weeks prior to start
of maintenance treatment.

Mote: Patients receiving prophylactic antibiotics (e.g. for prevention of a urinary tract infection or
chronic obstructive pulmonary disease) are eligible.

Prior allogeneic bone mamow transplantation or prior solid organ transplantation

Administration of a live, attenuated vaccine within 4 weeks prior to start of study maintenance
treatment or anticipation that such a live attenuated vaccine will be required during the study

Prior treatment with CD137 agonists, anti-CTLA4, anti-PD-1, or anti-PD-L1 therapeutic antibody
or pathway-targeting agents

Prior treatment with a MEK or ERK inhibitor

Treatment with systemic immunostimulatery agents (including but not imited to interferons or
interleukin-2) within 4 weeks or five half-lives of the drug, whichever is longer, prior fo start of
study maintenance treatment

Treatment with systemic coricosteroids or other systemic immunosuppressive medications
(including but not limited to prednizone, dexamethasone, cyclophosphamide, azathioprine,
methotrexate, thalidomide, and anti-THMF agentz) within 2 weeks pror to start of study
maintenance treatment, or requirement for systemic immunosuppressive medications during the
trial.

Mote: The uze of inhaled corticostercids for chronic obstructive pulmonary disease (= 10 mg oral
prednisone or eguivalent), and mineralocoricoids (e.q., fludrocorisone) for patients with
orthostatic  hypotension, and low-dose supplemental corticostercids  for  adrenocortical
insufficiency are allowed.

Mote: Patients who have received acute, low-dose (= 10 mg oral prednisone or equivalent),
systemic immunosuppressant medications {e.g. a one-time dose of dexamethasone for nausea)
may be enrolled in the study after discussion with and approval by the Medical Monitor.

If receiving @ RAMKL inhibitor (e.g. denosumab), unwilling to adopt altemative treatment such as
(but not limited to) bisphosphonates, while receiving atezolizumakb.

Consumption of foods, supplements or drugs that are potent CYP3A4 enzyme inducers or
inhibitors = 7 days before initiation of study maintenance treatment or expected concomitant use
during maintenance treatment. These include 5t John's wort or hyperforin {potent CYP344
enzyme inducer) and grapefruit juice (potent cytochrome P450 CYP34A4 enzyme inhibitor).

Length of Study

Study recruitment started in April 2015, Patient scresning was temporarnily suspended beginning in
June 2016 for the addition of maintenance Cohorts 3 and 4. Screening and enrolment were again
suspended in February 2018 to accommodate closure of accrual to Cohort 4. Study enrclment will not
be re-opened. The entire study duration is estimated to be approximately 5 years.

Bevacizumab — F. Hoffmann-La Roche Ltd
Protocol MO29112, Version & 29

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (version 1.1) 69



End of Study

The end of the study iz defined as the date when all study patients have dizcontinued study treatment
and completed the adverse event reporting period and, if applicable, cohor-specific post-treatment
follow-up safety assessments (see protocol Section 5.3.1 for adverse event reporting periods and
post-treatment follow-up safety assessmentz). After this, the trial will end and no further data will be

collected in the clinical database for this study.

Continued access to Roche investigational medicinal products (IMP3) used in the study will be in
accordance with the Roche Global Policy on Continued Access to Investigational Medicinal Product.

Efficacy Outcome Measures

All Cohoris

Efficacy ocutcome measures will be assessed within each cohort (experimental arm vs. control am)
during the Maintenance Treatment Phase.

Primary

PFS defined as the time from randomisation into the Maintenance Treatment Phase until dizsease
progression per Investigator assessment wsing RECIST 1.1 or death from any cause, whichewver
occurs first.

Secondary

+ 05, defined as the time from randomisation into the Maintenance Treatment Phase to death from
any cause

* ORR (defined as PR or CR) during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at the end of the Induction Treatment Phase.

+* [DCR (defined as CR, PR or 50) during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at the end of the Induction Treatment Phase.

+ TTR defined as the time from randomisation into the Maintenance Treatment Phase to the first
subzequent cccumence of a documented objective response (PR or CR), as determined by the
Investigator according to RECIST 1.1.

+ [DOR, defined as the time from the first occurrence of a documentad objective responzse (PR or
CR) during the Maintenance Treatment Phase to the time of progression, as determined by the
Investigator according to RECIST 1.1, or death from any cause

+ ECOG performance status during and after treatment

Safety Outcome Measures

All Cohaorts

The safety outcome measures for this study are as follows:

+ |ncidence, nature and severity of all adverse events (graded according to NCI CTCAE v4.0)
* |ncidence and nature of all Grade 3 — 5 AEs

* Grade 5 AEs or AEs leading to death on study treatment

* Al SAFEs
+ |ncidence and reasons for any premature dizcontinuation of any component of study treatment
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* |ncidence and reasons for any dose reductions or interruptions of any component of study
treatment

+  AFEs of special interest

*  Clinically significant changes in laboratory values

Adverse eventz refer to all treatment-emergent adverse events occurring after the initiation of study
medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue to be

collected during the Maintznance Treatment Phase and Post-Treatment Follow-up Phase as
applicable.

Exploratory Outcome Measures

Cohorfs 2 and 4- Experimental Arms Only

PFS in patients treated with atezolizumab defined as the time from randomisation into the
Maintenance Treatment Phase wuntil diseasze progression per Investigator assessment using
mRECIST or death from any cause, whichever ocours first.

All Coharls

The exploratory biomarker and microbiome outcome measures for thiz study include molecular
markers/marker profiles and efficacy and/or safety outcomes. Efficacy outcomes considered for this
analysis may include, but are not limited to, ORR, PFS and 05, as appropriate. Biomarkers,
biomarker profiles and microbiomes may be assessed using various methodologies including, but not
limited to, immunohistochemistry (single and multiplex), RNA and DMNA analysis (2.9 polymerase
chain reaction; next generation seguencing; and mutation, expression and microsatellite instability
analyses) of tumour and blood samples collected from all study patients as well az additional tumour
zamples and stool samples collected from patients participating in the Supplemental Biomarker
Program.

Study Treatment

Induction Treatment Phase

All Coharls

All patients will receive 4 months of study treatment in the Induction Treatment Phase. Treatment
during this phase, based on Investigator's choice, will be either:

+  gight 2-week cycles of 5-FULY and oxaliplatin (FOLFOX) in combination with bevacizumab
or

*  s5ix 2-week cycles of FOLFOX in combination with bevacizumakb, followed by two 2-week cycles of
3-FULY with bevacizumab

and should be in accordance with locally approved prescribing information including any
recommendations for pre-treatment (i.e. antiemetic therapies). The |nvestigator will select the
FOLFOX regimen (eg. FOLFOX-4, FOLFOX-5, modified FOLFOX-6, FOLFOX-T or modified
FOLFOX-T, see Appendix §) also in accordance with local standards.

Maintenance Treatment Phase

All Coharls

Each cohort will contain an experimental treatment arm based specifically on the patient's biomarker
status based on the patient’s archival tumour sample from the initial diagnosis (see Appendix 17 for
additional detailz on cohort assignment). Patients with an adequate tumour sample but with unknown
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biomarker status due to lack of determinant result (e.g. due to technical issues) may still be ligible
depending on the addition of future cohors. Each cohort will also include a control treatment am
containing a fluoropyrimidine and bevacizumab. Maintenance treatment will begin within 3 weeks of
completing induction treatment.

For patients in Cohorts 1 and 3, and the control arms of Cohorts 2 and 4, study treatment during the
Maintenance Treatment Phase will continue until disease progression (based on Investigator's
assessment according to RECIST 1.1), unacceptable toxicity, initiation of another anti-cancer therapy,
patient or physician decision to discontinue, or patient death, whichever occurs firat.

For patients randomised to the experimental arms of Cohorte 2 and 4 (i.e. patients who are receiving
atezolizumak), study treatment during the Maintenance Treatment Phase may continue after the first
tumour assessment showing progression per RECIST 1.1 as long as they meet the following criteria
as assessed by the Investigator:

= Evidence of clinical benefit

+ Absence of symptoms and signs (including worsening of laboratory values, e.g. new or worsening
hypercalcasmia) indicating unequivocal progression of disease

+ Mo decline in ECOG performance status that can be attributed to disease progression

+ Abhsence of tumour progression at critical anatomical sites (2.g. leptomeningeal disease) that
cannot be managed by protocol-allowesd medical interventions

Treatment should be discontinued if the next follow-up tumour assessment continues to demonstrate
progression per RECIST 1.1 {as compared to the assesament at the end of induction treatment). If the
next tumour assessment does not show progression per RECIST 1.1, the patient may continue
maintenance treatment until such time as the treatment continuation criteria above are no longer met
and/or two sequential fumour assesasments show progression per RECIST 1.1.

Atezolizumab treated patients may be discontinued from study treatment during the Maintenance
Phase for the following reasons other than loss of clinical benefit or persistent progression:
unacceptable toxicity, initiation of anmother anti-cancer therapy, patient or physician decision to
discontinue, or patient death, whichever occurs first.

Dose reductions or interruptions of IMPs are only allowed as recommended in the applicable
Investigator's Brochure. |If any drug of any study treatment regimen in either the Induction or
Maintenance Treatment Phase iz dizscontinued or held for = 21 days, approval from the Medical
Monitor will be required before treatment can be re-initiated. ¥ Medical Monitor approval is not
obtained, the patient will come off all study treatment and will enter the Post-Treatment Follow-up
Phase.

All Cohoris - Confrol Arms

The maintenance treatment regimen is the same for the control arms of all cohorts.

Fluoropyrimidine (5-FU/LV or capecitabine): dose and schedule will be according to local label,
where applicable, or otherwise will be determined per the Investigator's discretion. Administration
should be according to local prescribing information.

Bevacizumab: 5 mg'kg via 15 — 30 minute IV infusion on Day 1 of every 2-week cycle.
Bevacizumab should be prepared and administered in accordance with local prescribing
information.

Cohort 1 — Experimental Arm

Patients assigned to the experimental arm of Cohort 1 with an ECOG PS5 =2 and a low BMI must be
carefully azssessed by the Investigator for physical fitness adequate for receipt of this regimen prior to
initiating treatment. Such patients must be clozely monitored through the maintenance treatment
period.
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5-FU: The first six patients in this cohort received 1,600 mg/m? 5-FU administered via 46-hour IV
infusion, in combination with L' 400 mg/m* administered via 2-hour infusion, on Day 1 of every 2-
week cycle.  Subsequent patients in this cohort will receive 1,600 - 2400 mg/m?* 5-FLU
administered via 46-hour I'V infusion (I bolus is not permitted), in combination with L' 400 mg/m?
administered via 2-hour infusion, on Day 1 of every 2-week cycle.

Cetuximab: The dose and scheduling of cetuximab is 500 mgim? via IV infusion on Day 1 of
every 2-week cycle. Cetuximab must be administered in hospital under the supervigion of a
physician experienced in the use of antineoplastic medicinal products. Cetuximab must be
administered via infusion pump or syringe pump at a rate not exceeding S ma/min for the first
administration and 10 mg/min for subsequent administrations. Close monitoring is required during
the infusion and for at least 1 hour after the end of the infusion. Availability of resuscitation
equipment must be ensured. Prior to the first infusion of cetuximab, patients must receive
premedication with an antihistamine and a corticostercid. Thiz premedication is recommended
prior to all subsequent infusions. Refer to cetuximab Package Insert (Appendix 14).

Vemurafenib: The dose and scheduling of vemurafenil i 960 mg b.i.d by mouth. Vemurafenib
should be taken at approximately the same times each day, the first doze is to be taken in the
moming and the second dose iz to be taken approximately 12 hours later in the evening. Each
dose should always be taken in the same manner i.e. either with or without a meal. Missed doses
will not be made up.

Mote: A safety run-in review of the first six patients treated with the experimental combination of
"-FUILY + cetuximab + vemurafenib’ was conducted in February 2016. The iDMC recommended
that patients allocated fo this regimen may now receive 5-FU at doses up to 2,400 mg/m2. The
iDMC  will continue to monitor initial patients in this regimen treated with 5-FU doses
= 1,600 mgi/m? and have also recommended that patients with ECOG PS = 2 and a low BMI be
carefully assessed by the Investigator for physical fitness adequate for receipt of this regimen.

Cohaort 2 - Experimental Ammn

Fluoropyrimidine (5-FU/LV or capecitabine): 1,600 — 2,400 mg/m? 5-FIJ administered via 46-
hour IV infusion (I bolus is not permitted) on Day 1 of every 2-week cycle, and LYV 400 mg/m?
administered via a 2-hour infusion on day 1 every 2 weeks; or 1000 mag/m?® twice-daily
capecitabine (b.i.d.) by mouth given days 1-14 every 2 weeks followed by a one-week treatment
break.

Bevacizumab: The dose and schedule of bevacizumab is 5 mg'kg via 15 — 30 minute |V infusion
on Day1 of every Z-week cycle. Bevacizumab should be prepared and administered in
accordance with local prescribing information. Patients may be at risk of developing infusion /
hypersensitivity reactions with bevacizumab. Close obhservation of the patient during and following
the administration of bevacizumab iz recommended as expected for any infusion of a therapeutic
humanised monockonal antibody. If a reaction occurs, the infusion should be dizcontinued and
appropriate medical therapies should be administered. A systematic premedication iz not
warranted.

Atezolizumab: Atezolizumab is administered at a fixed dose of 800 mg via 60-minute [V infusion
on Day 1 of every 2-week cycle. Atezolizumab must be administered in hospital under the
supervision of a physician experienced in the use of anfinecplastic medicinal products. For the
first infusion, the patient's wvital signs (heart rate, respiratory rate, blood pressures, and
temperature) should be determined within 60 minutes before the infusion, every 15 * 5 minutes
during the infusion, and 30 £ 10 minutes after the infusion. For subsequent infusions, vital signs
will b2 collected within 60 minutes before the infusion and should be collected during or after the
infugion if clnically indicated or if symptoms occurred in the prior infugion. If the initial infusion is
well tolerated, subsequent infusions will be done over a 30-minute time period. Mo premedication
iz indicated for the first dose of atezolizumab. Patients who experience an infusion-related
reaction with Cycle 1 of atezolizumab may receive premedication with antihistamines or
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antipyretics/analgesics (e.g. acetaminophen) for subsequent infusions. The rate of atezolizumab
infusion should be modified in the event of an infusion-related reaction.

Cohort 2 - Experdmental Arm

Capecitabine, trastuzumab and pertuzumab will be administered according to the doses and
schedules described below. For the first treatment cycle, pertuzumab should be administered on
Day 1, followed by the first dose of frastuzumab and capecitabine on Day 2. If the administration
of all three agents is well tolerated in the first freatment cycle, they may be given sequentially on
Day 1 (pertuzumab and trastuzumab should not be mixed in the same infusion bag) in
subzequent cycles thereafter. If a patient cannot tolerate all three drugs given on the same day,
periuzumab should continue to be delivered on Day 1, with trastuzumab and capecitabine
delivered on Day 2 for subsequent treatment cycles.

Capecitabine: 1000 mg/m? twice-daily capecitabine (bi.d.; for a total daily dose of 2000 mg/m=)
by mouth given days 1-14 every 2 weeks followed by a one-week treatment break administerad in
accordance with local prescribing information. See Appendix 7 for capecitabine dose calculations
by body surface area with comesponding tablet counts.

Trastuzumab: Trastuzumab is administered by I infusion on Day 1 of every 3-week treatment
cycle at an initial loading dose of 8 moglkg followed by & mgfkg for subsequent doses.
Trastuzumakb must be administered in hospital under the supervision of a physician experienced
in the use of antineoplastic medicinal products. The first infusion should be delivered over
S0 minutes followed by a 60 minute cbservation period. If the first infusion is well tolerated
without infusion-associated AEs, the second and subseguent infusions may be delivered over
30 minutes with an observation period of 30 minutes. Longer infusion andfor observation times
can be maintained if there is any doubt about tolerability. Mo premedication will be allowed for the
first dose of trastuzumab. Premedication may be administered for subsequent cycles at the
discretion of the treating physician. The rate of trastuzumab infusion should be modified in the
event of an infusion-related reaction.

Pertuzumab: Pertuzumab iz administered by IV infusion on Day 1 of each 3-week treatment
cycle at an initial fixed loading dose of 840 mg followed by 420 mg for subsegquent doses.
Pertuzumab must be administered in hospital under the supervision of a physician experienced in
the use of antineoplastic medicinal productz. The first infusion should be delivered over
&0 minutes followed by a 60 minute observation period. The observation period for subseguent
infusions may be between 30 and 60 minutes if the first infusion is well tolerated without infusion-
associated AEs. No premedication will be allowed for the first dose of pefuzumab. Premedication
may ke administered for subsequent cycles at the discretion of the treating physician. The rate of
periuzumab infusion should be modified in the event of an infusion-related reaction.

Cohort 4 - Experimental Armn

In an Urgent Safety Measure Letter dated July 25, 2018, the Sponsor advised investigators to strongly
consider discontinuing treatment in any Cohort 4 patients receiving expermental treatment.
Investigators were advised to discuss appropriate next treatment oplions, including combination
treatment with a fluoropyrimidine plus bevacizumab, with patients discontinuing experimental
treatment. Please refer to protocol Section 3.1.2.4 for further details of the basis for Sponsor
decisions for Cohort 4 and management of ongoing patients randomized to the experimental arm.

Cobimetinib: Cobimetinib iz administered orally at a dose of 60 mg for 3 weeks followed by a
1 week treatment break (21/7 schedule). Treatment cycle length in this arm is 2 weeks.
Cobimetinik will be administered daily every day of each odd numbered 2-week treatment cycle,
and for the first ¥ days only of each even numbered 2-week treatment cycle. Cobimetinib should
be taken at the same time every day with or without food. If a dose is missed or vomiting occurs
when a dose iz taken, dosing should be resumed at the next scheduled dose.
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Atezolizumab: Atezolizumab is administered at a fixed dose of 840 mg via 60-minute 'Y infusion
on Day 1 of every 2-week cycle. Atezolizumab must be administered in hospital under the
supervision of a physician experienced in the use of antineoplastic medicinal products. For
anaphylaxis precautions, see Appendix 16. For the first infusion, the patient's vital signs (heart
rate, respiratory rate, blood pressures, and temperature) should be determined within 60 minutes
before the infusion, every 15 = 5 minutes during the infusion, and 30 = 10 minutes after the
infusion. For subseguent infusions, vital signs will be collected within 60 minutes before the
infusion and should be collected during or after the infusion if clinically indicated or if symptoms
occurred in the prior infusion. If the initial infusion iz well tolerated, subsequent infusions will be
done over a 30-minute time perod. Mo premedication is indicated for the first dose of
atezolizumab. Patients who experience an infusion-related reaction with Cycle 1 of atezolizumak
may receive premedication with antihistamines or antipyreticsfanalgesics (e.g. acetaminophen)
for subsequent infusions. The rate of atezolizumab infusion should be modified in the event of an
infusion-related reaction.

Post-Treatment Follow-up Phase

All Cohorts

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
However, patients who received atezolizumab should not receive other immunomeodulatory agents for
10 weeks after maintenance treatment discontinuation.

BRAF" Pafients and Eany Disease Progression

Exceptionally, BRAF™MSS patients experiencing early disease progression during the induction
treatment will have the opfion of proceeding immediately to receive second-line treatment with 5-
FU/LY, cetuximab and vemurafenib. These patients will be followed for safety and efficacy in
accordance with the Maintenance Treatment Phase Schedule of Assessments (including eligibility,
biomarker sampling and post-treatment follow-up) for Cohort 1 (see Appendix 2) and will be managed
according to protocol recommendations and requirements for the experimental arm of Cohort 1.

Similary, BRAF™/MSI-H patients experiencing early disease progression during induction treatment
will have the option of proceeding immediately to receive second-line treatment with a
flugropyrimidine (5-FU/LY or capecitabine), bevacizumab, and atezolizumab. These patients will be
followed for safety and efficacy in accordance with the Maintenance Treatment Phase Schedule of
Assessments (including eligibility, biomarker sampling and post-treatment follow-up) for Cohort 2 (see
Appendix 3) and will be managed according to protocol recommendations and requirements for the
experimental arm of Cohort 2.

Investigational Medicinal Products

The IMPs used in this study include:

#  all non-fluoropyrimidine agents comprising the experimental arms of each maintenance treatment
cohort (ie. eetuximab and vemurafenib in Cohort 1, bevacizumalb and atezolizumab in Cohort 2,
trastuzumab and pertuzumakb in Cohort 3, cobimetinib and atezolizumak in Cohort 4)

*  bevacizumab in the Induction Treatment Phase
*  bevacizumab in the control ams of each maintenance treatment cohort

+  cetuximab, vemurafenib, bevacizumab and atezolizumab administered as optional second-line
treatments to early progressing BRAF™® patients

Mon-Investigational Medicinal Products

Mon-IMPs used in this study include all fluoropyrimidine agents (i.e. 5-FU and capecitabing) and
leucovorin adminigtered during the Induction and Maintenance Treatment Phases and as optional
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second-line treatment to eary progressing BRAF™ patients. Oxaliplatin administered as part of
induction treatment is also considered a non-IMP.

Statistical Methods

All Cohoris

The cohorts will be based on different biomarkers (see Appendix 17), with each cohort consisting of
an expenmental treatment arm and a control arm. The inclusion of a control group allows
digerimination of patient outcomes caused by the experimental treatment from ocutcomes caused by
other factors. Randomisation avoids systematic differences (bias) between the groups with respect to
known or unknown baseline variables that could affect outcome. The treatment for patients in the
control arms represents standard of care.

The primary objective of the study is to evaluate PFS per RECIST 1.1 within each cohort.

Praovided the iDMC does not recommend discontinuation of enrclment to a cohort or enrolment is not
otherwise discontinued prior to a cohort reaching its target sample size, the primary analysis will occur
for each cohort when the target number of PFS events has been reached. Secondary endpoints will
also be summarised at this time. Analyses of any cohort closed to accrual before its target sample
zize is reached will be described in an AP and will depend on accrual at the time of closure.

ate on statistical analysis plans and cohort status following premature closure of study enrolment:
Accrual to Cohort 2 was completed in November 2016, Accrual to Cohort 4 was closed in February
2018 due to iDMC recommendations as a result of an unfavourable benefit-risk evaluation (see
protocol Section 3.1.2.4). Study enrolment was suspended at the time of discontinuation of accrual to
Cohort 4 {(February 2018) and will remain permanently closed to further enrolment. Cohorts 1, 3 and 4
will not reach their target sample size. As originally planned for cohorts reaching their target number
of PFS events (applies to Cohort 2 only), an update analysis of efficacy and safety parameters will be
conducted based on 24 months survival follow-up after the clinical cut-off date (CCOD) for the primary
analyzis. The CCOD for the Cohort 2 primary analysis was May 31, 2017. The Cohort 2 update
analysis will be conducted based on a CCOD of May 31, 2019, The primary analysis for cohoris 1, 3
and 4 will be conducted at the same time as the Cohort 2 update analysis (i.e. based on the same
CCOD of May 31, 2019).

The final study analysis for all cohoris will be conducted after all patientz in the study have
discontinued study treatment and completed the adverse event reporting pericd and any applicable
post-treatment follow-up safety assessments (see protocol Section 5.3.1 for adverse event reporting
periods and post-treatment follow-up safety assessments). Data will be summarised using appropriate
summary statistics: mean, standard deviation, median, quartiles and range {minimum and maximum)
for continuous variables, and number and percentage for categorical variables.

Analysis Populations

For each cohort, the Intent-To-Treat (ITT) Population will include patients entered into the
Maintenance Treatment Phase of the study, imespective of whether or not they received study
medication. In this population, patients will be allocated to the study maintenance treatment into which
they were randomised. The ITT Population will be used for all efficacy analyses.

The Per Protocol Population will not be defined for this study but major protocol viclations will be listed.

The Safety Population will include all patients who received at least one dose of study medication
during the Induction or Maintenance Treatment Phases. Patientz will be allocated to the treatment
regimen that they actually received. The Safety Population will be used for all safety analyses.
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Statistical Hypotheses

Cohors 1 and 3

The null and akkernative hypotheszes when comparing PFS between the two randomised treatments in
Cohort 1 (Arm A: 5-FU/LY with cetuximab and vemurafenib wvs. Amn B: fluoropyrimidine and
bevacizumakb) and in Cohort 3 (&rm A: capecitabine with trastuzumab and pertuzumab vs. Arm B:
fluoropyrimidine and bevacizumalb) are:

Ha: the distribution of the PFS time is the same in the two treatment groups
PFS (Arm A) = PFS (Arm B)
Hy: the distribution of the PFS time is different in the two freatment groups
gspecifically PFS (Arm A) = PFS (Arm B)
If the hazard ratio (HR) of Arm A compared to Arm B is assumed to be constant over time, then the
null and alternative hypotheses are:
Ho:HR =1 ws. Hi-HR = 1
Due to the relatively low prevalence of mCRC patients with HERZ2+ or BRAF™ disease, the formal

statistical tests for Cohorts 1 and 3 will be one-sided and performed at an alpha level {type | error rate)
of 10%.

Cohaoris 2 and 4

The null and akkernative hypotheses when comparing PFS between the two randomised treatments in
Cohort 2 (Am A fluoropyrimidine with bevacizumab and atezolizumak vz, Arm B: flucropyrimidine
and bevacizumab) and in Cohort 4 {Arm A: cobimetinib with atezolizumab vs. Arm B: fluoropyrimidine
and bevacizumab) are:

Ha: the distribution of the PF5 time is the same in the two treatment groups
PFS (Arm A) = PFS (Arm B)
Hi: the distribution of the PFS time iz different in the two freatment groups
PFS (Arm A) # PFS (Arm B)
If the HR of Arm A compared to Arm B is assumed to be constant over time, then the null and
altemative hypotheses are:
Ha: HR =1wvs. H: HR #1

The formal statistical tests for Cohorts 2 and 4 will be two-sided and performed at an alpha level (type
| error rate) of 5%.

Primary Endpoint

All Coharts

The primary efficacy endpoint of PFS is defined as the time from randomisation into the Maintenance
Treatment Phase until disease progression per Investigator assesament using RECIST 1.1 or death
from any cause, whichever occurs first. Tumour size will be calculated using the sum of the longest
diameters of all target lesions, and reduction will be based on comparsons to the tumour assessment
done at the end of the Induction Treatment Phase.

Patients without an event will be censored at the date of their last evaluable tumour assessment or, if
thiz i= not available, at the date of randomisation. For each cohort, the primary analysis of PFS will
occur when the target number of PFS events has been reached.
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Within each cohort, PFS will be presented graphically for each treatment group using the Kaplan-
Meier method. Estimates and the comesponding 95% confidence interval will be reported by treatment
group for median survival time, and for the 4-, 6- and 12-month PF5 rates.

Within each cohort, the comparison of PFS between the treatment groups will be performed using an
unstratified log-rank test. In addition, a Cox regression will be performed with treatment and applicable
sfratification variables (biomarkers, geographic region and/or response after induction treatment) as
terms in the model. The estimated hazard ratio and itz comesponding 95% confidence interval will be
presented.

The timing and methods of the primary efficacy endpoint analyses for any cohort closed to accrual
before its target sample size is reached may differ from abowve. These will be described in the SAP
applicable to the cohort and will depend on accrual at the time of early closure.

Secondary Efficacy Endpoints

ANl Cohorts

The secondary efficacy endpoints for each cohort are 05, ORR, DCR, TTR, DoR and ECOG
performance status.

05 is defined as the time from randomisation until death from any cause. Patients who are still alive

at the time of analysiz (clinical cut-off) and patients who are lost to follow-up will be censored at their
last clinical assessment date.

Best overall response will be assessed for all patients after randomisation until disease progression.
ORR will be calculated as the proportion of patients with a best overall response of CR or PR
determined according to RECIST 1.1. ORR will be summarized and presented along with the 95%
Clopper-Pearson confidence interval.

DCR will be calculated as the proportion of patients with a best overall rezsponse of CR, PR or 3D as
determined according to RECIST 1.1. DCRE will be summansed and presented along with the 95%
Clopper-Pearson confidence interval.

TTR will be calculated as the time from randomisation to the first occurrence of a documented
objective responzse (CR or PR) determined according to RECIST 1.1.

DoR will be assessed for all patients after randomisation until PD. Only patients with a best overall
response of CR or PR per RECIST 1.1 are considered responders. The duration of response is the

time from the firat assessment of CR or PR until disease progression or death from any cause,
whichever occurs first.

The secondary time-to-event endpoints will be analysed by the same methods and at the same time
as the primary endpoint.

ECOG performance status will be summarised over time.

Safety Endpoints

All Cohorls

Verbatim adverse event (AE) data will be mapped to Medical Dictionary for Regulatory Activities
{MedDRA) thesaurus terms.

All treatment-emergent AEs occurring during or after the first dose of study medication will be
summarized by treatment group in frequency tables, as follows:

+ By preferred term and system organ class

+ By severity of all adverse events (graded according to NCI CTCAE v4.0)
* i(srade 3 -5 AEs

* (Grade 5 AEs or AEs leading to death on study treatment
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*  All SAEs

+ AFEs lzading to premature discontinuation of any component of study treatment

+ AEs leading to doze reduction or interruption of any component of study treatment
+  AEs of special interest

The above safety data will be summarised separately for the Induction and Maintenance Treatment
Phases overall and by individual maintenance treatment cohort.

Deaths reported during the study treatment period and those reported during follow-up after treatment
com pletion/discontinuation will be summarised.

Study medication exposure will be separately summarised by number of cycles, duration, dose and
dose intensity.

‘Vital signs data, clinical laboratory parameters, concomitant medication and subsequent anti-cancer
therapy will alzo be summarsead.

Analysis for Exploratory Qutcome Measures

Cohorts 2 and 4 - Expenmental Arms Only

The exploratory efficacy endpoint of PFS in patients treated with atezolizumab is defined as the time
from randomisation into the Maintenance Treatment Phase until dizease progression per Investigator
assessment using mRECIST or death from any cause, whichever occurs first. Patients without an
event will be censored at the date of their last evaluable tumour assessment or, if this is not available,
at the date of randomisation. PFS may be presented graphically using the Kaplan-Meier method.
Estimates and the corresponding 95% confidence interval may be reporied for the 4-, 6- and 12-
month PFS rates.

All Cohorts

Biomarker analyses will be of exploratory nature only, utilizing all available data obtained from archival
tumour samples from initial diagnoses, all tumour and blood samples collected during the study
{including addiional tumour samples collected from Supplemental Biomarker Program participants),
and stool samples collected during the study from Supplemental Biomarker Program participants.
These analyses will be of exploratory nature only, using descriptive methods with no fixed hypotheses
testing.

With the ongoing analyses of the study's various biomarker-based cohorts, more information on the
concordance of different biomarkers will be collected and summarised. Relevant findings will be
discussed with the study's SC in order to conduct further exploratory biomarker analyses accordingly.

Interim Analyses

The iDMC will evaluate accumulating safety and efficacy data within each cohort to assure these data
continue to support an early positive benefit-risk ratio and to confirm that continued enrclment into
each cohort is appropriate. The amount of efficacy data to be assessed in a given cochort will be
determined by the IDMC at a preceding iDMC meeting. Details of this process are deserbed in the
iDMC charter. Decisions on what efficacy data have to be evaluated for each cohort will be
documented in the iDMC meeting minutes. In addition, the iDMC will review data from any safety run-
in patients required for an experimental regimen (e.g. as conducted for the initial patients treated with
the experimental combination of ‘S-FULY + cetuximab + wvemurafenib’). These safety run-ins will be
specified in the protocol.

Determination of Sample Size

Before study enrclment was closed prematurely, approximately 1,820 patients were expected to be
screened and approximately 1,400 patients were expected to be enrolled in the Induction Treatment
Phasze of the study in order to randomise the planned number of patients in each of the maintenance
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cohorts (see Table 1). Cohort 2 reached its target sample size and was closed to further accrual.
Cohort 4 was closed to accrual with 99 patients randomized (i.e. prior to reaching the target sample
size per Table 1). Due to early closure of study enrolment, target sample sizes will not be reached in
Cohort 1 {final n=60) or Cohort 2 {final n=3).

Within each cohort, the required sample size is based on the comparison of PFS between the
treatment groups and an assumed recruitment perod of 11 months for Cohorts 2 and 4. Median PFS
assumed for each cohort and treatment am are shown in Table 1.

Table 1: PES and Sample Size Estimates per Cohort

Median PFS (months)

. Control group Target Sample
Experimental Size
treatment grou (FP and
arotip bevacizumab)
Cohort 1 7 4.9 126
Cohort 2 11.5 7.5 405
Cohort 3 11.5 75 a0
Cohort 4 115 75 0=

Additional details of the sample size calculation inputs are found in the statisfical section of the
protocol.
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Appendix 2: Schedule of Assessments for All Patients (Screening / Baseline and Induction
Treatment Phase

Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible

for any study cohort
Study Treatment
Screening / Baseline Induction Treatment Phase [a] Discontinuation e A LA JER s
. Phase [c]
Visit [b]
< 30 days after .
< ( y
s2days g Cyele (overy 4 weeks) 128t dose of study S0 RS ey
treatment) , 2019 (see Appendix 19,
Informed consent [d] X
Confirmation of general .
eligibility [e] X X As required
Demographics and medical X
history [f]
Vital signs and weight [g] X X X X X
Physical examination[h] X X X X
ECOG performance status [i] X X X
Concomitant medications [j] X X X X X
Haematology and blood X X X
chemistry [k]
INR, aPTT (select patients) [I] X X
Urinalysis (dipstick) [m] X X X
Pregnancy test [n] X If clinically
indicated
Tumour assessments [0] Mandatory at end According to local standard of
X of Induction care until disease
Treatment Phase progression
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort

Study Treatment
Screening / Baseline Induction Treatment Phase [a] Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Post-Treatment Follow-Up
Phase [c]

Every 3 months until May
31, 2019 (see Appendix 19)

<7 Day 1 Every 2 cycles
<
< 28 days days Cycle 1 (every 4 weeks)

Archival primary tumour

tissue for biomarker X

assessment [p]

Metastatic tumour tissue for No sample

exploratory biomarker No sample collection

assessment [q] coIIecticFJ)n Supplemental

Collection of these samples Biomarker

discontinued as of May 2018 Program CLOSED

Whole blood sample [r] X

Plasma samples [r] At time of progression (if
X Cycles 4,6 and 8 patient has not yet

progressed)

Stool sample No sample

Supplemental Biomarker collection No sample

Program closed as of May Supplemental collection

2018. Collection of these Biomarker Supplemental

samples has been Program Biomarker Program

discontinued. CLOSED CLOSED

Adverse events (including .

SAES) [s] X X X Every cycle X X (as applicable)

Study medication X

administration [f] Administered every 2 weeks
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort
e Post-Treatment Follow-Up
Phase [c]

Screening / Baseline Induction Treatment Phase [a] Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Every 3 months until May
31, 2019 (see Appendix 19)

=7 Day 1 Every 2 cycles

<
< 28 days days Cycle 1 (every 4 weeks)

Subsequent anti-cancer X
therapies (see [c])
Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments should be performed within £ 7 days of the scheduled date.

b. Patients who experience PD during or at the end of the Induction Treatment Phase, or who refuse to go into the Maintenance Treatment Phase
or who are not eligible for any study cohort, will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
medication. These patients will then enter the Post-Treatment Follow-up Phase. All patients need to be evaluated for potential resection of
metastasis at completion of the induction period. This is of particular importance for patients with liver metastases. If the patient is found to be
resectable they will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will then enter the
Post-Treatment Follow-up Phase.

c. Patients in the Post-Treatment Follow-up Phase will be followed up every 3 months after their Study Treatment Discontinuation Visit. During
post-treatment follow-up subsequent anti-cancer therapies will be recorded and survival assessed up to May 31, 2019 only. Refer to Appendix
19 for management of patients based on their study status on May 31, 2019. Treatment during the Post-Treatment Follow-up Phase is at the
Investigator’s discretion; BRAF™YMSS patients experiencing early disease progression during induction treatment will have the option of
proceeding immediately to receive second-line treatment with 5-FU/LV, cetuximab and vemurafenib; BRAF™/MSI-H patients experiencing
early disease progression during induction treatment will have the option of proceeding immediately to receive second-line treatment with a
fluoropyrimidine (5-FU/LV or capecitabine), bevacizumab and atezolizumab. See Section 3.1.1.1 for further details including if disease
progression occurs prior to availability of study biomarker test results in a patient with a previous BRAF mutation-positive result (e.g. by local
test). Patients who discontinue study treatment during the Induction Treatment Phase prior to disease progression will also continue to be
followed for PFS, with disease status followed according to local practice until progression or May 31, 2019, whichever comes first. Disease
status will not be collected for the study after May 31, 2019.

d. Written informed consent for participation in the study must be obtained before performing any study-specific screening tests or evaluations and
before shipping primary tumour blocks or slides to the Sponsor-designated laboratory. However, results from routine assessments conducted
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prior to informed consent signature may be used as screening assessments as long as they were done within 7 days prior to informed consent
signature.

The “All Cohort” eligibility criteria are evaluated prior to initiating the first cycle of study treatment during the Induction Treatment Phase.

Medical history includes clinically significant diseases, surgeries, cancer history (including prior cancer therapies and procedures), reproductive
status, smoking history, use of alcohol and drugs of abuse, and all medications (e.g., prescription drugs, over-the-counter drugs, herbal or
homeopathic remedies, nutritional supplements) used by the patient within 7 days prior to the Screening visit. Demographic data will include
age, sex, and self-reported race/ethnicity (where permitted by federal regulations).

Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature. During
Screening, weight only required < 7 days.

Baseline assessment requires a complete physical exam. A complete physical examination should include an evaluation of the head, eyes,
ears, nose, and throat, and the cardiovascular, dermatological, musculoskeletal, respiratory, gastrointestinal, genitourinary, and neurological
systems. Abnormalities identified at Screening / Baseline will be recorded as baseline conditions. At subsequent visits (or as clinically
indicated), limited, symptom-directed physical examinations should be performed. Changes from Baseline, with new or worsened clinically
significant abnormalities, should be reported as AEs if appropriate.

ECOG status assessed within 7 days prior to Day 1 of Cycle 1 (Induction Treatment Phase) for eligibility determination. See Appendix 8.

Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the date of study discontinuation. Only concomitant medications used for supportive care, to alleviate
symptoms of mMCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent visits, only
changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant medications
for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and prohibited
concomitant medications, see Section 4.4.

Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride, and bicarbonate. Hematology and blood chemistry tests must be conducted prior to each treatment
cycle, with the results available for review prior to start of treatment according to local standards for treatment management. However, only
tests conducted every second treatment cycle will be recorded in the eCRF. Clinical laboratory results constituting a clinically significant AE
should be recorded as such.

INR and aPTT are required for all patients at screening but only for patients receiving anticoagulants while on protocol-specified treatment.

. Urinalysis must be performed by dipstick at Baseline and within 48 hours prior to every cycle. A 24-hour urine collection is needed in the event
of proteinuria = t 2 by dipstick test.

Urine or blood pregnancy test, only for women of childbearing potential (i.e. not post-menopausal as indicated by < 12 months of non-therapy-
induced amenorrhea, nor surgically sterile [absence of ovaries and/or uterus]), including those who have had a tubal ligation. A serum
pregnancy test is required within 7 days prior to start of study induction treatment, or within 14 days with a confirmatory urine pregnancy test
within 7 days prior start of study induction treatment
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0. Willinclude radiology, chest and abdominal CT or MRI, and other scans to document all sites of disease. Include upper abdomen at Baseline.
A CT or MRI scan of the brain is required if there is clinical suspicion of CNS metastases at screening/Baseline or at any time during the
Induction Treatment Phase. Subsequent tumour assessments will be done according to standard of care at each study centre, with the
exception that all patients must have a tumour assessment at the end of the Induction Treatment Phase. Tumour assessments are not required
for study purposes after disease progression has been documented. Patients who discontinue study treatment during the Induction Treatment
Phase prior to disease progression will also continue to be followed for progressive disease, with disease status followed according to local
practice until progression or May 31, 2019, whichever comes first. After May 31, 2019, disease status will not be collected for the study.

p. Archival tumour tissue (FFPET) block from the primary tumour obtained at the time of the initial diagnosis. If the tumour block is not available, =
20 slides cut from the primary tumour sample will be accepted as an alternative. Before a patient can be enrolled, the sample (block or slides)
must be shipped to the designated laboratory with the corresponding pathology report and receipt of the shipment must be confirmed by the
laboratory. See Appendix 17.

g. Collection of the optional core biopsy of metastatic tumours was discontinued as of May 2018 (See Appendix 18).

r.  Whole blood and plasma samples will be collected from all study patients for exploratory biomarker analyses unless genomic analysis is not
allowed per local regulations. In such instances, only plasma samples will be collected. All samples will be sent to a designated laboratory.
Samples during treatment should be taken within 48 hours prior to study treatment Day 1 of each cycle indicated, unless otherwise specified
(see Appendix 17 and Laboratory Manual).

s. After the signing of the informed consent form, and prior to Day 1 of Cycle 1 (Induction Treatment Phase), any SAEs thought to be related to a
protocol-mandated intervention should be reported. Adverse events will be documented at every cycle during treatment. All patients will be
followed for new AEs for 28 days following the discontinuation of study treatment. At the time of treatment discontinuation, any ongoing AE/SAE
will be followed until the event resolves, the Investigator assesses the event as stable, the patient is lost to follow-up, dies or withdraws
consent. Death related to disease progression is not considered to be an SAE. The Sponsor should be notified if the Investigator becomes
aware of any SAE or AEs of special interest occurring after the end of the adverse event reporting period if the event is believed to be related to
prior study treatment.

t. Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based on Investigator’'s choice, will be either
eight 2-week cycles of 5-FU, LV and oxaliplatin (FOLFOX) in combination with bevacizumab or six 2-week cycles of FOLFOX in combination
with bevacizumab, followed by two 2-week cycles of 5-FU/LV with bevacizumab.
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Appendix 3: Schedule of Assessments During Maintenance Phase (Cohort 1

Study Treatment

Discontinuation Visit Post-Treatment

Maintenance
Treatment Phase [a]

Prior to
randomization

[b] Follow-Up Phase [c]

Every 2 cycles
(approximately every

Within 3 weeks of
completing Induction

(= 30 days after last

dose of study Every 3 months

Treatment Phase 4 weeks) treatment)
Assignment of cohort [d] X
X
Cohort- specific informed consent (sites using 2 consent
forms only)
Confirmation of cohort-specific x
eligibility [e]
Randomisation [f] X
Vital signs and weight [g] X X
Physical examination [h] X X
Head and neck assessment for SCC [i] Prior to Cycles 1,4, 7, 10,
(Experimental Arm only) 13, 16, 19, 22 and every 3 X At 6 months
cycles thereafter
Chest CT assessment for SCC [j] Prior to Cycles 1, 7, 13,
(Experimental Arm only) 19, 25, 31 and every 6 X At 6 months
cycles thereafter
Dermatology evaluation [k] Priorto Cycles 1, 3, 5, 7,
(Experimental Arm only) 9, 11,13, 15 and every 2 X At 6 months
cycles thereafter
Anal and pelvic exam [I] .
(Experimental Arm only) Prior to Cycle 1 X
ECOG performance status [m] X X
12-lead ECG [n] X Experimental arm only Experimental arm only
Concomitant medications [0] Every cycle X
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Prior to
randomization

Within 3 weeks of
completing Induction
Treatment Phase

W ETHICHET A
Treatment Phase [a]

Every 2 cycles

(approximately every
4 weeks)

Study Treatment
Discontinuation Visit

[b]

(< 30 days after last
dose of study
treatment)

Post-Treatment
Follow-Up Phase [c]

Every 3 months

Haematology and blood chemistry [p] Every cycle X
INR, aPTT (select patients) [q] According to local

standard of care
Urinalysis (dipstick) [r] Every cycle X

Pregnancy test [s]

If clinically indicated

Tumour assessments [t]

Up to and including May
31, 2019: Every 8 weeks
regardless of treatment
delays
After May 31, 2019: per
local practice

Up to and including May

31, 2019: Every 8 weeks

until disease progression

After May 31, 2019: per
local practice

Metastatic tumour tissue for
exploratory biomarker assessment [u]

Supplemental Biomarker Program
closed as of May 2018. Collection of

these samples has been discontinued.

No sample collection

Supplemental Biomarker
Program CLOSED

No sample collection

Supplemental Biomarker
Program CLOSED

Plasma samples [v]

Cycles 1, 2,4, 6, 8, 10,
12,14 and every 2 cycles
thereafter

And at time of PD

At time of progression (if
patient has not yet
progressed)

Stool sample
Supplemental Biomarker Program

No sample collection
Supplemental Biomarker

No sample collection
Supplemental Biomarker

closed as of May 2018. Collection of Program CLOSED Program CLOSED

these samples has been discontinued.

Adverse events (including SAEs) [w] Every cycle X X (as applicable)
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Study Treatment

STr o Maintenance Discontinuation Visit

Post-Treatment

randomization Treatment Phase [a] [b] Follow-Up Phase [c]

Within 3 weeks of Every 2 cycles (< 30 days after last
completing Induction (approximately every dose of study Every 3 months
Treatment Phase 4 weeks) treatment)

Study medication administration [x] Every cycle

Subsequent anti-cancer therapies (see X
[c])

Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments should be performed within + 7 days of the scheduled date. If a control
arm patient receives capecitabine administered according to a 3- week cycle, timing of all study procedures and assessments scheduled
according to 2-week treatment cycles (e.g. ECOG performance status) will be defined by the treatment cycles of concurrently administered
bevacizumab.

b. Patients who experience PD at any time during the Maintenance Treatment Phase, or who need to permanently discontinue study medication
for any reason, will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study medication. These patients will
then enter the Post-Treatment Follow-up.

c. After discontinuation of study treatment and the Study Discontinuation Visit, patients will enter the Post-Treatment Follow-up Phase. Beginning
after the Study Treatment Discontinuation visit, patients will be followed up every 3 months. Up to and including May 31, 2019, follow-up will
include disease status (patients discontinuing study treatment prior to disease progression only) in addition to safety evaluations and recording
of subsequent anti-cancer therapies and survival. After May 31, 2019, disease status will not be documented for study purposes. Treatment
during the Post-Treatment Follow-up Phase is at the Investigator's discretion. Patients who discontinue study treatment prior to disease
progression will be followed for PFS, with disease status followed every 8 weeks until progression or May 31, 2019, whichever comes first.

d. Patients completing the Induction Treatment Phase, and who have not experienced PD can then proceed to the Maintenance Treatment
Phase. Depending on the patient’s biomarker status (based on the archival sample from initial diagnosis), these patients will be assigned to a
maintenance treatment cohort. Cohorts 2 and 4 are closed to further enrolment. Patients with an adequate tumour sample but with unknown
biomarker status due to lack of determinant result (e.g. due to technical issues) may still be included in the study depending on the addition of
future cohorts.

e. The cohort-specific exclusion criteria must be assessed prior to randomization to study maintenance treatment but assessment of cohort-
specific eligibility can only be completed after the biomarker analysis results from the patient’s archival tumour tissue from initial diagnosis are
known. Patients found ineligible for any cohort will undergo a Study Treatment Discontinuation Visit and enter the Post-Treatment Follow-up
Phase.
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f.  Each cohort will consist of an experimental treatment arm and a control arm. Randomised on a 2:1 (experimental:control) basis to either the
experimental treatment arm or the control arm of that cohort. See Section 4.2.

g. Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature.

h. Physical examinations will be symptom-directed, and will include changes from Baseline (pre-Induction) with new or worsened clinically
significant abnormalities being reported as AEs if appropriate.

i. To be performed by the Investigator or other qualified physician as part of the evaluation for SCC. The head and neck examination will consist
of at least a visual inspection of the oral mucosa and lymph node palpation. Any suspicious findings will be referred to an appropriate
specialist.

j- The routinely scheduled radiographic assessment for tumour burden may be used (if available) as the chest CT for the evaluation of non-
cutaneous SCC. MRI may be used if a CT scan is contra-indicated for the patient.

k. Evaluation to be performed by a dermatologist, the Investigator or other qualified physician.

I.  Pelvic examinations for women (with special attention to cervix) and anal examinations for all patients will be performed by the Investigator or
other qualified physician prior to start of Experimental Therapy and at the Study Treatment Discontinuation Visit for the evaluation of SCC. The
pelvic examination should include a complete external and internal examination (internal examination of uterine cervix may include a Pap
smear, which would be a decision of the Investigator). The anal examination should include external examination, digital anorectal examination
and anoscopy or proctoscopy. However, if in opinion of the Investigator the presence of “abnormal lesions including SCC” can be excluded by
the external inspection and the manual examination, this is acceptable. However, if the presence of a lesion is suspected, an anoscopy or
proctoscopy are recommended.

m. See Appendix 8.

n. ECG to determine Cohort 1 eligibility must conducted within 3 weeks of randomization. During maintenance treatment, ECGs will be required
in experimental arm patients only. Measurements include heart rate, PR interval, QRS duration, and QT and QTc intervals.

0. Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the Study Treatment Discontinuation visit. Only concomitant medications used for supportive care, to
alleviate symptoms of mCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent
visits, only changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant
medications for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and
prohibited concomitant medications, see Section 4.4.

p. Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride and bicarbonate. Patients in the experimental arm will also have magnesium, amylase and lipase
tested. Haematology and blood chemistry tests must be conducted prior to each treatment cycle, with the results available for review prior to
start of treatment according to local standards for treatment management. However, only tests conducted every second treatment cycle will be
recorded in the eCRF. Clinical laboratory results constituting a clinically significant AE should be recorded as such.

g. INRand aPTT only for patients receiving anticoagulants while on protocol-specified treatment.
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r. Urinalysis must be performed by dipstick within 48 hours prior to every cycle. A 24-hour urine collection is needed in the event of proteinuria =
+ 2 by dipstick test. Urinalysis results from every second cycle only will be recorded in the CRF.

s. Urine or blood pregnancy test, only for women of childbearing potential (i.e. not post-menopausal as indicated by < 12 months of non-therapy-
induced amenorrhea, nor surgically sterile [absence of ovaries and/or uterus]), including those who have had a tubal ligation. If urine
pregnancy test is positive, it must be confirmed by a serum pregnancy test.

t. Up to and including May 31, 2019, tumour assessments will be conducted according to RECIST 1.1 for Cohort 1 with disease status during
maintenance treatment determined based on comparison with the tumour assessment done at the end of induction treatment. Assessments
will include radiology, chest and abdominal CT or MRI, and other scans to document all sites of disease. A CT or MRI scan of the brain is
required if there is a clinical suspicion of CNS metastases. Up to and including May 31, 2019, tumour assessments will be conducted every
eight weeks from the start of maintenance treatment regardless of treatment delays. After May 31, 2019, disease status will not be collected
for the study and tumour assessments may be conducted per local practice. Patients who discontinue study treatment during the Maintenance
Treatment Phase prior to disease progression will also continue to be followed for progressive disease, with disease assessments per RECIST
1.1 conducted every eight weeks until progression or May 31, 2019, whichever comes first.

Supplemental Biomarker Program closed as of May 2018. Collection of these samples has been discontinued (see Appendix 18).

v. Plasma samples will be collected from all patients for exploratory biomarker analyses. These samples will be sent to a designated laboratory.
Samples during treatment should be taken within 48 hours prior to study treatment Day 1 of each cycle indicated, unless otherwise specified
(see Appendix 17 and the Laboratory Manual).

w. Adverse events will be documented at every cycle during treatment. All patients will be followed for new AEs for 28 days following the
discontinuation of study treatment. At the time of treatment discontinuation, any ongoing AE/SAE will be followed until the event resolves, the
Investigator assesses the event as stable, the patient is lost to follow-up, dies or withdraws consent. Death related to disease progression is
not considered to be an SAE. The Sponsor should be notified if the Investigator becomes aware of any SAE or AEs of special interest
occurring after the end of the adverse event reporting period if the event is believed to be related to prior study treatment.
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Appendix 4: SAS code

The following SAS code will be used to obtain the log-rank p-value from the unstratified

log-rank test mentioned in section 4.11.1:

PROC LIFETEST data=dataset METHOD=KM CONFTYPE=LOGLOG;

TIME pfstime*censor(1l);

STRATA treat / test=logrank;

RUN;

* pfstime represents variable containing event/censor times;
* censor represents censoring variable (l=censored, O=event);
* treat represents treatment group variable;

Further options to control the output may be added.

The following SAS code will be used for the logistic regression mentioned in section
4.11.2.2:

PROC LOGISTIC DATA= dataset;

CLASS treat (ref='FP+Bev’)stratel / param=ref;

MODEL response (event=’1’) = treat stratel / alpha=0.05;

RUN;

* response represents the response variable;

* treat represents the treatment group;

* stratel represents the categorical covariate related to stratification
factors as per eCRF data for tumor response;

Further options to control the output may be added.

The following SAS code will be used to obtain the hazard ratio and corresponding
confidence interval from the Cox Model with treatment as single covariate mentioned in
section 4.11.4:

PROC PHREG data=dataset;

CLASS treat;

MODEL pfstime*censor (1)=treat /RL TIES=EXACT;

RUN;

* pfstime represents variable containing event/censor times;

* censor represents censoring variable (l=censored, 0O=event);

* treat represents treatment group variable;

Further options to control the output may be added.

The following SAS code will be used to obtain the hazard ratio and corresponding
confidence interval from the adjusted Cox Model mentioned in section 4.11.4:
PROC PHREG data=dataset;

CLASS treat stratel;

MODEL pfstime*censor (l)=treat stratuml /RL TIES=EXACT;

RUN;

* pfstime represents variable containing event/censor times;

* censor represents censoring variable (l=censored, 0O=event);

* treat represents treatment group variable;

* stratel represents the categorical covariates related to stratification
factors;

Further options to control the output may be added.

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 2 (version 2.0) 91



The following SAS code will be used for the logistic regression with treatment as single
covariate mentioned in section 4.11.4:

PROC LOGISTIC DATA= dataset;

CLASS treat (ref='FP+Bev’) / param=ref;

MODEL response (event=’1’) = treat / alpha=0.05;

RUN;

* response represents the response variable;

* treat represents the treatment group;

Further options to control the output may be added.
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Appendix 5 : List of Outputs
List of Outputs: Tables

Table Table Title Phase Population | Primary Final
Number analysis Analysis
Patient Disposition
14.1.1.1 Patient Disposition For Induction Treatment Phase ITP ALL X
14.1.1.2 Patient Disposition For Maintenance Treatment Phase MTP MTP X X
14113 Duration of Follow-up MTP MTP X X
14.1.2.1 Major Protocol Deviations For Induction Treatment Phase ITP ITP X
14.1.2.2 Major Protocol Deviations For Maintenance Treatment Phase MTP MTP X X
Demographics and Baseline Characteristics
14.1.3.1 Summary of Baseline and Demographic Characteristics ITP ITP X
14.1.3.2 Summary of Baseline and Demographic Characteristics MTP MTP X
14.1.3.3 Summary of Baseline Biomarker Status MTP MTP X
14.1.3.4 Summary of Baseline Biomarker Status ITP ITP X
14.1.41 Tumor Response Status (RECIST 1.1) at End of Induction (eCRF data) ITP ITP X
14.1.5 Randomization by Country and Study Center MTP MTP X
14.1.6 Stratification Factors as per IXRS MTP MTP X
14.1.71 Tumor Response Status (RECIST 1.1) at End of Induction (eCRF data) MTP MTP X
14.1.7.2 Tumor Response (RECIST 1.1) at End of Induction as per IXRS versus eCRF Data MTP MTP X
14.1.8.1 Summary of Colorectal Cancer History ITP ITP X
14.1.8.2 Summary of Colorectal Cancer History ITP MTP X
14.1.9 RECIST Tumor-Specific Characteristics at Baseline MTP MTP X
14.1.10.1 Medical History ITP ITP X
14.1.10.2 Medical History ITP MTP X
14.1.11.1 Summary of Prior Anti-Cancer Treatments/Procedures ITP ITP X
14.1.11.2 Summary of Prior Anti-Cancer Treatments/Procedures ITP MTP X
14.1.12 Prior Medications ITP ITP X

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (version 1.1)

93




Table Table Title Phase Population | Primary Final
Number analysis Analysis
14.1.13.1 Concomitant Medications during the Induction Phase ITP ITP X
14.1.13.2 Concomitant Medications during the Maintenance Phase MTP SAF X
14.1.14.1 Concomitant Radiotherapy during the Induction Phase ITP ITP X
14.1.14.2 Concomitant Radiotherapy during the Maintenance Phase MTP SAF X
14.1.15.1 Concomitant Colorectal Cancer Surgery during the Induction Phase ITP ITP X
14.1.15.2 Concomitant Colorectal Cancer Surgery during the Maintenance Phase MTP SAF X
Exposure
14.1.16.1 Summary of Total Number of Cycles Initiated during ITP ITP ITP X
14.1.16.2 Summary of Drug Exposure during ITP ITP ITP X
14.1.17.1 Summary of Overall Duration of Treatment and Number of Cycles Initiated during MTP | MTP SAF X X
14.1.17.2 Summary of Drug Exposure during MTP MTP SAF X X
14.1.17.3 Summary of Cycles Delayed during MTP MTP SAF X X
14.1.17.4 Summary of Cycles Delayed (at the Cycle Level) during MTP MTP SAF X X
Efficacy
14.2.1.1 Summary of Progression Free Survival - Primary Analysis (Surgery Censored) MTP MTP X
14.2.1.2 Progression Free Survival: Hazard Ratio MTP MTP X
14.2.1.3.2 Summary of Progression Free Survival by Tumor Response at end of ITP (based on MTP MTP X
eCRF data)
14.2.1.3.3 Summary of Progression Free Survival by Tumor Colon Location MTP MTP X
14.2.21 Summary of Progression Free Survival - Sensitivity Analyses (Surgery not Censored) MTP MTP X
14.2.2.2 Progression Free Survival: Hazard Ratio - Sensitivity Analyses (Surgery not Censored) | MTP MTP X
14.2.71 Summary of Overall Survival MTP MTP X X
14.2.7.2 Overall Survival: Hazard Ratio MTP MTP X X
14.2.7.3.2 Summary of Overall Survival by Tumor Response at end of ITP (based on eCRF data) | MTP MTP X X
14.2.7.3.3 Summary of Overall Survival by Tumor Colon Location MTP MTP X X
14.2.8.1 Summary of Overall Response Rate (Main Definition) MTP MTP X

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 1 (version 1.1)

94




Table Table Title Phase Population | Primary Final
Number analysis Analysis

14.2.8.2.2 Summary of Overall Response Rate (Main Definition) by Tumor Response at End of MTP MTP X

ITP (Based on eCRF Data)
14.2.8.2.3 Summary of Overall Response Rate (Main Definition) by Tumor Colon Location MTP MTP X
14.2.8.3 Summary of Overall Response Rate (Secondary Definition) MTP MTP X
14.2.8.4.2 Summary of Overall Response Rate (Secondary Definition) by Tumor Response at MTP MTP X

End of ITP (Based on eCRF Data)
14.2.8.4.3 Summary of Overall Response Rate (Secondary Definition) by Tumor Colon Location MTP MTP X
14.2.8.5 Overall Response Rate (ORR): Odds Ratio MTP MTP X
14.2.91 Summary of Disease Control Rate (Main Definition) MTP MTP X
14.2.9.2 Summary of Disease Control Rate (Secondary Definition) MTP MTP X
14.2.9.3 Disease Control Rate (DCR): Odds Ratio MTP MTP X
14.2.10.1 Summary of Duration of Response and Time to Response (Main Definition) MTP MTP X
14.2.10.2 Summary of Duration of Response and Time to Response (Secondary Definition) MTP MTP X
14.2.12.1 Summary of ECOG Performance Status over Time MTP MTP X
14.212.2 Shift from Baseline to ECOG Performance Status at End of MTP MTP MTP X

Adverse Events
14.3.1.1.1 Treatment Emergent Adverse Events (TEAEs) during ITP: Overall Summary ITP ITP X
14.3.1.1.2 Treatment Emergent Adverse Events (TEAEs) during MTP: Overall Summary MTP SAF X X
14.3.1.1.3 Post Induction Treatment Adverse Events (AEs): Overall Summary Post- ITP X
Treatment
14.3.1.14 Post Maintenance Treatment Adverse Events (AEs): Overall Summary Post- SAF X X
Treatment

14.3.1.2.1 Treatment Emergent Adverse Events by SOC and PT and by Worst Intensity during ITP ITP X

ITP
14.3.1.2.2 Treatment Emergent Adverse Events by SOC and PT and by Worst Intensity during MTP SAF X

MTP
14.3.1.2.3 Treatment Emergent AESI as reported on eCRF by SOC and PT and by Worst MTP SAF X

Intensity during MTP
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Table Table Title Phase Population | Primary Final
Number analysis Analysis
14.3.1.24 Serious Treatment Emergent AESI as reported on eCRF by SOC and PT and by Worst | MTP SAF X
Intensity during MTP
14.3.1.25 Treatment Emergent Adverse Events by SOC and PT during MTP MTP SAF X X
14.3.1.2.6 Treatment Emergent Adverse Events by SOC and PT during ITP ITP SAF X
14.3.1.3.1 Treatment Emergent Adverse Events Related to Any Study Drug by SOC and PT ITP ITP X
during ITP
14.3.1.3.2 Treatment Emergent Adverse Events Related to FOLFOX by SOC and PT during ITP ITP ITP X
14.3.1.3.3 Treatment Emergent Adverse Events Related to 5-FU/LV by SOC and PT during ITP ITP ITP X
14.3.1.34 Treatment Emergent Adverse Events Related to Bevacizumab by SOC and PT during ITP ITP X
ITP
14.3.1.35 Treatment Emergent Adverse Events Related to Any Study Drug by SOC and PT MTP SAF X X
during MTP
14.3.1.3.6 Treatment Emergent Adverse Events Related to Fluoropyrimidines by SOC and PT MTP SAF X
during MTP
14.3.1.3.7 Treatment Emergent Adverse Events Related to FOLFOX by SOC and PT during MTP | MTP SAF X
14.3.1.3.9 Treatment Emergent Adverse Events Related to Bevacizumab by SOC and PT during MTP SAF X
MTP
14.3.1.3.10 Treatment Emergent Adverse Events Related to Cetuximab by SOC and PT during MTP SAF X
MTP
14.3.1.3.11 Treatment Emergent Adverse Events Related to Vemurafenib by SOC and PT during MTP SAF X
MTP
14.3.1.4.1 Treatment Emergent Adverse Events Leading to Discontinuation of Any Study Drug by | ITP ITP X
SOC and PT during ITP
14.3.1.45 Treatment Emergent Adverse Events Leading to Discontinuation of Any Study Drug by | MTP SAF X X
SOC and PT during MTP
14.3.1.5.1 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of Any | ITP ITP X
Study Drug by SOC and PT during ITP
14.3.1.54 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of ITP ITP X
Bevacizumab by SOC and PT during ITP
14.3.1.55 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of Any | MTP SAF X X
Study Drug by SOC and PT during MTP
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Table Table Title Phase Population | Primary Final
Number analysis Analysis
14.3.1.5.6 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of MTP SAF X
Fluoropyrimidines by SOC and PT during MTP
14.3.1.5.8 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of MTP SAF X
Bevacizumab by SOC and PT during MTP
14.3.1.5.9 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of MTP SAF X
Vemurafenib by SOC and PT during MTP
14.3.1.5.10 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of MTP SAF X
Cetuximab by SOC and PT during MTP
14.3.1.6.1 Treatment Emergent Adverse Events of Grade 3 or More by SOC and PT during ITP ITP ITP X
14.3.1.6.2 Treatment Emergent Adverse Events of Grade 3 or More by SOC and PT during MTP | MTP SAF X X
14.3.1.7.1 Serious Treatment Emergent Adverse Events by SOC and PT during ITP ITP ITP X
14.3.1.7.2 Serious Treatment Emergent Adverse Events by SOC and PT during MTP MTP SAF X X
14.3.1.8.1 Serious Treatment Emergent Adverse Events Related to Any Study Drug by SOC and ITP ITP X
PT during ITP
14.3.1.84 Serious Treatment Emergent Adverse Events Related to Bevacizumab by SOC and ITP ITP X
PT during ITP
14.3.1.85 Serious Treatment Emergent Adverse Events Related to Any Study Drug by SOC and MTP SAF X X
PT during MTP
14.3.1.8.6 Serious Treatment Emergent Adverse Events Related to Fluoropyrimidines by SOC MTP SAF X
and PT during MTP
14.3.1.8.7 Serious Treatment Emergent Adverse Events Related to FOLFOX by SOC and PT MTP SAF X
during MTP
14.3.1.8.9 Serious Treatment Emergent Adverse Events Related to Bevacizumab by SOC and MTP SAF X
PT during MTP
14.3.1.8.10 Serious Treatment Emergent Adverse Events Related to Vemurafenib by SOC and PT | MTP SAF X
during MTP
14.3.1.8.111 Serious Treatment-Emergent Adverse Events Related to Cetuximab by SOC and PT MTP SAF X
during MTP
14.3.1.9.1 Treatment Emergent Adverse Events with Fatal Outcome by SOC and PT during ITP ITP ITP X
14.3.1.9.2 Treatment Emergent Adverse Events with Fatal Outcome by SOC and PT during MTP | MTP SAF X X
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Table Table Title Phase Population | Primary Final
Number analysis Analysis

14.3.1.10.1 Treatment Emergent AESI Based on eCRF Categories during MTP MTP SAF X X
14.3.1.10.2 Treatment Emergent AES| Based on eCRF Categories during ITP ITP ITP X
14.3.1.10.3 Bevacizumab Treatment Emergent AESI Based on Pre-Defined Categories during MTP SAF X X

MTP
14.3.1.10.4 Bevacizumab Treatment Emergent AESI Based on Pre-Defined Categories during ITP | ITP ITP X
14.3.1.10.6 Vemurafenib Treatment Emergent AESI Based on Pre-Defined Categories during MTP | MTP SAF X X
14.3.1.11 Serious Treatment Emergent AESI Based on eCRF Categories during MTP MTP SAF X X

Deaths
14.3.1.121 Deaths within 30 days from Last Day of Treatment of ITP and Reason ITP ITP X
14.3.1.12.2 Deaths within 30 days from Last Day of Treatment of MTP and Reason MTP MTP X X
14.3.1.12.3 Deaths within 30 Days from Last Day of Treatment of MTP and Reason MTP SAF X X
14.3.1.12.4 Post Induction Treatment Deaths and Reason Post- ITP X
Treatment
14.3.1.12.5 Post Maintenance Treatment Deaths and Reason Post- SAF X X
Treatment
Laboratory Parameters

14.3.4.1.1 Shift Table (Baseline versus Worst On-Treatment) during ITP for CTC Gradable ITP ITP X

Hematology Parameters
14.34.1.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for CTC Gradable MTP SAF X

Hematology Parameters
14.3.4.2.1 Shift Table (Baseline versus Worst On-Treatment) during ITP for CTC Gradable Blood | ITP ITP X

Chemistry Parameters
14.34.2.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for CTC Gradable MTP SAF X

Blood Chemistry Parameters
14.3.4.3.1 Shift Table (Baseline versus Worst On-Treatment) during ITP for CTC Gradable ITP ITP X

Coagulation Parameters
14.3.4.3.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for CTC Gradable MTP SAF X

Coagulation Parameters
14.3.4.41 Shift Table (Baseline versus Worst On-Treatment) during ITP for Non CTC Gradable ITP ITP X

Hematology Parameters
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Table Table Title Phase Population | Primary Final
Number analysis Analysis
14.34.4.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for Non CTC Gradable | MTP SAF X
Hematology Parameters
14.3.4.5.1 Shift Table (Baseline versus Worst On-Treatment) during ITP for Non CTC Gradable ITP ITP X
Blood Chemistry Parameters
143452 Shift Table (Baseline versus Worst On-Treatment) during MTP for Non CTC Gradable | MTP SAF X
Blood Chemistry Parameters
14.3.4.7.1 Shift Table (Baseline versus Worst On-Treatment) during ITP for Urinalysis Protein ITP ITP X
Dipstick
14.34.7.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for Urinalysis Protein MTP SAF X
Dipstick
Other Safety Data
14.3.5.1 Summary of Vital Signs Over Time during ITP ITP ITP X
14.3.5.2 Summary of Vital Signs Over Time during MTP MTP SAF X
14.3.7 Summary of Qualitative ECG Assessment over Time MTP SAF X
14.3.8 Summary of QTcF (in Categories) over Time MTP SAF X
List of Outputs: Fiqures
Figure Figure Title Phase Population Primary Final
Number analysis Analysis
Disposition
14.1.1 CONSORT Flow Diagram for All Screened Patients All Screened X
14.1.2 CONSORT Flow Diagram for Patients Randomized in Cohort 1 All MTP X X
Efficacy
14.2.1.1 Kaplan Meier Plot of Progression Free Survival - Primary Analysis MTP MTP X
14.21.2 Kaplan Meier Plot of Progression Free Survival - Sensitivity Analysis (Surgery not MTP MTP X
Censored)
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Figure Figure Title Phase Population Primary Final
Number analysis Analysis
14.2.1.7.2 Kaplan Meier Plot of Progression Free Survival by Tumor Response at End of ITP (Based MTP MTP X
on eCRF Data)
14.21.7.3 Kaplan Meier Plot of Progression Free Survival by Tumor Colon Location MTP MTP X
14.2.1.8 PFS: Proportional Hazard Assumption - Model Checking MTP MTP X
14.2.1.9.1 Forest Plot of Hazard Ratio for Progression Free Survival by Demographic Characteristics | MTP MTP X
Subgroup
14.2.1.9.2 Forest Plot of Hazard Ratio for Progression Free Survival by Baseline Disease MTP MTP X
Characteristics Subgroup
14.2.1.10 Kaplan Meier Plot with Reverse Censoring of PFS MTP MTP X
14.2.2.1 Kaplan Meier Plot of Overall Survival MTP MTP X X
14.2.2.2.2 Kaplan Meier Plot of Overall Survival by Tumor Response at End of ITP (Based on eCRF MTP MTP X X
Data)
14.2.2.2.3 Kaplan Meier Plot of Overall Survival by Tumor Colon Location MTP MTP X X
14.2.2.31 Forest Plot of Hazard Ratio for Overall Survival by Demographic Characteristics Subgroup | MTP MTP X X
14.2.2.3.2 Forest Plot of Hazard Ratio for Overall Survival by Baseline Disease Characteristics MTP MTP X X
Subgroup
14.2.3 Waterfall Plot of Best Percentage Change from Baseline in Sum of Diameters MTP MTP X
14.2.4.1 Forest Plot of Odds Ratio for Overall Response Rate (Main Definition) by Demographic MTP MTP X
Characteristics Subgroup
14.2.4.2 Forest Plot of Odds Ratio for Overall Response Rate (Main Definition) by Baseline Disease | MTP MTP X
Characteristics Subgroup
List of Outputs: Listings
Listing Listing Title Phase Population Primary Final
Number analysis | Analysis
Disposition
16.2.1.1 Patient Disposition and Study Termination Information ITP ITP X X
16.2.1.2 Patient Who Discontinue Treatment due to Adverse Event ITP ITP X X
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Listing Listing Title Phase Population Primary Final
Number analysis | Analysis
16.2.2 Major Protocol Deviations from PDMS ITP/MTP ITP X X
16.2.3 Analysis Population ITP/MTP ALL X
Demographics and Baseline Characteristics
16.2.4.1 Demographics and Baseline Characteristics ITP/MTP ITP X
16.2.4.4 Baseline Biomarker Status MTP MTP X
16.2.4.5 Randomization Stratification Factors as per IXRS and eCRF MTP MTP X
16.2.4.6 Colorectal Cancer History ITP ITP X
16.2.4.7 Medical History ITP ITP X
16.2.4.8 Prior Anti-Cancer Therapy ITP ITP X
16.2.4.9 Cancer Radiotherapy: Prior and On-study ITP/MTP ITP X X
16.2.4.10 Colorectal Cancer Surgery : Prior and On-Study ITP/MTP ITP X X
16.2.4.11 Prior and Concomitant Medications ITP/MTP ITP X X
16.2.4.12 Subsequent Anti-cancer Therapies Post- ITP X X
Treatment
Drug Administration
16.2.5.1 Study Drug Administration for 5-FU ITP/MTP ITP X
16.2.5.2 Study Drug Administration for Leucovorin ITP/MTP ITP X
16.2.5.3 Study Drug Administration for Oxaliplatin during ITP ITP ITP X
16.2.5.4 Study Drug Administration for Bevacizumab ITP/MTP ITP X X
16.2.5.5 Drug Exposure during ITP ITP ITP X
16.2.5.6 Study Drug Administration for Cetuximab during MTP MTP SAF X X
16.2.5.7 Study Drug Administration for Vemurafenib during MTP MTP SAF X X
16.2.5.8 Drug Exposure during MTP MTP SAF X X
Efficacy
16.2.6.1 Progression Free Survival - Primary Analysis (Surgery Censored) MTP MTP X
16.2.6.2 Progression Free Survival - Sensitivity Analysis (Surgery not Censored) MTP MTP X
16.2.6.3 Individual Tumor Assessment and Overall Response as per RECIST v1.1 ITP/MTP ITP X
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Listing Listing Title Phase Population Primary Final
Number analysis | Analysis

16.2.6.8 Best Overall Response, Time to Response and Duration of Response MTP MTP X

16.2.6.9 Overall Survival MTP MTP X X

16.2.6.11 ECOG performance status ITP/MTP ITP X

16.2.6.12 Head and Neck Assessment for SCC MTP MTP X

16.2.6.13 Chest CT Assessment for SCC MTP MTP X

16.2.6.14 Dermatology Evaluation MTP MTP X

16.2.6.15 Anal and Pelvic Exam MTP MTP X

Safety

16.2.7.1 Adverse Events ITP/MTP/ ITP X X
Post-
treatment

16.2.7.2 Grade 5 Adverse Events or any Adverse Events with Fatal Outcome ITP/MTP/ ITP X X
Post-
treatment

16.2.7.3 Adverse Events Leading to Treatment Discontinuation ITP/MTP/ ITP X X
Post-
treatment

16.2.7.4 Adverse Events of Special Interest as Reported on eCRF MTP/ Post- ITP X X
treatment

16.2.7.5 Deaths ITP/MTP/ ITP X X
Post-
treatment

16.2.8.1 Laboratory Values - Hematology ITP/MTP ITP X

16.2.8.1 Laboratory Values — Blood Chemistry ITP/MTP ITP X

16.2.8.1 Laboratory Values - Coagulation ITP/MTP ITP X

16.2.8.2 Laboratory Abnormalities ITP/MTP ITP X

16.2.8.3 Urinalysis: Urine Protein Dipstick ITP/MTP ITP X

16.2.8.4 Urinalysis: 24 Hour Urine Protein ITP/MTP ITP X

16.2.8.5 Pregnancy Test ITP/MTP ITP X
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Listing Listing Title Phase Population Primary Final
Number analysis | Analysis
16.2.91 Vital Signs ITP/MTP ITP X
16.2.9.2 ECG ITP/MTP ITP X
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HISTORY CHANGE
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LIST OF ABBREVIATIONS

Abbreviation Definition

CSR Clinical Study Report

ECOG Eastern Cooperative Oncology Group
ITP Induction Treatment Phase

MTP Maintenance Treatment Phase

PFS progression free survival

SAP statistical analysis plan
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1. INTRODUCTION

The purpose of this addendum is to revise the Statistical Analysis Plan (SAP). The rational
is based on the Sponsor’s decision to add complementary analyses to the version 2.0 of
the SAP following the review of the SREP outputs or further analysis required for Clinical
Study Report (CSR). No changes are applied on analyses that were already described in
the SAP version 2.0 (15-Sep-2017).

The changes to be made to the SAP are described in the section 2.

2, LIST OF CHANGES COMPARED TO STATISTICAL ANALYSIS
PLAN V2.0
21 SECTION 4.8.1 (MODIFICATION)

During Data Review on 14-Nov-2017, it was identified that one patient without BRAF
mutation had ICF signed on 28-June-2016, but should be included in the ALL
Population.

SMT decided to change the definition of the ALL population as follow: ‘ALL population
consists of all patients without a confirmed BRAF mutation result who signed an Inform
consent form until Jure-3,2016 June 28, 2016.

2.2 SECTION 4.10.1 (ADDITION)

Baseline biomarker status will be summarized also on the ITP population to compare
characteristics for patients randomized in MTP versus patients not randomized

23 SECTION 4.11.5 (ADDITION)

Some subgroups of interest were included in the forest plot for the progression-free
survival analysis by subgroups. Kaplan Meier curves will be added for the following
subgroups:

e Gender
¢ Baseline ECOG performance status
¢ Initial diagnosis
24 SECTION 4.13.2 (ADDITION)

Treatment emergent adverse events occuring during MTP will also be summarized by
SOC/PT (regardless of the grades) on the safety population. All summaries planned in
the SAP were by highest grade.
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2.5 SECTION 4.9.2 (ADDITION)

Major protocol deviations will be summarized separately for deviations occuring: 1) prior
start of ITP, 2) prior or during ITP.

2.6 SECTION 4.11.4 (ADDITION)

An additional sensitivity analysis will be performed for PFS, considering the first 330
patients randomized.

2.7 SECTION 4.9.1 (ADDITION)

Duration of follow-up (in months) will be summarized on the MTP population using
descriptive statistics. Duration of follow-up will be defined as time from randomization to
death for patients who died, or last known alive date, for patients who were censored.

Bevacizumab — F. Hoffmann-La Roche Ltd
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3.

LIST OF ADDITIONAL OUTPUTS

Output Number

Title

Population

Adhoc Table 1

Treatment Emergent Adverse Events by SOC and PT
during MTP

SAF Population

Adhoc Figure 2

Kaplan Meier Plot of Progression Free Survival by
Gender

MTP Population

Adhoc Figure 3

Kaplan Meier Plot of Progression Free Survival by
Baseline ECOG Performance Status

MTP Population

Adhoc Figure 4

Kaplan Meier Plot of Progression Free Survival by
Initial Diagnosis

MTP Population

Adhoc Table 5

Summary of Baseline Biomarker Status

ITP Population

Adhoc Table 6

Major Protocol Deviations Prior Start of ITP

ITP Population

Adhoc Table 7

Major Protocol Deviations Prior or During ITP

ITP Population

Adhoc Table 8

Summary of PFS Considering the First 330 Patients
Randomized

MTP Population

Adhoc Table 9

PFS: Hazard Ratio Considering the First 330 Patients
Randomized

MTP Population

Adhoc Figure 10

Kaplan Meier Plot of PFS Considering the First 330
Patients Randomized

MTP Population

Adhoc Table 11

Duration of Follow-up

MTP Population
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HISTORY CHANGE

Version Date Changes
Final 1.0 17-Feb-2017 N/A
Final 2.0 15-Sep-2017

¢ Change in primary analysis to only consider surgery
with palliative or curative intent to censor the patients
for PFS. Indeed, if the patient had a surgery with
diagnostic intent between baseline tumor assessment
for MTP and a disease progression, then the PFS
event will be taken into account in the primary analysis.

e Addition of a sensitivity analysis for PFS that is
considering all PFS events reported during MTP
regardless of any surgery.

¢ Following CHMP request, addition of Progression-Free
Survival 2 analysis.

e Following regular monitoring of PFS events all groups
pooled, the cut-off date has been revised from 31-Jul-
2017 to 31-May-2017.

¢ Modification of the best overall response to consider
the tumor assessments from randomization date
(instead of start of treatment date), and regardless of a
surgery.

e Addition of clarification to handle AE related to
FOLFOX starting in MTP phase: Those AEs could not
be reported as such in current CRF as it was not
envisioned at the start of the study. A unique text has
been reported in a comment field, to identify those
AEs. This unique text will be used to select any AE
related to FOLFOX during MTP.

e Revision of the list of AE tables to be produced by
replacing some tables by SOC/PT and worst grade by
tables by SOC/PT only.

¢ Revision of the general section to focus on Cohort 2,
by removing the information related to the other
cohorts.

e Harmonization of the definitions related to exposure
(eg. dose intensity, relative dose intensity).

o Clarifications of some sections.
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Abbreviation
AE
AESI
ALP
ALT
ANC
aPTT
AST
BMI
BOR
BRAF™
BSA

CI

CR

CSR
DCR
DoR
ECOG
eCRF
EU

FP

Hb
HER2
HER2+
HR

IC

ICH
iDMC
IHC

INR

ITP
IxRS
KM
LDH
mCRC
MedDRA
mRECIST

LIST OF ABBREVIATIONS

Definition

adverse event

adverse events of special interest

alkaline phosphatase

alanine aminotransferase

absolute neutrophils count

activated partial thromboplastin time
aspartate aminotransferase

body mass index

best overall response

BRAF mutation

body surface area

confidence interval

complete response

clinical study report

disease control ate

duration of response

Eastern Cooperative Oncology Group
electronic Case Report Form

European Union

fluoropyrimidine

hemoglobin

human epidermal growth factor receptor 2
human epidermal growth factor receptor 2 positive
hazard ratio

informed consent

International Conference on Harmonization

Independent Data Monitoring Committee
immunohistochemistry

international normalized ratio

Induction Treatment Phase

interactive voice or web-based response system
Kaplan Meier

lactate dehydrogenase

metastatic Colorectal Cancer

Medical Dictionary for Regulatory Activities
modified Response Evalution Criteria in Solid Tumors
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Abbreviation
MSI-H

MSS

MTP

NCI CTCAE

NE
NGS
ORR
oS
PD
PDMS
PFS

RECIST
SAE
SAF
SAP
SC
SD

SI
SOC
SOD
TEAE
TSH
TTR
WBC

Definition

high microsatellite instability
microsatellite stable
Maintenance Treatment Phase

National Cancer Institute Common Terminology

Criteria for Adverse Events

not evaluable

next generation sequencing

objective response rate

overall survival

progressive disease

protocol deviation management system
progression free survival
pharmacokinetic

Per protocol

partial response

performance status

preferred term

Post-treatment follow-up phase

red blood cell

relative dose intensity

Response Evaluation Criteria in Solid Tumors
serious adverse event

safety population

statistical analysis plan

Steering Committee

stable disease

Systéme International

System Organ Class

sum of target lesions diameter
treatment emergent adverse event
thyroid-stimulating hormone

time to treatment response

white blood cells counts or leukocytes
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1. BACKGROUND

The study is a randomized, multi-center, active-controlled, open-label, parallel-group clinical
study of biomarker-driven maintenance treatment for first-line metastatic colorectal cancer
(mCRC) patients. All patients will receive induction treatment with FOLFOX and bevacizumab.
Induction treatment will be followed by maintenance treatment with chemotherapy combined
with targeted therapy within one of several maintenance treatment cohorts. Only those patients
who experience disease response or disease control during induction and who are not
assessed as resectable at completion of induction will proceed to further treatment in the
Maintenance Treatment Phase (MTP) of the study. Patients will be assigned to a maintenance
treatment cohort based on their primary tumour biomarker results. The primary study objective
within each cohort is to evaluate progression-free survival (PFS).

Maintenance treatment cohorts may be added or modified over the course of the study. This
SAP describes planned analyses of patients who were assigned, or would have been assigned,
to maintenance treatment Cohort 2 based on their primary tumour biomarker profile. Analyses
of patients assigned to all other MODUL cohorts will be described in SAPs applicable to each
specific cohort.

A Steering Committee (SC) is responsible for overseeing the general conduct of the study.

In addition, an independent Data Monitoring Committee (iDMC) is responsible for evaluating
the safety of the patients participating in the trial at regular intervals throughout the study. The
iDMC makes recommendations as to whether cohort recruitment should continue based on
benefit-risk evaluations that include efficacy as well as safety data. To minimize the impact of
such reviews on efficacy endpoint analyses, efficacy data included in these reviews has to be
specified by the iDMC at a preceding iDMC meeting and has to be documented in the iDMC
meeting minutes. In addition, the iDMC evaluates the safety data from a prespecified number of
initial patients for experimental combinations with inadequate prior safety experience to assure
appropriate dosing (e.g. as required for the initial patients treated with the Cohort 1
experimental combination of ‘5-FU/LV + cetuximab + vemurafenib’)

Of note, a preliminary assessment of efficacy of Cohort 2 (according to protocol version 5) was
conducted by the iDMC on April, 4th 2016. Based on recommendations from the study SC and
iDMC, the preliminary assessment of efficacy has been removed in protocol version 6 as well
as the early efficacy assessment as co-primary objective. PFS remained as the primary
endpoint. Analysis of a co-primary objective is no more mentioned in the Statistical Analysis
Plan (SAP) that focuses only on the description of the analysis required for Cohort 2.

2. STUDY DESIGN

Patients continuing from the Induction Treatment Phase (ITP) to the Maintenance Treatment
Phase are assigned to a maintenance treatment cohort based on their primary tumour
biomarker status. Following eligibility assessment for their assigned cohort, eligible patients are
randomized to the experimental or control arm within their cohort.

The study was initiated with 2 maintenance treatment cohorts, Cohorts 1 and 2. Two additional
cohorts, Cohorts 3 and 4, were added with protocol amendment 5 (protocol version 6).
Enrolment into the study was stopped temporarily as of June 3, 2016 since patients enrolled in
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the study at that time were estimated as adequate to fulfil accrual to Cohort 2. Patients enrolled
in the study after June 2016 cannot be enrolled into Cohort 2. The study restarted with
amendment 5 that includes additional Cohorts 3 and 4. Further cohorts can be added and/or
existing cohorts be changed over the course of the study via protocol amendments.

In this open-label study, all patients will receive 8 cycles induction treatment that is considered
standard in many countries and that has been shown to improve outcomes in the first-line
setting. Treatment during the ITP, based on investigator’s choice, will be either:

o Eight 2-week cycles of 5-fluorouracil (5-FU), leucovorin (LV) and oxaliplatin (FOLFOX)
in combination with bevacizumab
or
e Six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-
week cycles of 5-FU/LV with bevacizumab

Patients who prematurely discontinue study treatment for any reason during ITP, who
experience progressive disease (PD) at any time during or at the end of the ITP, who are
evaluated as resectable at the end of ITP, who refuse to proceed to the MTP or who are not
eligible for any maintenance cohort will undergo a study treatment discontinuation visit and
enter post-treatment follow-up. Patients who experience disease control or tumor response to
induction treatment will continue to the randomized MTP of the study wherein the effects of
experimental and control groups will be compared. Patients enrolled in the study before June 3,
2016 (i.e. prior to study amendment 5) who do not have BRAFmut disease or whose primary
tumour biomarker status is unknown for technical reasons are assigned to Cohort 2. Patients
with BRAFmut disease enrolled prior to study amendment 5 are assigned to Cohort 1.
Treatment in each cohort is shown in Figure 1.

BRAFmut patients enrolled prior to study amendment 5 experiencing early disease progression
during the ITP will have the option of proceeding immediately to receive second-line treatment
with  5-FU/LV+ cetuximab + vemurafenib according to treatment administration and
management applicable to Cohort 1.

The study design applicable to patients enrolled in the study before June 3, 2016 (i.e. prior to
study amendment 5, protocol version 6) is summarized in Figure 1.

Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 2 (Version 2.0) 10



Figure 1: Study Design as per protocol version 5
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Primary objective of this study:
The primary study objective within each cohort is to evaluate PFS.

An iDMC is responsible for regularly reviewing safety data.

21 PROTOCOL SYNOPSIS

The Protocol version 5 synopsis is provided in Appendix 1. For additional details, see the
Schedule of Assessments in Appendix 2.

2.2 OUTCOME MEASURES

As mentioned in the protocol, each cohort will be analysed separately and therefore this SAP
focuses on the description of the analysis required for cohort 2 data only.

2.21 Primary Efficacy Outcome Measures

PFS is defined as the time from randomization into the MTP until documented disease
progression as per investigator assessment using Response Evaluation Criteria in Solid
Tumors (RECIST) 1.1 or death from any cause, whichever occurs first. If no progression /
death is observed at the time of clinical cut-off or by the date of any on-study colorectal anti-
cancer surgery with palliative or curative intent, patients will be censored at the date of the last
evaluable tumor assessment or date of randomization, whichever comes last.

(Of note: (i) Progressive disease are identified by the Overalll Response="PD’, even if solely
based on symptomatic deterioration, (ii) Only surgery occurring between baseline tumor
assessment for MTP and PFS events are considered for censoring PFS)

Sensitivity Analysis

PFS is defined as the time from randomization into the MTP until documented disease
progression as per investigator assessment using Response Evaluation Criteria in Solid
Tumors (RECIST) 1.1 or death from any cause, whichever occurs first. If no progression /
death is observed at the time of clinical cut-off, patients will be censored at the date of the last
evaluable tumor assessment or date of randomization, whichever comes last.

222 Secondary Efficacy Outcome Measures

2221 Overall Survival (OS)

OS is defined as the time from randomization into the MTP to time of death from any cause.
Patients still alive at time of clinical cut-off will be censored at their last date known to be alive
as defined in section 4.3. For imputation of “Partial Death Date”, please refer to section 4.14.
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2222 Best Overall Response (BOR)
Main definition

BOR (e.g. complete response [CR], partial response [PR], stable disease [SD], progressive
disease [PD], not evaluable [NE]) for the MTP will defined as the best response recorded from
the randomization date until progressive disease (taking as reference for progressive disease
the smallest measurements recorded since randomization date). For patients under
maintenance treatment at time of primary analysis, the BOR will be defined based on available
tumor assessment at time of clinical cut-off. The overall response per time point reported on the
electronic Case Report Form (eCRF) by the investigator (as per RECIST v1.1) will be used for
the derivation of the BOR. No confirmation of response is required as per protocol.

A minimum interval of 28 days will be considered for SD to be assigned as best overall
response, i.e. in the case the single response is SD, SD must have been assessed no less
than 28 days after randomization date of the MTP, otherwise the best overall response will be
NE.

If the patient has missing baseline tumor assessment, best overall response will be NE.
Patients without tumor assessment after randomization will be assigned a tumor response of
NA (Not applicable).

Patients with only non-target lesions classified as having an eCRF tumor response status of
"Non-CR/Non-PD" are classified as SD.

Secondary/Sensitivity definition

BOR (e.g. CR, PR, SD, PD, NE) for the MTP will defined as the best response recorded from
the randomization date until end of maintenance treatment or progressive disease whichever
comes first (taking as reference for progressive disease the smallest measurements recorded
since randomization date).

The derivation of the BOR will be the same as for the main definition, the only change being the
time window during which the best overall response is observed. In other words, the main
definition for BOR considers all tumor assessments collected on study (i.e. including post-
treatment tumor assessments phase for patients withdrawing maintenance treatment for other
reason than PD) whereas the secondary/sensitivity definition considers only tumor
assessments collected on maintenance treatment phase (i.e within 30 days from last day of
treatment of MTP, up to the day before the start of further anti-cancer therapy, whichever
comes first). Therefore the secondary/sensitivity analysis regarding BOR is an on-treatment
analysis.

2223 Objective Response Rate (ORR)

ORR is defined as the number of patients with a BOR of CR or PR during the MTP phase
divided by the number of patients in the studied population.

2224 Disease Control Rate (DCR)

DCR is defined as the number of patients with a BOR during the MTP of CR, PR or SD divided
by the number of patients in the studied population.
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2.2.2.5 Time to Treatment Response (TTR)

TTR will be calculated for responders (i.e. patients with a MTP BOR of CR or PR) only. It will
be defined as the time from randomisation to the first occurrence of a documented objective
response (CR or PR).

2.2.2.6 Duration of Response (DoR)

DoR will be calculated for responders only. It will be defined as the time from the first
assessment of CR or PR until disease progression or death from any cause, whichever occurs
first. Patients who do not progress or die after they have had a response are censored at the
date of their last tumor measurement.

2227 Progression Free Survival 2 (PFS2)

PFS2 is defined as the time from randomisation to second objective disease progression, or
death from any cause, whichever first. Patients alive and for whom a second objective disease
progression has not been observed should be censored at the last time known to be alive and
without second objective disease progression.

Of note: Date of second objective disease progression is the first date of progressive disease
as reported on the ‘Subsequent Anti-Cancer Therapies’ eCRF page.

2.2.2.8 Other
e Change from baseline in tumor size during MTP

The change from baseline in tumor size at a specific assessment occurring during the
maintenance treatment phase will be defined as:

100*((SOD at visit x— baseline SOD) / baseline SOD)
with:
e SOD at visit x corresponding to the Sum Of target lesions Diameter (SOD) at visit

e Baseline SOD is the last SOD recorded on or prior to the randomization date in the
MTP. This baseline assessment should correspond to the tumor assessment performed
at the end of ITP as defined in section 4.10.1.

e Eastern Cooperative Oncology Group (ECOG) Performance Status (PS) during and after
MTP

2.2.3 Exploratory Efficacy Outcome Measures

2.2.31 PFS in Patients Randomized to Atezolizumab according to Modified
RECIST (mRECIST) (applicable to experimental group only of Cohort 2)

This endpoint is only applicable to patients randomized to atezolizumab. It is defined as the
time from randomisation into the MTP until disease progression per Investigator assessment
using mMRECIST (refer to Appendix 8 in protocol version 5) or death from any cause, whichever
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occurs first. Patients without an event at the time of clinical cut-off or by the date of any on-
study colorectal anti-cancer surgery with palliative or curative intent will be censored at the date
of the last evaluable tumour assessment or date of randomization, whichever comes last.

224 Safety Outcome Measures
The safety outcome measures for this study are as follows

¢ Incidence, nature and severity of all adverse events (graded according to National
Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) v4.0)

¢ All serious adverse events (SAEs)

¢ Incidence and reasons for any dose reductions, interruptions or premature
discontinuation of any component of study treatment

o Adverse events of special interest (AESI)*
¢ Clinically significant changes in laboratory values
o Vital signs

*AESI for cohort 2 are only reported for the maintenance phase, since no AESIs are defined
for the induction phase in protocol version 5.

225 Pharmacokinetic (PK) Outcome Measures
There are no PK outcome measures for this study.

2.2.6 Exploratory Biomarker Outcome Measures

The exploratory biomarker outcome measures for this study include molecular markers/marker
profiles and efficacy and/or safety outcomes. Efficacy outcomes considered for this analysis
may include, but are not limited to ORR, PFS and OS, as appropriate. Biomarkers, biomarker
profiles and microbiomes may be assessed using various methodologies including, but not
limited to, immunohistochemistry (IHC) (single and multiplex), RNA and DNA analysis (e.g.
polymerase chain reaction, next generation sequencing [NGS], mutation expression and
microsatellite instability [MSI] analyses) of tumour and/or blood samples collected from all study
patients.

Next-generation sequencing was introduced with protocol amendment 5. Retrospective NGS
will be conducted on samples collected provided appropriate consent has been obtained.
Statistical analysis will be covered in a separate SAP.

23 DETERMINATION OF SAMPLE SIZE

Estimates of overall study screening and enrolment will vary with the addition of new
maintenance treatment cohorts over the course of the study. Approximately 700 patients were
planned for enrolment in the Induction Treatment Phase of the study as described in protocol
version 5.0 in order to randomise 126 patients in Cohort 1 and 405 patients in Cohort 2.
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The calculated sample size for each study cohort has been based on an estimated recruitment
period for 11 months for Cohorts 2 and on the comparison between PFS in the experimental
and control groups of that cohort. Estimated proportions of the patients enrolled into the study
that are eligible for each cohort are based on published reports (di Nicolantonio et al. 2008)
Approximately 25% of all patients enrolled are expected to have disease progression prior to
randomisation into the Maintenance Treatment Phase (Roche, data on file). Inputs used in
cohort-specific sample size calculations are provided in Table 1.

Table 1: Sample Size Determination per Cohort

Cohort 1 Cohort 2 ‘

Percent of gtudy population eligible for cohort 10% 90%
based on biomarker status
Percent of patients eligible for cohort based on
biomarker status expected to have disease 25% 25%
progression prior to randomization
Average randomization rate (pts/month) [a] 3.5 31.5
Estimated median PFS [b] (months) -

. 7 11.5
Experimental group
Estimated median PFS [b] (months) - Control 49 75
group ' ’
Hazard ratio (HR) 0.70 0.65
Number of expected PFS events 96 259
Statistical test 1-sided 2-sided
Alpha level 10% 5%
Power 65% 90%
Randomized patients 126 405
Randomization ratio (experimental vs control) 2:1 2:1
Recruitment period (months) 36 11
Time to primary analysis of PFS (months) [c] 36 22

a. Based on 1,680 patients screened over a 3-year recruitment period
b. Per RECIST 1.1
c. Time from first patient randomized in cohort

24 ANALYSIS TIMING

The primary analysis for each cohort will be performed based on data collected until the
analysis cut-off date, defined as the time when the target number of PFS events has been
reached for that cohort, as shown in Table 1 in the number of expected PFS row. The primary
analysis for cohort 2 will occur when 259 PFS events have been observed i.e. approximately
22 months after first patient was randomized.
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Tracking of events will be performed based on the clinical database data to predict the time
when the number of targeted events is reached. Tracking of events started once accrual of the
cohort was complete and is done on a monthly basis. As the targeted number of events is
approached the more frequently the tracking of events might occur. As per prediction at the
date of signature of the version 1.0 of the SAP and as per Roche Global Medical Team meeting
on February, 13" 2017, the cut-off date for cohort 2 was initially defined to be 31 July 2017.
Following regular tracking of events, the cut-off date was revised and set to 31 May 2017.

The final analysis, which will consist of updating main time-to-event and safety endpoints, will
take place once the 24-month survival follow-up from the primary cut-off date (i.e. from the date
when 259 PFS events are reached) is complete. Final results of efficacy and safety parameters
will be reported in a separate clinical study report (CSR).

The outputs to be provided for each analysis (primary or final) are listed in Appendix 5.

Analysis for cohorts other than cohort 2 is not covered in this SAP and will be documented in
separate SAPs.

3. STUDY CONDUCT
3.1 RANDOMIZATION ISSUES

Patients will be assigned to a cohort based on the results of biomarker assessments conducted
on archival primary tumour tissue obtained during their initial CRC diagnosis. Once assigned to
a cohort, patients will be randomized on a 2:1 basis to either the experimental treatment group
or the control group of that cohort. Randomization in Cohort 2 will be stratified by geographical
region (EU, Americas, Africa or Asia), and by patient response after the Induction Treatment
Phase (CR/PR vs. SD).

3.2 INDEPENDENT REVIEW FACILITY
Not applicable.

3.3 DATA MONITORING
An iDMC is responsible for:

o evaluating the safety of the patients participating in the trial at regular intervals
throughout the study,

e making recommendations as to whether cohort recruitment should continue based on
benefit-risk evaluations that include efficacy as well as safety data. To minimize the
impact of such reviews on efficacy endpoint analyses, efficacy data included in these
reviews has to be specified by the iDMC at a preceding iDMC meeting and has to be
documented in the iDMC meeting minutes,

e performing a review of the safety data from a prespecified number of initial patients for
experimental combinations with inadequate prior safety experience to assure
appropriate dosing (e.g. as required for the experimental combination of ‘5-FU/LV +
cetuximab + vemurafenib’).
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4, STATISTICAL METHODS
4.1 GENERAL DESCRIPTIVE METHODS

Categorical variables

For categorical variables, summary tabulations of the number and missing observations as well
as the number and percentage within each category of the parameter will be presented.
Missing will not be considered as a separate category and thus missing observations will not be
part of the denominator to compute the percentages. Percentages will be rounded to one
decimal place. Therefore, there may be cases where for instance the total of the percentages
does not exactly equal 100%. If number of patients is ‘0’ then O will be reported instead of ‘0
(0.0%)Y

Continuous variables

For continuous variables, N, the mean, median, standard deviation, 25th and 75th percentile.
minimum and maximum values will be presented.

Time-to-event efficacy variables

Time-to-event efficacy variables (e.g. PFS and OS) summaries will include number of patients
in the population (N), number of patients with the event of interest, number of patients censored,
median and two-sided 95% confidence interval (Cl) computed according to Brookmeyer and
Crowley (1982) method. Kaplan-Meier (KM) estimates and median survival times are
calculated with the PROC LIFETEST procedure in SAS. KM curves (product-limit method) will
be presented as well as the event rates at certain time points with the relevant Cls calculated
via log-log transformation method (default option CONFTYPE=LOGLOG in SAS) based on
standard errors computed using the Greenwood’s formula.

Cox proportional hazards models

Cox proportional hazards model will be implemented using PHREG procedure with option
TIES=EXACT. It assumes that there is a true but unknown ordering for the tied event times as
contrasted to option TIES=DISCRETE which assumes that the events occurred at exactly the
same time.

Missing values

For categorical variables, summary tabulations of the number and missing observations as well
as the number and percentage within each category of the parameter will be presented.
For continuous variable, number of missing is displayed between brackets next to ‘n’, unless
otherwise specified.

Decimals
Mean, standard deviation, and median (Q1 and Q3 if applicable) will be presented with one

more decimal place compared to the raw data, minimum and maximum will be presented with
same number of decimal places as the raw data. Hazard ratio, odds ratio will be provided with
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two decimals. P-value will be provided with three decimals. If <0.001, then ‘<0.001" will be
displayed.

4.2 DEFINITION OF TREATMENT PHASE
In this study, there are 3 treatment phases:

1. Patients are treated first in the Induction Treatment Phase (ITP) for a planned duration of
8 cycles, i.e. 16 weeks.

2. If they do not experience any progressive disease before or at the end of the ITP, are not
considered resectable at the end of the ITP and do not withdraw from the study and are still
eligible for any cohort, they are randomized and treated in the Maintenance Treatment
Phase (MTP).

3. If they discontinue study treatment for any reason during the Induction or Maintenance
Treatment Phases, do not withdraw from the study and are still alive, they enter the Post-
Treatment Follow-up Phase.

4.2.1 Induction Treatment Phase (ITP)

ITP is defined as the time from first study drug administration until
e the day before the randomization for patients continuing treatment in the MTP
e the last assessment date otherwise

The first day of treatment in the ITP is defined as the earliest day of a non-null administration
of any induction phase treatment.

The last day of treatment in the ITP is defined as the last day of the last initiated cycle of the
induction phase, or as the death day if the patient died in between. A two-week cycle duration
is assumed.

Baseline evaluations for the ITP will be those performed not earlier than 28 days prior to the
first day of treatment in the induction phase, unless otherwise stated. The latest available
assessment up to start of the first day of treatment in the induction phase will be considered as
baseline. For laboratory examinations, weight, vital signs and ECOG PS, assessments
performed on the first day of treatment of the ITP will be assumed to have been performed
before drug was given and, thus, will be considered as baseline evaluations.

On-treatment evaluations for the ITP will be post baseline evaluations performed until
o the day before the randomization for patients continuing treatment in the MTP
e (including) the study treatment discontinuation visit within 30 days after last day of
treatment of the ITP (as defined above), for patients not randomized in the MTP.

4.2.2 Maintenance Treatment Phase (MTP)

MTP is defined as the time from randomization into MTP until (including) the study treatment
discontinuation visit in the MTP.
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The first day of treatment in the MTP is defined as the earliest day of a non-null
administration of any maintenance phase treatments.

The last day of treatment in the MTP is defined as the last day of the last initiated cycle of the
maintenance phase, or as the death day if the patient died in between. A two-week cycle
duration is assumed.

Baseline evaluations for the MTP will be those performed prior to the first day of treatment in
the maintenance, unless otherwise stated. The latest available assessment prior to the first day
of treatment in the maintenance phase will be considered as baseline for safety assessments.
For laboratory examinations, weight and vital signs, assessments performed on the first day of
treatment of the MTP will be assumed to have been performed before drug was given and, thus,
will be considered as baseline evaluations. For subjects randomized but not treated in the MTP,
the latest available assessment before or on randomization date (including assessments from
ITP) will be considered as baseline for the MTP.

For efficacy assessments, the latest available assessment prior or on the randomization date
will be considered as baseline.

On-Treatment evaluations for the MTP will be evaluations performed on or after the first day
of treatment in the MTP within 30 days from last day of treatment in the maintenance phase.
On-treatment laboratory will be all values collected after the first day of treatment in the
maintenance phase and within 30 days from last day of treatment in the maintenance phase
(as defined above). For adverse events, treatment emergent adverse events (TEAEs) will be
events occurring on or after the first day of treatment in the MTP within 30 days (for patients in
control group, i.e. not treated with atezolizumab) and 90 days (for patients in experimental
group, i.e. treated with atezolizumab) from last day of treatment in the maintenance phase (as
defined above).

423 Post-Treatment Follow-up Phase

Post treatment Follow-up Phase is defined as the time from (excluding) the study treatment
discontinuation visit until the last available assessment date before clinical cut-off date. For
patients-who discontinue study treatment but without any study treatment discontinuation visit
date, please refer to 4.14 for imputation of this missing visit date.

Post-Treatment Follow-up evaluations will be evaluations performed according to the
protocol after the study treatment discontinuation visit.

4.3 DATA CONVENTION

All data will be listed (e.g. pre-treatment serious adverse events), whereas only baseline and
on-treatment assessments will be considered for summary tables.

Baseline and on-treatment data will be flagged in the data listings as well as the different
phases of the study.

The overall column will not be displayed in any summary tables.

The following conversion factors will be used to convert days to months or years, where
applicable:
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o 1 week=7 days
o 1 month = 30.4375 days
e 1 year = 365.25 days

Age at informed consent (IC) {in years} = (date of informed consent — date of birth) / 365.25
To calculate duration / time between two dates the following convention will be used:
[later date] — [earlier date] + 1 day

Durations and times between two dates will be calculated only when both start and end dates
are available (imputed dates cannot be used for computation), apart for overall survival when
date of death has only day as missing)..

Body surface area (BSA) will be recalculated based on the height and weight of the patient
using the following formula:

BSA (m?) = ([Height {cm} x Weight {kg}] / 3600)"
Body mass index (BMI) will be calculated using the following formula:
BMI (kg/m?) = Weight {kg} / Height* {m}

The last known date to be alive will be the latest date among all dates specified in the eCRF
except the following:

e Survival Follow-up date when status is either dead (in this case the date of death is
specified on the Adverse events or Study Completion/Early Discontinuation or SAE
reporting summary form) or lost to follow-up (in this case last date known to be alive is
specified on the Survival follow-up form)

o Study Completion/Early Discontinuation date when reason is neither death or lost to
follow-up.

o A sample / record with test ‘Not Done’.

4.4 COMPUTING ENVIRONMENT

All statistical analyses will be performed using SAS statistical software (Version 9.2 or newer
version), unless otherwise noted.

4.5 GRADING AND CODING OF ADVERSE EVENTS, LABORATORY
PARAMETERS AND MEDICATIONS

Laboratory results, adverse events, and other symptoms will be graded using the National
Cancer Institute (NCI) Common Terminology Criteria for Adverse Event (CTCAE), version 4.0,
except where CTC grades are not available.
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Adverse events and relevant Medical History data fields (i.e. prior symptoms / AEs) will be
coded using the most recent version of Medical Dictionary for Regulatory Activities (MedDRA)
dictionary available at the time of analysis.

Prior and concomitant anti-cancer therapy / other medications will be coded using the most up-
to-date version of the in house Genentech Drug Thesaurus Dictionary.

Dictionary versions used will be displayed in analysis outputs.

4.6 ADUSTMENTS FOR COVARIATES

When indicated, efficacy analysis will be adjusted i.e. the covariates will be incorporated in the
model used to assess the treatment effect upon the efficacy endpoints. The covariates below
will be considered:

o Geographical region as per clinical database: EU, Americas, Africa or Asia. For
inferential analysis, “EU” will be used as reference. Note: if the number of patients in a
region is small, the region will be pooled (e.g. EU vs Rest of the world).

o Patient response after induction treatment as per eCRF data: CR/PR vs. SD. For
inferential analysis, “SD” will be used as reference, unless otherwise specified.

4.7 SUBGROUP ANALYSIS

The following subgroups will be considered to repeat PFS and OS analysis by subgroup:

o Demographic characteristics:
o Age (<65 years, >= 65 years)
o Gender (male vs female)
o Region as per clinical database (EU versus Rest of the World)
o Tumor response at end of ITP (SD vs. CR/PR) as per eCRF
o Baseline ECOG performance status (0 vs. 1/2),
e Baseline disease characteristics:
o Initial AJCC/UICC stage (stage l/ll/lll vs. stage IV)
Prior systemic adjuvant therapy (yes vs no)
Number of metastatic sites at screening (<2 x vs. >= 2)
Liver metastatic site at baseline (yes vs no)
Cancer type (colon vs rectal)
Tumor colon location (right vs left)
o Initial diagnosis (synchronous vs metachronous)
o Biomarker:
o RAS status (RASwt vs RASmut)
Microsatellite stability status (MSS vs MSI-H)
RAS status (RASwt vs RASmut) for MSS patients
Tumor colon location (right vs left) for RASwt patients
Tumor colon location (right vs left) for RASmut patients
Tumor colon location (right vs left) for MSS patients

O O O O O

O O O O O

The subset tumor colon location (left, right) will be derived based on the primary tumor location
information collected on the colorectal cancer history eCRF page. Right colon is defined as
patients with ceacum, appendix, ascending colon or right hepatic flexture or transverse colon
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as primary tumor location. Left colon is defined as patients with left splenic flexture or
descending colon or sigmoid or rectum as primary tumor location.

The subset cancer type (colon, rectal) will be derived based on the primary tumor location
collected on the colorectal cancer history eCRF page. Colon cancer type is defined as patients
with ceacum, appendix, ascending colon or right hepatic flexure or transverse colon or left
splenic flexure or descending colon or sigmoid as primary tumor location. Rectal cancer type is
defined as patients with rectum as primary tumor location.

The subset initial diagnosis (synchronous, metachronous) will be derived based on the time
from initial histological diagnosis to first diagnosis of metastatic disease. If this time is longer
than 6 months then the initial diagnosis of the corresponding patient will be considered
metachronous, or as synchronous otherwise. In case date of first diagnosis of metastatic
disease is missing, this one will be replaced by the date of first diagnosis of locally recurrent
disease. In case both are missing, the corresponding patients will be excluded from the
corresponding subgroup analysis. In case one of the dates (i.e. date of initial histological
diagnosis or date of first diagnosis of metastatic disease or date of first diagnosis of locally
recurrent disease) is partially missing, it will be imputed as described in section 4.14.

4.8 ANALYSIS POPULATIONS

The following patient populations will be evaluated and used for presentation and analysis of
the data.

4.8.1 All Population

ALL Population: The ALL population consists of all patients without a confirmed BRAF
mutation result who signed an Inform consent form until June 3, 2016.

Induction Treatment Phase (ITP) Population: all patients included in the ALL Population and
who are treated in the ITP, i.e. who received at least one non-null dose of any study
medications during the ITP. ITP population is the main population to be used to summarize ITP
data and Post Induction Treatment data. The 2 following groups will be considered when
tabulating ITP data: patients randomized into MTP versus patients not randomized into MTP.
Post Induction Treatment data will be summarized using one single group, i.e. patients not
randomized into MTP. ITP population will be the main population for the data listings, unless
otherwise specified; the 3 following groups will be displayed in listings: patients randomized in
the experimental group of MTP, patients randomized in the control group of MTP, patients not
randomized into MTP.

4.8.2 Randomized Population

Maintenance Treatment Phase (MTP) Population is defined as all patients randomized into
the Cohort 2 MTP of the study, irrespective of whether or not they received study medication.
Patients will be allocated to the treatment group into which they were randomized (as per
interactive voice or web-based response system [IXRS]). The MTP population is the primary
population for the analysis of efficacy parameters and baseline characteristics for the MTP. The
MTP population will be used as well to report the Post Maintenance Treatment data.
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4.8.3 Safety Population

Safety (SAF) Population: all patients randomized in Cohort 2 who have been treated, i.e. who
received at least one non-null dose of any study medications during the MTP.

Patients will be allocated to the treatment group they actually received using the following rule:

e Patients receiving at least one dose (non-null) of atezolizumab, while on treatment will
be allocated to the experimental group FP+bevacizumab+ atezolizumab. Even if a
patient was allocated to the control group and received by mistake a dose of
atezolizumab, then this patient will be reallocated to the experimental group.

e Patients who did not receive any dose of atezolizumab will be allocated to the control
group FP+bevacizumab.

The SAF population is the primary population for the analysis of MTP safety parameters.

4.8.4 Per Protocol (PP) Population

As stated in the protocol, the PP Population will not be defined for this study but major protocol
violations will be listed.

4.8.5 Pharmacokinetic-Evaluable Population
Not applicable.

4.8.6 Biomarker-Evaluable Population
Not applicable.

4.9 ANALYSIS OF STUDY CONDUCT

This SAP focuses only on the description of the analysis required for cohort 2 data. All MTP
data will be reported. ITP data for non-BRAF mutant patients randomized and not randomized
into the MTP will be tabulated in 2 separate columns. Post-treatment data will be reported
separately for induction and maintenance. This Post-treatment data includes adverse events,
deaths, subsequent anti-cancer therapies and tumor assessments (untii PD if PD not
experienced before study treatment discontinuation visit), but this last one applies only for Post
Maintenance treatment.

49.1 Patient Disposition

The patient disposition table for ITP will be based on the ALL population and will include the
following information:

e Number of patients enrolled (ALL)

e Number of patients not treated in induction who discontinued trial without being treated and
associated reason
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e Number of patients treated with induction treatment (ITP population)
e Number of patients who completed the ITP

e Number of patients treated in induction who discontinued early ITP and reason for early
discontinuation

e Number of patients treated in induction and not randomized who went to post-treatment
follow-up phase post induction

e Number of patients being treated in induction who discontinued study prior to MTP and
associated reason

The patient disposition table for MTP will include the following information:
e Number of randomized patients (MTP population) (percentage based on MTP)
e Number of randomized patients without being treated in MTP still on-trial

e Number of randomized patients who discontinued trial without being treated in MTP and the
corresponding reason for trial discontinuation (percentages based on MTP)

e Number of treated patients with maintenance treatment (SAF) (percentages based on MTP)

e Number of patients treated who discontinued all treatments received in MTP and the reason
for discontinuation from each maintenance treatment (percentage based on MTP). All
reasons for treatment discontinuation will be displayed and will be taken from the individual
treatment completion/Early discontinuation eCRF pages.

e Number of patients treated in MTP who discontinued trial during MTP and the corresponding
reason for trial discontinuation (percentages based on MTP)

e Number of patients who entered in the follow-up post-MTP

e Number of patients being treated in MTP who discontinued trial during follow-up and the
corresponding reason for trial discontinuation (percentages based on MTP)

A consort flow diagram will be provided to show progress of screened patients who signed an
informed consent form until June 3, 2016 and especially for non-BRAF mutant patients through
the different phases (screening, ITP, MTP, end of treatment, follow-up, end of study).

The following supportive listings will be provided:

e Patient disposition (including the tumor response status at the end of ITP) and study
termination information based on ITP
e Patients who discontinue treatment due to AE (based on ITP)

49.2 Protocol Deviations

All major protocol deviations from Protocol Deviation Management System (PDMS) will be
reported for each phase separately and will be summarized by group. The ITP population will
be used for ITP data and the MTP population for the MTP data.
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The following will be displayed

o Number of patients having at least one major protocol deviation

o Number of patients by major protocol deviations category
Listings for protocol deviations and analysis population will be provided based on ITP
population.

410 ANALYSIS OF TREATMENT GROUP COMPARABILITY
4101 Demographics and Baseline Disease Characteristics

Baseline and demographic characteristics will be summarized using descriptive statistics. No
formal statistical comparisons will be performed.

Summaries of Patient Demographics will be provided based on the ITP and MTP population
and will present the following information:

Age at informed consent (yrs)

Age categories (yrs) : < 18, 18-64, 65-84, 85 and over

Sex

Ethnicity: Hispanic or Latino, Not Hispanic or Latino, Not reported, Unknown

Race

Region: Europe, Americas, Africa, Asia (derived based on country information from the
clinical database)

Smoking status: Never, Current, Previous

Alcohol use history: Never, Current, Previous

Drug Use: Never, Current, Previous

ECOG Performance Status at baseline: 0,1,> 1,

Baseline Weight (kg)

BMI (see definition in section 4.3)

BSA (see definition in section 4.3)

Baseline Height (cm)

Female reproductive status (for female participants only. Percentage will be based on
the total number of female patients)

The summary of patients characteristics based on MTP will include in addition the serology
results (positive, negative, not done) for the following parameters HIV, Hepatitis B surface
antigen (HBsAg), Hepatitis B core antibody (HBcAb), HCV Antibody, HCV RNA (only if HCV
Antibody positive). For the summary based on MTP only, ECOG and weight collected just prior
to or on the first day of MTP will be used as baseline. Please refer to sections 4.2.1 and 4.2.2
for further details related to definition of baseline evaluations.

All the biomarker outcomes of interest as per section 4.7 will be summarized using descriptive
statistics by treatment group on MTP population:

Given that the end of the induction phase is the same timepoint as the baseline tumor response
for the MTP two summary tables presenting the information as mentioned below will be
produced. One for the tumor response status at the end of the induction phase based on ITP
and as per data collected on the eCRF and will present the following information.

o Number of patients with CR or PR at end of ITP
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Number of patients with SD at end of ITP
Number of patients with PD at end of ITP
Number of patients with NE at end of ITP
Number of patients with NA at end of ITP (i.e. no tumor response during ITP)

Another table will be generated for baseline tumor response for the MTP based on MTP and as
per data collected on the eCRF and will present the following information.

o Number of patients with CR or PR at end of ITP
o Number of patients with SD at end of ITP
e Number of patients with tumor response other than CR, PR or SD at end of ITP

The number of patients in MTP will be summarized by country and study center (as per clinical
database and by treatment group based on the MTP population.

In addition, the number of patients will be summarized by the following stratification factors as
per IXRS, by treatment group on the MTP:

e Region
o European Union
o Americas
o Africa
o Asia
e Tumor response at the end of ITP
o CR/PR
o SD

A table will show the concordance between the tumor response status at the end of ITP as per
IXRS and the tumor response status at the end of ITP as per data collected on the eCRF. This
table will be based on the MTP population and will display the following categories:

o CR/PR, SD, Total for the IXRS tumor response
CR, PR, CR/PR, SD for eCRF tumor response

eCRF Tumor response status (CR, PR, SD, PD, NE) at the end of ITP is defined as the last
tumor response observed during the ITP. Patients without tumor assessment after first day of
induction treatment will be assigned a tumor response of NA (Not available).
Patients with only non-target lesions classified as having an eCRF tumor response status at the
end of the ITP of "Non-CR/Non-PD" are classified as SD for the 2 summary tables mentioned
above.

Summary of colorectal cancer history will be provided based on the ITP and MTP population
and will present the following information:

e Histological grade at diagnosis
e Location of primary tumor
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Colon Location: left, right

Cancer type: colon, rectal

Initial AJCC/UICC stage

Initial diagnosis: synchronous, metachronous

Locally recurrent disease: yes, no

Metastatic disease: yes, no

Sites of metastatic disease at time of study enrolment (adrenal gland, ascites, bone,
liver, lung, mediastinum, skin, other)

Liver as metastatic site: yes, no

Extent of disease by number of sites at time of study enrolment: 0, 1, > 1

Time from initial diagnosis to first dose of ITP (in years)

Time from first diagnosis of locally recurrent disease to first dose of ITP (in years)
Time from first diagnosis of metastatic disease to first dose of ITP (in years)
Number of target lesions at baseline

Of note, if start and/or end dates are incomplete or missing the corresponding time between the
start and the end date cannot not be derived. In this case, time from initial diagnosis to first
dose of ITP or time for first diagnosis of locally recurrent disease to first dose of ITP or time
from first diagnosis of metastatic disease to first dose of ITP cannot not be derived and will be
missing.

Summary of RECIST tumor-specific characteristics at baseline will be generated on the MTP
population and will provide the following information:

¢ Number of site/organs involved; 1, 2, >2
e Site/organ type involved: colon, rectum, liver, lung, lymph nodes, peritoneum, brain,
other
o Type of lesions: target only, non-target only, target and non-target lesions
Of note for the above summary table, tumor-specific characteristics at baseline refer to the
tumor assessment prior to randomization in MTP, i.e. last tumor assessment from the induction
treatment phase.

The following listings will be provided:

o Patient Demographics based on ITP population

e Biomarker status based on MTP population

e Serology values and tuberculosis test values (for which results are collected prior to
randomization only to determine eligibility for randomization in MTP) based on MTP
population

e Patients by randomization stratification factors as per IXRS and eCRF (based on MTP)

o Colorectal cancer history based on ITP population

4.10.2 Medical History

Medical history, as collected on the “General Medical History and Baseline Conditions” eCRF
page will be summarized using the ITP and MTP population. This summary table will include
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the number and percentage of patients with at least one medical history by Primary System
Organ Class (SOC) sorted in a descending order of the total frequency count and by preferred
term [PT] (sorted in a descending order of the total frequency count within each SOC).

A patient with more than one occurrence of the same medical history in a particular SOC/PT
will be counted only once in the total of those experiencing events in that particular system
organ class/preferred term.

Medical history data will be listed based on ITP population.

4.10.3 Prior and Concomitant Medications
4.10.3.1 Prior Anti-Cancer Treatment/Procedure

Prior anti-cancer treatments/procedures summary based on the ITP and MTP population will
present the following information:

¢ Number of patients with prior colorectal cancer surgery: Yes, No

¢ Number of patients by site of prior colorectal cancer surgery: Colon, Rectum, Colon and
Rectum, Other.

Number of patients with prior radiotherapy: yes, no

Number of patients with prior anti-cancer therapies: yes, no

Number of patients by setting of prior systemic therapy

Number of patients with prior systemic adjuvant therapy: yes, no

Number of regimens for prior systemic therapy: 0, 1, 2, >=3.

The following listings will be provided based on the ITP population:

e Prior anti-cancer therapy
e Prior cancer radiotherapy
e Prior cancer colorectal surgery

4.10.3.2 Non Anti-Cancer Treatment/Procedure

A prior medication/therapy is defined as any medication/therapy with an end date prior to the
start of the induction treatment.

Concomitant medication for ITP

Concomitant medication includes both medication concomitant at baseline and concomitant
medication initiated post-baseline. It is defined as any medication/therapy with

o start date before or on:
o the randomization date for patients randomized in the MTP
o last dosing date of ITP+30 days for patients not randomized in the MTP
e and end-date on or after first dosing date of the ITP or with a missing (ongoing) end-
date

Concomitant medication for MTP

It is defined as any medication/therapy with
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o start date before or on last dosing date in the MTP+30 days
¢ and end-date on or after first dosing date of the MTP or with a missing (ongoing) end-
date.

Post-treatment Medication

It is defined as any medication/therapy with a start date more than 30 days after the last dosing
date.

In case a medication has an incomplete or missing start date/end date, please refer to section
4.14 for the rules to be applied in order to identify prior, concomitant or post-treatment
medications.

Prior and Concomitant Medications/therapies will be summarized. Summary tables will present
number and percentage of patients with any medication overall and by Drug Thesaurus Class
and Generic Name. At each level of summation (overall, Drug Thesaurus Class, Generic
Name), patients reporting more than one medication are counted only once. Drug Thesaurus
Class will be sorted in a descending order of the total frequency count and the generic names
with the highest frequency will be displayed first within each Drug Thesaurus class, unless
otherwise indicated. The analysis population will be the ITP and the MTP population for ITP
and MTP data, respectively.

The following tables will be provided:

Prior medications based on ITP population

Concomitant medications for the ITP based on ITP population

Concomitant medications for the MTP based on SAF population

Concomitant radiotherapy performed during the ITP based on ITP population (as

collected on the On-Study Cancer Radiotherapy eCRF page): Number of patients with

radiotherapy, site (colon, other) and setting (neo-adjuvant, adjuvant, palliative. other) of

therapy

e Concomitant radiotherapy performed during the MTP based on SAF population (as
collected on the On-Study Cancer Radiotherapy eCRF page): Number of patients with
radiotherapy, site (colon, other) and setting (neo-adjuvant, adjuvant, palliative, other) of
therapy

o Concomitant colorectal cancer surgery during ITP based on ITP: Number of patients
with at least one surgery, site of surgery, surgical procedure and intent

e Concomitant colorectal cancer surgery during MTP based on SAF: Number of patients

with at least one surgery, site of surgery, surgical procedure and intent

Corresponding listings will be provided using the ITP population.

4104 Subsequent Anti-Cancer Therapy

Post Induction Treatment and Post Maintenance Treatment subsequent anti-cancer therapies
will be listed using the ITP population who has a study treatment discontinuation visit date.
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4.11 EFFICACY ANALYSIS

Efficacy analysis will be conducted on the data collected during the MTP/Post maintenance
treatment (when applicable) and using the MTP population. Analysis will be performed by
randomized treatment group. Tumor assessments collected during the ITP will be listed only
but will not be part of the efficacy analysis and will be listed on the ITP population. ITP and
MTP tumor assessment will be flagged, as appropriate for patients randomized in the MTP.

All formal statistical tests will be two-sided and performed at an alpha of 5%. Therefore 95%
two sided CI will be presented. No adjustment will be made for multiplicity of testing secondary
endpoints or subgroups for single efficacy endpoints.

4111 Primary Efficacy Endpoint
The primary efficacy objective of this study is to evaluate PFS.

To answer the primary objective, the following null and alternative hypotheses will be tested

e HO: the distribution of the PFS time is the same in the two treatment groups, i.e. PFS
(Experimental group) = PFS (Control group)
o H1: the distribution of the PFS time is different in the two treatment groups, i.e. PFS
(Experimental group) # PFS (Control group)
The primary analysis of PFS will be a comparison between the experimental and the control
group using an unstratified log-rank test. Please refer to Appendix 4 for the SAS code to be
used.

PFS for each treatment group will be estimated using KM product-limit method estimates. PFS
will be summarized by treatment group and will display the following information:

Number of patients in the population (N)
Number of patients with PFS event
Number of patients censored
Median and two-sided 95% CI| computed according to Brookmeyer and Crowley method,
25th and 75th quantile, and the corresponding two-sided 95% CI computed according to
Brookmeyer and Crowley method,
e Minimum and maximum
e The PFS rates (with the two-sided 95% Cl ) at 3, 6, 9, 12, 15 and 18 months
e Unstratified log-rank test p-value
KM plot of PFS by treatment group will be generated.

PFS time will be listed on MTP population in a dedicated time to event listing.

Model checking

Sensitivity analyses concerning proportional hazards assumption will consist of log-log-Survival
plots (log(-log(S(t))) vs log(time) by treatment group (plots=(lls) in PROC LIFETEST).
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4.11.2 Secondary Efficacy Endpoints

411.21 Overall Survival

This study is not powered for OS, so adequately powered statistical testing for this endpoint will
not be possible. However, the results of an unstratified log-rank test will be provided in an
exploratory manner to assess the difference between treatment groups for OS.

The same analysis as those described for the primary endpoint will be repeated for OS on MTP
population The survival rate will be displayed at the following time points: 6, 9, 12 and higher
(every 3 months) if appropriate.

OS time will be listed on MTP population in a dedicated time to event listing.

4.11.2.2 Overall Response Rate (based on Primary Definition of BOR)
The Best Overall Response for MTP as per main definition will be tabulated on MTP by
treatment group.

ORR for the MTP will be summarized in each treatment group on MTP and will present the
number and percentage of patients with objective response (CR or PR) as best response along
with the two-sided 95% Clopper-Pearson confidence interval. The difference in ORR among
treatment groups will be estimated with associated two-sided 95% CI using the Hauck-
Anderson approach. The treatment difference will be tested using a Chi-square test at a two-
sided alpha level of 5%.

A logistic regression analysis, using treatment and the stratification factors as covariates will be
performed. An estimate of the odds ratio with an associated two-sided 95 % confidence interval
and a p-value for the coefficient will be presented for each covariate, including treatment.
Please refer to Appendix 4 for the SAS code to be used. The stratification factors: region as per
clinical database and tumor response at end of induction as per eCRF data will be included as
covariates as mentioned below:

cov1 (EU vs Americas)

cov2 (EU vs Africa)

cov3 (EU vs Asia)

cov4 (SD vs CR/PR)

Note: EU and SD will be used as reference. If the number of patients in a region is small,
regions may be pooled together (e.g. EU vs Rest of the world).

Forest plots displaying ORR odds ratio from the logistic regression by subgroups will be
generated, for further details please refer to section 4.11.5.

Waterfall plots (both treatment groups one the same plot) of the best percentage change from
baseline in sum of diameter collected during the MTP will be provided.

A listing of tumor assessments per timepoint will be provided based on the ITP. It will include:

MTP/ITP/Post-treatment flag
visit

imaging date

lesions number
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location, site/organ, assessment method and type of lesion
diameter (mm) for target lesion, status for non-target lesion
sum of diameter of target lesions (mm)
response per timepoint for target lesion and non-target lesion, presence/absence of
new lesion(s)

e overall Response per timepoint
Information will be collected from the “RECIST 1.1 Target Lesions”, “RECIST 1.1 Non-Target
Lesions”, “RECIST 1.1 New Lesions” and "RECIST 1.1 - Overall Response Assessment" eCRF
pages.

Another listing based on the MTP population will provide the best overall response (main and
secondary definitions), time to response and the duration of response. Censored patients for
the duration of response will be flagged as per section 2.2.2.6.

411.2.3 Overall Response Rate (based on Secondary Definition of BOR)
The analyses performed for Overall Response Rate for MTP based on main definition of BOR
will be repeated using secondary definition of BOR (refer to section 0).

411.2.4 Disease Control Rate
Same analysis as described for ORR for MTP will be provided for the following endpoints:

e DCR for MTP based on main definition of BOR using the MTP population
¢ DCR for MTP based on secondary definition of BOR using the MTP population
All corresponding information will be listed on the MTP population.

411.2.5 Time to Treatment Response

Time to objective response (CR and PR) for each treatment group will be summarized
separately based on the main and secondary definition of BOR using descriptive statistics
(median, minimum and maximum) which will be calculated using PROC UNIVARIATE and are
based on MTP population restricted to responders.

Two separate summary tables will be created: one for the time to response by considering all
tumor assessments as in the main definition of BOR and another one by considering on-
treatment tumor assessment as in the secondary definition of BOR. No formal statistical
comparisons between the treatment groups are planned.

Time to response will be listed on MTP.

4.11.2.6 Duration of Response

The duration of response (DoR) for each treatment group will be estimated using KM product-
limit method estimates. Summary table for duration of response based on MTP population
restricted to responders will display, by treatment group, the number of patients with best
overall response CR or PR (N), number of patients with progression or death, number of
patients censored, min, max, 25th quantile, 75th quantile and median with the associated two-
sided 95% Cls computed according to Brookmeyer and Crowley method.
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Two separate summary tables will be created: one for duration of response by considering all
tumor assessments as in the main definition of BOR and another one by considering on-
treatment assessments as in the secondary definition of BOR.

The duration of response will be compared between the experimental and the control group
using an unstratified log-rank test.

Duration of response will be listed on MTP.

4.11.2.7 Progression-Free Survival 2 (PFS 2)

PFS2 will be estimated using KM product-limit method estimates. Number of patients in the
population, number of patients with PFS2 events, number of patients censored, min, max, 25th
quantile, 75th quantile and median with the associated two-sided 95% Cls computed according
to Brookmeyer and Crowley method as well as PFS2 rates (with the two-sided 95% Cl ) at 6, 9,
12, 15, 18 months (and higher every 3 months if appropriate) will be reported.

PFS2 hazard ratio, and its 95% two-sided confidence interval, of experimental group versus
control group, will be estimated using a Cox proportional hazards model with treatment as the
single covariate.

As for OS, despite not being adequately powered for PFS2, an unstratified log-rank test will be
performed in an exploratory manner to assess the difference between treatment groups.

KM plot of PFS2 by treatment group will be generated.
PFS2 time will be listed on MTP population.

4.11.2.8 Eastern Cooperative Oncology Group (ECOG) Performance Status
Summary table presenting the number of patients and percentage by ECOG performance
status will be displayed by visit occurring during the MTP. In addition, a shift table of MTP
baseline ECOG PS versus ECOG PS at the end of MTP will be provided. Supportive listing will
be provided for the MTP.

ECOG PS data will be listed based on the ITP population. ITP and MTP evaluations will be
flagged.

411.3 Exploratory Efficacy Endpoints

4.11.3.1 PFS in Patients Randomized to Atezolizumab (Anti-PD-L1 Antibody)
According to mRECIST (Experimental Group Only)

This endpoint will only be assessed in patients from MTP population randomized to the

experimental group (i.e. patients treated with atezolizumab). The Overall patient response per

Modified RECIST and per timepoint will be retrieved from the “Modified RECIST Response

Assessment” eCRF page.

PFS will be estimated using KM product-limit method estimates. Number of patients in the
population, number of patients with PFS events, number of patients censored, min, max, 25th
quantile, 75th quantile and median with the associated two-sided 95% Cls computed according
to Brookmeyer and Crowley method as well as PFS rates (with the two-sided 95% Cl ) at 3-, 6-,
12- and 18-month will be reported.
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KM plot of PFS for this experimental group will be generated. This KM plot will display the 3
following curves on the same graph:

o KM curves of PFS for the experimental and control group as per RECIST 1.1

o KM curve of PFS for the experimental group according to mRECIST
Supportive listing for Overall Response per timepoint and for PFS as per Modified RECIST will
be provided.

411.4 Sensitivity Analyses

In addition, the following sensitivity analyses will be performed on PFS, the primary efficacy
endpoint:

e The PFS hazard ratio, and its 95% two-sided confidence interval, of experimental group
versus control group, will be estimated using a Cox proportional hazards model with
treatment as the single covariate. Please refer to Appendix 4 for the SAS code to be
used.

e The PFS hazard ratio, and its 95% two-sided confidence interval, of experimental group
versus control group, will be estimated using different adjusted Cox proportional
hazards models, using as covariates the treatment and the stratification factors, i.e.
region (as per clinical database) and tumor response at the end of induction treatment
as mentioned below

o cov1 (EU vs Americas), cov2 (EU vs Africa), cov3 (EU vs Asia) cov4 (SD vs
CR/PR as per eCRF)
o cov1 (EU vs Americas), cov2 (EU vs Africa), cov3 (EU vs Asia) cov4 (SD vs
CR/PR as per IXRS)
o cov1 (EU vs Rest of the world), cov2 (SD vs CR/PR as per eCRF)
o cov1 (EU vs Rest of the world), cov2 (SD vs CR/PR as per IXRS)
Note: If the number of patients in a region is small, only models with pooled region (i.e. EU
vs Rest of the world) will be considered.

e A sensitivity analysis will be performed for PFS by considering all PFS events reported
in MTP regardless of the surgery.

An unstratified log-rank test will be performed to compare PFS between the
experimental and the control group. PFS will be estimated for each treatment group
using KM product-limit method estimates. PFS will be summarized by treatment group
and will display the information as mentioned in section 4.11.1. The PFS hazard ratio,
and its 95% two-sided confidence interval, of experimental group versus control group,
will be estimated using a Cox proportional hazards model with treatment as the single
covariate.

¢ A sensitivity analysis will be performed for PFS, using an on-treatment PFS analysis as
below:

The derivation of the PFS will be the same as per section 2.2.1, the only change being
the time window during which the progression free survival is observed. In other words,
the primary endpoint PFS considers all tumor assessments and deaths reported on
study (i.e. including Post Maintenance Treatment tumor assessments for patients
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withdrawing maintenance treatment for other reason than PD) whereas the on-
treatment definition considers only tumor assessments and death reported on
maintenance treatment (i.e within 30 days from last day of treatment of MTP, up to the
day before the start of further anti-cancer therapy, whichever comes first).

Using the on-treatment PFS, an unstratified log-rank test will be performed to compare on-
treatment PFS between the experimental and the control group. On-treatment PFS will be
estimated for each treatment group using KM product-limit method estimates. On-treatment
PFS will be summarized by treatment group and will display the information as mentioned
in section 4.11.1. The on-treatment PFS hazard ratio, and its 95% two-sided confidence
interval, of experimental group versus control group, will be estimated using a Cox
proportional hazards model with treatment as the single covariate.

o A sensitivity analysis will be performed for PFS considering the first 259 PFS events.
For this sensitivity analysis, PFS definition as per section 2.2.1 will be used and a new
cut-off date being the date of the 259" PFS event will be applied. For event/censor date
from the primary analysis that was after the new cut-off date, then the patient will be
censored at the last tumor assessment available prior the new cut-off date.

An unstratified log-rank test will be performed to compare PFS considering the first 259
PFS events between the experimental and the control group. PFS considering the first 259
PFS events will be estimated for each treatment group using KM product-limit method
estimates. PFS will be summarized by treatment group and will display the information as
mentioned in section 4.11.1. The PFS hazard ratio, and its 95% two-sided confidence
interval, of experimental group versus control group, will be estimated using a Cox
proportional hazards model with treatment as the single covariate.

¢ A sensitivity analysis will be performed for PFS considering the planned sample size as
per protocol, i.e. the first 405 randomized patients. For this sensitivity analysis, both
PFS definition as per section 2.2.1 and a subset of the MTP population considering the
first first 405 randomized patients will be used.

An unstratified log-rank test will be performed to compare PFS considering the first 405
randomized patients between the experimental and the control group. PFS considering the
first 405 randomized patients will be estimated for each treatment group using KM product-
limit method estimates. PFS will be summarized by treatment group and will display the
information as mentioned in section 4.11.1. The PFS hazard ratio, and its 95% two-sided
confidence interval, of experimental group versus control group, will be estimated using a
Cox proportional hazards model with treatment as the single covariate.

e The OS hazard ratio, and its 95% two-sided confidence interval, of experimental group
versus control group, will be estimated using a Cox proportional hazards model with
treatment as the single covariate. Please refer to Appendix 4 for the SAS code to be
used.

e For ORR and DCR, a logistic regression analysis, using treatment as single covariates
will be performed. An estimate of the odds ratio with an associated two-sided 95 %
confidence interval and a p-value for the coefficient will be presented for treatment.
Please refer to Appendix 4 for the SAS code to be used.

o To assess any bias regarding the completeness of the follow up to capture PFS events,
KM curve with reverse censoring will be produced by treatment group. In this analysis,
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censored patients in the primary analysis will be considered as having an event, for
these patients the event date will be the date of last evaluable tumor assessment or
date of randomization, whichever comes last. Patients with a PFS event in the primary
analysis will be censored in this analysis, for these patients the censor date will be the
earliest date between PD date and death date.

4.11.5 Subgroup Analyses
Subgroup analyses of PFS and OS will be conducted on each level of the:

e Stratification factors
e Tumor colon location subset
e Biomarker subset
Please refer to section 4.7 for the definition of these subsets.

The following information will be provided/computed within each subset:

Number of patients in the subgroup

Number of patients with PFS event

Number of patients censored

Median and two-sided 95% CI computed according to Brookmeyer and Crowley method,
25th and 75th quantile, and the corresponding two-sided 95% Cl computed according to
Brookmeyer and Crowley method,

o PFS HR of experimental versus control group and its two-sided 95% CI computed by
means of an un-stratified Cox proportional hazards model with treatment as the single
covariate.

Forest plots presenting the PFS HR of experimental group versus control group and
corresponding 95% CI obtained from adjusted Cox model for each subset as defined in section
4.7 will be generated.

Forest plots presenting the OS HR of experimental group versus control group and
corresponding 95% CI obtained from adjusted Cox model for each subset as defined in section
4.7 will be generated.

Each forest plot will be provided twice one for the baseline characteristics subsets, and another
one for the biomarker subsets.

The Best Overall Response for MTP as per main and secondary definition (see section 0) will
be tabulated on MTP by treatment group on each level of the baseline and biomarker subsets
as defined in section 4.7

For each level of the baseline and biomarker subsets as defined in section 4.7, ORR for the
MTP will be summarized in each treatment group on MTP and will present the number and
percentage of patients with objective response (CR or PR) as best response along with the
two-sided 95% Clopper-Pearson confidence interval. The difference in ORR among treatment
groups will be estimated with associated two-sided 95% CIl using the Hauck-Anderson
approach.

For each level of the baseline and biomarker subsets as defined in section 4.7, a logistic
regression analysis, using treatment as single covariate will be performed. An estimate of the
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odds ratio (experimental vs control group) with an associated two-sided 95 % confidence
interval will be provided.

Forest plots displaying the ORR odds ratio of experimental group compared to control group
and corresponding 95% CI from the logistic regression with treatment as unique covariate for
each subset as defined in section 4.7 will be provided. One forest plot will be generated for
baseline characteristics subsets, and another one for the biomarker subsets.

No formal statistical comparisons will be conducted within subsets.

412 PHARMACOKINETIC AND PHARMACODYNAMIC ANALYSES
Not applicable

413 SAFETY ANALYSES

Separate safety summaries will be produced for ITP, MTP, Post Induction Treatment and Post
Maintenance Treatment.

For ITP data, outputs will be generated on the ITP displaying randomized vs. non randomized
patients in MTP. MTP outputs will be based on the SAF population and will be presented by
treatment group. For Post Induction Treatment data, outputs will be generated on ITP for
patients who completed study treatment discontinuation visit, whereas for Post Maintenance
Treatment data, outputs will be generated on MTP for patients who completed study treatment
discontinuation visit.

No inferential statistical analyses are planned.

4131 Exposure of Study Medication
41311 Treatment Duration and Dose Exposure

A patient will be considered as having initiated a cycle in the ITP if at least one (hon-null) dose
of any study drugs of the ITP has been administered in the corresponding cycle.

The overall number of cycles initiated during the ITP is defined as the sum of all initiated cycles
(as defined above) in the ITP.

For the MTP, the overall number of cycles initiated (i.e. for drug combination) will be computed
as the sum of all initiated cycles as defined below:

e Day 1 of a cycle is defined as the first day in the considered cycle when treatment is
administered.

e The cycle length is assumed to be 2 weeks
e For experimental group:

o If capecitabine is administered: a cycle will be assumed to be initiated if
capecitabine and atezolizumab and bevacizumab are administered at any time
during the same cycle with cycle defined according to atezolizumab and
bevacizumab cycles
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o If 5-FU/LV or LV substitute is administered: a cycle will be assumed to be
initiated if atezolizumab, bevacizumab and 5-FU and LV or any LV substitute
are administered at any time during the same cycle

e For control group:

o If capecitabine is administered: a cycle will be assumed to be initiated if
capecitabine and bevacizumab are administered at any time during the same
cycle

o If 5-FU/LV or LV substitute is administered: a cycle will be assumed to be
initiated if bevacizumab and 5-FU and LV or any LV substitute are
administered at any time during the same cycle

The overall duration (in weeks) for all components of maintenance treatment is defined as
follows:

e Experimental group:

o If capecitabine is administered in the last cycle:

[MAX( min(last dosing date of capecitabine+6, death date), min(last dosing date of
bevacizumab+13, death date), min(last dosing date of atezolizumab+13, death date)) — min
(first dosing date of FP, first dosing date of bevacizumab, first dosing date of atezolizumab)
+1)/7

o If5-FU/LV is administered in the last cycle:

[MAX(min(last dosing date of 5-FU/LV+13, death), min(last dosing date of bevacizumab+13,
death date), min(last dosing date of atezolizumab+13, death date)) — MIN (first dosing date
of FP, first dosing date of bevacizumab, first dosing date of atezolizumab) + 1]/7

with last dosing date of 5-FU/LV = max(last dosing date of 5-FU, last dosing date of LV)
and first dosing date of 5-FU/LV = min(first dosing date of 5-FU, first dosing date of LV)

o Control group:
o If capecitabine is administered in the last cycle:

[MAX(min(last dosing date of capecitabine+6, min(last doing date of bevacizumab+13,
death date)) — MIN (first dosing date FP, first dosing date of bevacizumab) + 1]/7.

o If5-FU/LV is administered in the last cycle:

[MAX(min(last dosing date of 5-FU/LV+13, death), min(last dosing date of
bevacizumab+13, death date)) — MIN (first dosing date of FP, first dosing date of
bevacizumab) + 1]/7

with first dosing date of FP = min(fist dosing date of 5-FU, first dosing date of LV or any LV
substitute, first dosing date of capecitabine) and last dosing date of 5-FU/LV = max(first
dosing date of last administration of 5-FU, first dosing date of last administration of LV or
any LV substitute)
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The number of cycles administered, duration of dosing, cumulative dose, dose intensity and
relative dose intensity (RDI) definitions are provided for each drug individually in Table 3 and
Table 4 for induction and maintenance, respectively.

According to protocol, the cycle length is 2 weeks, excepted for capecitabine for which each
cycle lasts 3 weeks in the experimental arm and is as per local practise in the control arm. A 2-
week cycle schedule will be considered for other drugs than capecitabine and for drug
combination. For capecitabine, a cycle is defined as any continuous administration separated
by a rest period, regardless of the duration of the continuous administration and the duration of
the rest period A patient will be considered as having initiated a cycle in the MTP for a specific
drug if at least one (non-null) dose of this study drug has been administered in the
corresponding cycle.
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Table 2: Exposure Definitions for Induction Treatments

FOLFOX

5-FU/LV

bevacizumab

Number of cycle

sum of all cycles in which at
least one non-null dose of
FOLFOX has been
administered

sum of all cycles in which at least
one non-null dose of 5-FU and LV
has been administered. Of note,
consider only cycles where
oxaliplatin is not administered
concomitantly with 5-FU/LV.

sum of all cycles in which at least
one non-null dose of bevacizumab
has been administered

Duration of dosing
(weeks) )

[min (last date of FOLFOX+13,
death date) — first FOLFOX
dosing date+1] /7 or

If FOLFOX-4 or FOLFOX-7 or
modified FOLFOX-7 is
administered in the last cycle
initiated

[min (last date of FOLFOX
+12, death date) — first
FOLFOX dosing date+1] /7

max (min(last date of 5-FU+13,
death date), min(last date of LV+13,
death date)) — min (first date of 5-
FU, first date of LV) +1]/7

Of note, consider only
records/cycles where oxaliplatin is
not administered concomitantly with
5-FU/LV.

[min (last date of bevacizumab +13,
death date)) — (first bevacizumab
dosing date in the induction) +1] /7

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients discontinued treatment prior to the end of the last
cycle.

(2) The baseline weight will be used as reference. If the last available weight of the patient prior to or on the cycle start has changed by 10% or greater (i.e.
patient has gained or lost more than 10% of their body weight since baseline) the patient new weight will be set as the baseline weight and will be used
at the patient current and subsequent cycles. If a patient weight has changed by 10% or greater at a later cycle then this new weight will be set as the
base weight as aforementioned
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Table 3: Exposure Definitions for Maintenance

capecitabine

5-FU LV

bevacizumab

atezolizumab

Number of cycle

The sum of all cycles in which at least one non-null dose of <treatment> has been administered

Duration of dosing

[min (last dosing date of <treatment> + x, death date)) — (first <treatment> dosing date in the maintenance) +1]/7

M
(weeks) Where x=13, excepted for capecitabine where x=6
For 5-FU and LV, last dosing date of treatment will be replaced by the first dosing date of the last administration
Actual dose <treatment> dose administered (in mg) as collected on the dosing eCRF page ®

Unit: mg

Planned dose

<treatment> planned dose (in mg) as collected on the dosing eCRF page ©

Unit: mg

Normalized dose | dose / recalculated BSA® dose / weight® NA
Unit: mg/m? Unit: mg/kg

Cumulative dose The cumulative dose will be sum of the all <treatment > normalized | sum of the all sum of the all of
derived for each records as actual doses (in mg/mz) administered in | bevacizumab atezolizumab actual

below: (end date of
administration - start date of
administration +1) * normalized
actual dose for the record * 2

Cumulative dose= sum of
cumulative dose across all
records

Unit: mg/m2

all cycles

Unit: mg/m2

normalized actual
doses (in mg/kg)
administered in all
cycles

Unit: mg/kg

doses (in mg)
administered in all
cycles

Unit: mg

Dose intensity

Cumulative dose / (duration of

Cumulative dose / duration of dosing

Cumulative dose /

Cumulative dose /
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capecitabine

5-FU LV

bevacizumab

atezolizumab

dosing *7)
Unit: mg/m?/day

Unit: mg/m?/week

duration of dosing

Unit: mg/kg/week

duration of dosing

Unit: mg/week

Cumulative
planned dose
(CPD)

sum of the all normalized
planned doses (in mg/m?)
reported in all records

sum of the all <treatment > normalized
planned doses (in mg/mz) reported in
all cycles

sum of the all
normalized
planned doses (in
mg/kg) reported in
all cycles

sum of the all
planned doses (in
mg) reported in all
cycles

Planned dose
intensity

CPD/ (duration of dosing *7)
Unit: mg/m*/day

CPD/ duration of dosing
Unit: mg/m2/week

CPD/duration of
dosing

Unit: mg/kg

CPD/duration of
dosing

Unit: mg/ week

Relative dose
intensity (RDI) (%)

RDI (%) = 100 * (dose intensity) / (planned dose intensity)

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients discontinued treatment prior to the end

of the last cycle.
(2) The BSA will be recalculated based on the height and weight (see point 3 for identification of weight) of the patient using the formula as
mentioned in section 4.3.

(3) The baseline weight will be used as reference. If the last available weight of the patient prior to or on the cycle start has changed by 10%

or greater (i.e. patient has gained or lost more than 10% of their body weight since baseline) the patient new weight will be set as the
baseline weight and will be used at the patient current and subsequent cycles. If a patient weight has changed by 10% or greater at a
later cycle then this new weight will be set as the baseline weight as aforementioned

(4) If treatment= 5-FU and in case 5-FU administration was interrupted and then 5-FU administration resumed within a cycle, the actual dose

within this specific cycle will be equal to the sum of the 5-FU doses administered (in mg)) as collected on the dosing eCRF page
/recalculated BSA®
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The following information will be tabulated for the ITP using the ITP population:

e Summary of total number of cycles initiated per patient
o Total number of cycles initiated (1,2,3,4,5,6,7,8)
o Summary statistics of total number of cycles initiated
e Summary of drug exposure
o The number of cycles administered and treatment duration (in weeks) for
bevacizumab, FOLFOX and 5-FU/LV alone

The following information will be tabulated for the MTP using the SAF population:

o Summary of overall duration of treatment and overall number of cycles initiated
o Overall duration of maintenance treatment (in weeks)
o Overall number of cycles initiated: 1,2,3,4,5,6,7,8,9,10, 10-15, >=15
o Summary statistics of overall number of cycles initiated per patient
e Summary of drug exposure
o Total number of cycles administered (tabulated separately for each drug )
o Duration of dosing (in weeks) (tabulated separately for each drug )
o Cumulative dose (tabulated separately for each drug according to definition
provided in table 3)
o Dose intensity (tabulated separately for each drug according to definition
provided in table 3)
o Relative dose intensity: <90%, >90%-<100%, >100% (tabulated separately for
each drug according to definition provided in table 3) Note: Number and
percentage will be based on the patients who received the corresponding drug.

Supportive listings presenting the study drug administration as well as the exposure information
will be provided separately based on ITP and SAF population for the induction and for the
maintenance, respectively.

413.1.2 Cycle Delay

Cycle delay is applicable to the following treatments: FP (5-FU, LV or capecitabine),
bevacizumab and atezolizumab.

For 5-FU, LV, bevacizumab and atezolizumab, a cycle delay will be defined as the number of
days in excess of the expected days between two consecutive doses of <treatment> (14 days)
and will be calculated as D1Cn+1 - D1Cn where D1Cn+1 and D1Cn correspond to date of
administration of <treatment> in cycle n+1 and cycle n, respectively. An excess of more than 3
days will qualified cycle Cn+1 as delayed for <treatment>. Of note, the first cycle (C1) cannot
be identified as cycle delay.

For capecitabine, a cycle delay will be defined as the number of days in excess of the expected
days between two non-zero administrations (21 days, i.e. 14 days of administration and a rest
period of 7 days) and will be calculated as D1C,.; - D1C, where D,C,.sand D,C,, correspond to
the start date of the first administration of capecitabine in cycle n+1 and cycle n, respectively.
An excess of more than 3 days will qualify cycle C,.4 as delayed for capecitabine. Of note, the
first cycle (C4) cannot be identified as cycle delay.

The following information will be tabulated for the MTP on the SAF population:
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o Summary of <treatment> cycle delay (for 5-FU, LV, capecitabine, bevazicumab and

atezolizumab) at the patient level
o Number of patients with at least one cycle delayed for <treatment>,
o Number of patients with 1, 2, 3, 23 cycles delayed for <treatment>
o Summary of <treatment> cycle delay (for 5-FU, LV, capecitabine, bevazicumab and

atezolizumab) at the cycle level
o Number of cycles delayed
o Length of cycle delayed (>3 -7 days, >7-14, >14-21, >21)

4.13.2

Adverse Events

Adverse events variables are defined in Table 4.
Table 4: Adverse Events Definitions

Variable Definition
Treatment Any adverse events (serious and non-serious) with an onset date on (only if the
Emergent “Event occurred prior to first study drug administration” from the AE eCRF page is
Adverse Events not checked) or after the first day of treatment of the ITP and up to the:
(TEAES) for the
induction o first day of treatment of the MTP (excluding) if it occurs within the 30 days

treatment phase
)

from last day of treatment of induction treatment for patients treated with
maintenance treatment

e within 30 days from last day of treatment of induction treatment (as defined
in section 4.2.1), for patients not treated with maintenance treatment or for
patients treated with maintenance treatment but with first day of treatment of
MTP being more than 30 days after last day of treatment of ITP.

TEAEs for the
maintenance
treatment
phase(”

Any adverse events (serious and non-serious) with an onset date on (only if the
“Event occurred prior to first study drug administration” from the AE eCRF page is
not checked) or after the first day of treatment of the MTP and up to 30 days (for
patients in control group, i.e. not treated with atezolizumab) and 90 days (for
patients in experimental group, i.e. treated with atezolizumab) from the last day of
treatment of MTP (as defined in section 4.2.2)

Post induction
treatment
Adverse Events

Any adverse events (serious and non-serious):

o with an onset date more than 30 days after the last day of treatment of the
ITP (as defined in section 4.2.1) for patients not treated with maintenance
treatment.

e with an onset date more than 30 days after the last day of treatment of the
ITP and prior the first day of treatment of the MTP, for patients treated with
maintenance treatment with first day of treatment of MTP being more than
30 days after last day of treatment of ITP..

Post maintenance
treatment
Adverse events

Any adverse events (serious and non-serious) with an onset date more than 30
days (for patients in control group, i.e. not treated with atezolizumab) and more than
90 days (for patients in experimental group, i.e. treated with atezolizumab) after the
last day of treatment of the MTP (as defined in section 4.2.2) (as defined in section
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4.2.2).

Adverse Events The adverse events grade will be the one with tick box checked for "AE most
NCI CTCAE extreme NCI CTCAE grade"
grade

Serious Adverse | Any adverse events qualified as “serious” by the investigator.
Events (SAEs)

Adverse Events Any adverse events with outcome of “Fatal”.

with fatal
outcome

Adverse events Any adverse events with an “AE suspected to be caused by study drug <FOLFOX,

related to bevacizumab, FP, atezolizumab> as ‘Yes'.

<FOLFOX,

bevacizumab, FP, | For AE suspected to be caused by FOLFOX while starting in the maintenance
atezolizumab> phase, the unique text “AE considered related to Folfox™ has been reported in the

comment field *

Adverse events Any adverse events with an “Action taken with <FOLFOX, bevacizumab, FP,
leading to atezolizumab> due to SAE/AE” of “drug withdrawn”

<FOLFOX,
bevacizumab, FP,
atezolizumab>
discontinuation

Adverse events of | AESIs will be selected based on the tick box from the eCRF.
Special Interest
(AESI) as
reported on eCRF

(1) Of note, in case an event has an incomplete or missing start date, which consequently prevents its
allocation to only one treatment phase of the study, the event will be allocated to both the induction
and maintenance phase. Refer to section 4.14 for further details.

Safety summaries will be produced for the ITP on the ITP population and for the MTP on the
SAF population, unless otherwise specified. ITP summaries will display patients randomized vs.
patients not randomized in MTP. MTP summaries will be done by actual maintenance
treatment group as defined for the SAF. Descriptive statistics will be generated as appropriate.
No inferential statistical analyses are planned.

Summaries of adverse events for ITP and MTP will be generated for those events that are
considered treatment emergent. The AE tables will include the number and percentage of
patients with at least one AE, by MedDRA primary System Organ Classes (SOC) (sorted in a
descending order of the total frequency count) and MedDRA Preferred Terms (PT) (sorted by
descending order of the overall frequency count within each SOC) unless otherwise indicated.
A patient with more than one occurrence of the same adverse event in a particular system

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 2 (version 2.0) 93




organ class/preferred term will be counted only once in the total of those experiencing adverse
events in that particular system organ class/preferred term. For the overall summary tables,
information presented by grade will not be restricted to the worst grade per patient i.e. all
events will be presented. Any AEs with a missing CTC grade will be reported in the “missing”
category grade.

An overview table will be produced for the ITP based on the ITP population and will present:

Number of TEAEs
Number of patients with at least one TEAE
Number of patients with at least one TEAE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related TEAE
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab
o Number of patients with at least one serious TEAE
¢ Number of patients with at least one related serious TEAE
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab
Number of patients with at least one TEAE with fatal outcome
o Number of patients with at least one TEAESs leading to treatment discontinuation of:
Any study drug
FOLFOX
5-FU/LV
bevacizumab

O O O O

An overview table will be produced for the Post Induction Treatment AEs, i.e. occurring more
than 30 days after last day of treatment during the Induction Phase (as defined in section 4.2.1),
based on patients from the ITP population who has a study treatment discontinuation visit date.
This table will present the following information for the non-randomized patients to MTP only:

Number of AEs

Number of patients with at least one AE

Number of patients with at least one AE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related AE

Number of patients with at least one serious AE

Number of patients with at least one related serious AE

Number of patients with at least one AE with fatal outcome

An overview table will be produced for the maintenance phase based on the SAF and will
present:

Number of TEAEs

Number of patients with at least one TEAE

Number of patients with at least one TEAE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related TEAE
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Any study drug
Fluoropyrimidines
bevacizumab
atezolizumab
FOLFOX
Number of patients with at least one serious TEAE
Number of patients with at least one related serious TEAE
Any study drug
Fluoropyrimidines
bevacizumab
atezolizumab
FOLFOX
Number of patients with at least one TEAE with fatal outcome
Number of patients with at least one TEAEs leading to treatment discontinuation of:
o Any study drug
o Fluoropyrimidines
o bevacizumab
o atezolizumab
Number of patients with at least one treatment emegent AESI (as reported on eCRF)
Number of patients with at least one serious treatment emergent AESI (as reported on
eCRF)

O O O O O

O O O O O

An overview table will be produced for the Post Maintenance Treatment AEs, i.e. AEs occurring
more than 30 days (for patients in control group, i.e. not treated with atezolizumab) and more
than 90 days (for patients in experimental group, i.e. treated with atezolizumab) after the last
day of treatment during the Maintenance Phase (as defined in section 4.2.2), based on patients
from the MTP population who has a study treatment discontinuation visit date. This table will
present the following information:

Number of AEs

Number of patients with at least one AE

Number of patients with at least one AE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related AE

Number of patients with at least one serious AE

Number of patients with at least one related serious AE

Number of patients with at least one AE with fatal outcome

In addition, the following tables (number and percentage of patients) will be presented for the
ITP based on the ITP population and will display the number of patients (and corresponding
number of TEAES) and percentage with any:

TEAEs by SOC and PT and by Worst Intensity

Grade 3-5 TEAEs by SOC and PT

Related TEAEs by SOC and PT: to any study drugs, FOLFOX, 5 FU/LV, bevacizumab
Serious TEAEs by SOC and PT

Related serious TEAEs by SOC and PT: to any study drugs, FOLFOX, 5 FU/LV,
bevacizumab

TEAEs leading to treatment discontinuation by SOC and PT: FOLFOX, 5 FU/LV,
bevacizumab
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TEAESs leading to dose reduction or interruption by SOC: any study drugs, FOLFOX, 5
FU/LV, bevacizumab
Grade 5 TEAEs or TEAEs with fatal outcome by SOC and PT

The following tables will be presented for the MTP only and will display the number and
percentage of patients (and corresponding number of TEAESs) with any:

TEAEs by SOC and PT and by Worst Intensity

Grade 3-5 TEAEs by SOC and PT

Related TEAEs by SOC and PT: any study drugs, capecitabine, 5-FU/LV, atezolizumab,
bevacizumab, FOLFOX

Serious TEAEs by SOC and PT

Related Serious TEAEs by SOC and PT: any study drugs, capecitabine, 5-FU/LV,
atezolizumab, bevacizumab, FOLFOX

Grade 5 TEAEs or TEAEs with fatal outcome by SOC and PT

TEAEs leading to treatment discontinuation by SOC and PT: any study drugs,
capecitabine, 5-FU/LV, atezolizumab, bevacizumab

TEAESs leading to dose reduction or interruption by SOC and PT: any study drugs,
capecitabine, 5-FU/LV, atezolizumab, bevacizumab

Treatment emergent AESI by AESI categories, SOC and PT and by Worst Intensity
Serious Treatment emergent AESI by AESI categories, SOC and PT and by Worst
Intensity

Treatment emergent AESI by AESI categories, SOC and PT

Serious Treatment emergent by AESI categories, SOC and PT

By-patients listings will be provided for AEs; they will include Post-treatment adverse events.
Appropriate flagging of study phase (ITP/MTP) as well as TEAEs/Post-treatment AEs will be
done. The following listings will be provided based on ITP population

4.13.3

All adverse events

All Grade 5 adverse events or any adverse events with fatal outcome
All adverse events leading to treatment discontinuation

All AESI (as reported on eCRF)

Death

The following summary tables will be provided and will present:

e The number of patients who died within 30 days from last day of treatment of the
ITP (as defined in section 4.2.1) and the corresponding reason of death based on
ITP population

e The number of patients who died more than 30 days from last day of treatment of
ITP (as defined in section 4.2.1) and the corresponding reason of death based on
ITP population who has a study treatment discontinuation visit date

e The number of patients who died within 30 days from last day of treatment of MTP
for treated patients or within 30 days from randomization with the corresponding
cause of death based on MTP population
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e The number of patients who died within 30 days from last day of treatment of MTP
(as defined in section 4.2.1) with the corresponding death reason using the SAF

population

e The number of patients who died more than 30 days from last day of treatment of
maintenance treatment and the corresponding reason of death based on patients

from the MTP population who has a study treatment discontinuation visit date

One listing will be generated for deaths based on the ITP population and including appropriate
flagging of study phase (ITP and MTP) and on-treatment/post-treatment deaths (i.e. within 30

days from last day of treatment/more than 30 days from last day of treatment).

All deaths information (including reason and date) will be retrieved from the Study

Completion/Early Discontinuation eCRF page.

413.4 Laboratory Data

The following laboratory parameters will be considered as CTC gradable parameters.

Haematology
e Absolute Neutrophils Count (ANC)

¢ Hemoglobin (Hb)
e Leukocytes/White Blood Cells counts (WBC)
e Platelet Count

Blood chemistry
e Albumin
Alkaline Phosphatase (ALP)
Calcium
Creatinine
Glucose
Potassium
SGPT or alanine aminotransferase (ALT)
SGOT or aspartate aminotransferase (AST)
Sodium
Total Bilirubin

Coagulation
¢ international normalized ratio (INR)

e activated partial thromboplastin time (aPTT)

The following parameters will be considered as non CTC gradable parameters.

Hematology
¢ Red blood Cell (RBC)
e Hematocrit
e Lymphocytes
o Neutrophils
e Eosinophils
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e Basophils
e Monocytes

Blood Chemistry
e Blood Urea Nitrogen

e Bicarbonate
e Chloride Lactate dehydrogenase (LDH)
o Phosphorus
o Total Protein
Urinalysis

e Urine Protein Dipstick
e 24 hour urine protein

Thyroid
e Thyroid-Stimulating Hormone (TSH)

e FreeT3
e FreeT4

All laboratory parameter information will be summarized for each phase separately. Laboratory
information reported in tables will be restricted to the baseline and on-treatment measurements.
The analysis population will be the ITP and the SAF population for the ITP and MTP,
respectively.

Clinical laboratory values will be expressed using Systeme International (SI) units.

When applicable, laboratory tables will display their High (hyper)/Low (hypo) values of a
specific parameter (e.g. calcium (high) and calcium (low) in separate tables.

In case of missing normal ranges for parameters that are not differential and have only grade 1
defined from normal ranges (e.g. Neutrophils, WBC, Albumin...) the worst case scenario will be
applied, i.e. grade 1.

A “Missing” category will be reported for patients with missing grades or missing reference
range indicators at baseline and/or on-treatment and patients with no laboratory assessments.

For hematology, blood chemistry and coagulation parameters which can be graded per CTCAE,
the information will be summarized by means of a shift table summarizing the baseline grade
versus the worst CTC grade per patient defined as the highest CTC grade among the on-
treatment evaluations. If there is no on-treatment evaluation then the worst grade will be set to
‘Missing’.

Hematology and blood chemistry parameters which cannot be graded per CTCAE, the
information will be summarized by means of a shift table from baseline category to worst on-
treatment category. The following categories will be used:

e Baseline: Low/Normal/High/Missing/Overall

¢ Worst on-treatment: Low/Normal/High/Missing/Overall
Patient with “High” and “Low” for the same laboratory test (at different visits) is counted for
each direction in summary tables.

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 2 (version 2.0) 93



For urinalysis protein dipstick, all non-missing assessments excepted “0O-absent” assessment
will be considered “Present”. A shift table presenting baseline category versus worst on-
treatment category will be produced with the following categories:

e Baseline: Absent/Present/Missing/Overall
o Worst on-treatment: Absent/Present/Missing/Overall
For urinalysis, 24 hour urine protein values will not be tabulated but listed only.

All laboratory values will be listed along with CTC grade/category. Separate listings will be
generated to include all abnormal laboratory values.

4.13.5 Vital Signs
Vital signs parameters include:

Temperature (°C)

Systolic blood pressure (SBP seated position) (mmHg)
Diastolic blood pressure (DBP seated position) (mmHg)
Weight (kg)

BSA (m?)

Heart rate (beats/min)

Respiratory rate (breaths/min)

Vital signs information will be summarized for each phase separately and by treatment group
when applicable. Vital signs information reported in tables will be restricted to non-missing
baseline and non-missing on-treatment measurements. The analysis population will be the ITP
population for the ITP and the SAF population for the MTP.

Actual value and change from baseline for heart rate and systolic and diastolic blood pressure
will be summarized by treatment group for each visit using descriptive statistics.

For the experimental arm, vital signs are collected within 60 minutes before the infusion and at
other timepoints when clinically indicated and at the first infusion. Only the timepoint ‘Within 60
minutes before the infusion’ will be included in the summary table.

All vital signs data including change from baseline (and data reported at timepoints not included
in the summary table) will be listed.

4.13.6 Other Safety Assessment - Applicable only for the experimental
rou

Blood oxygen saturation is measured only in patients randomized to the experimental treatment
group. Blood oxygen saturation will be measured by pulse oximetry.

Non-missing pulse oximetry values will be summarized by visit through descriptive statistics.

Blood oxygen saturation will be listed with the vital signs parameters.
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4.13.7 Other Safety Assessment
Pregnancy test data will be listed on the ITP population, ITP and MTP data will be flagged.
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4.14 MISSING DATA

Imputation of partial/missing death date will be done as follows:

o |If the date is completely missing, then the day of “Last known to be alive” +1 will be
used

e If only day is missing and year and month are same as “Last known to be alive”, then
the day of “Last known to be alive”+1 will be used otherwise the 1% day of the month will
be used

e |f day and month are missing and year is same as “Last known to be alive”, then the
“Last known to be alive”+1 will be used, otherwise 1% of January will be used

Partially missing dates for adverse events (AEs) will be imputed as follows. Of note, imputation
of missing/partial AE date will be done only to identify treatment emergent AEs.

AE onset dates

» Partially missing onset dates will be imputed as follows
e When only Day is missing :

o If Month & Year of the onset date are the same as Month & Year of the
first day of treatment of the induction/maintenance treatment phase, the
imputed onset date will be imputed as the minimum of the first day of
treatment of the induction/maintenance treatment phase and the AE
resolution date (imputed if needed).

o Otherwise, the missing day will be replaced by “1”.

e When Day & Month are missing:

o If Year of the onset date is the same as Year of the
induction/maintenance treatment phase, the imputed onset date will be
imputed as the minimum of the first day of treatment of the
induction/maintenance treatment phase and the AE resolution date
(imputed if needed).

o Otherwise, the missing Day & Month will be replaced by “01JAN”.

» Complete missing onset dates for AEs will be imputed by first day of treatment of
the induction/maintenance treatment phase and the AE will be considered as
treatment emergent, unless the end date of the AE (imputed if needed) or the end
year of the AE (if day and month are missing) is entered and is before the year of
the first treatment administration of the induction/maintenance treatment phase.

AE resolution dates

» Incomplete resolution dates will be replaced by the last day of the month (if day is
missing only), if not resulting in a date later than the date of patient's death. In the
latter case the date of death will be used to impute the incomplete resolution date

» In all other cases the incomplete resolution date will not be imputed

Of note, the above rules may allow allocation of an event to both the ITP and MTP treatment
phase.
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Partially missing dates for medications/therapies will be imputed as follows. Of note, imputation

of missing/partial medicationstherapies date will be done only to identify concomitant
medications/therapies.

Partial dates will be imputed as follow:

Start dates
o When only Day is missing : the missing day will be replaced by “1”
o When Day & Month are missing: the missing Day & Month will be replaced by

“01JAN”.
End dates
o When only Day is missing : the missing day will be replaced by the last day of
the month
o When Day & Month are missing: the missing Day & Month will be replaced by
“31DEC”.

And rules described in section 4.10.3.2 and below will be applied using imputed dates.

In case of complete missing dates, the following will be applied:

If the start date of the medication/therapy is unknown (i.e. complete missing date) and
there is no end date, medication/therapy is flagged as taken prior to study but not as
ongoing then the medication/therapy will be considered as a prior medication .

If both the start date and end date of the medication/therapy is unknown (i.e. complete
missing date), then the medication/therapy will be considered as a concomitant
medication/therapy for both the induction and maintenance phase if the patient is
treated in the phase of interest.

If the start date of the medicationtherapy is unknown (i.e. complete missing date), but
the end date is known and is prior to the first dosing date of the considered phase, then
the medicationtherapy will not be considered as concomitant for the corresponding
phase.

If the start date of the medication/therapy is available and the end date is unknown,
then the medication/therapy will not be considered as prior. Concomitance to ITP/MTP
will be assessed using the available start date.

Partially missing dates for surgery will be imputed as follows. Of note, imputation of

missing/partial surgeries date will be done only to identify concomitant surgeries.

Partial dates will be compared as follow:

When only Day is missing : Month & Year of the surgery will be compared to Month &
Year of the first dosing date of interest (either ITP or MTP). If on or after, the surgery will
be considered as concomitant to the period of interest. If on or before the first doing
date of ITP, the surgery will be considered as prior.

When Day & Month are missing: Year of the surgery will be compared to Year of the
dosing date of interest (either ITP or MTP). If on or after, the surgery will be considered
as concomitant to the period of interest. If on or before the first doing date of ITP, the
surgery will be considered as prior.

Of note, the above rules may allow a medication/procedure to be concomitant to both the ITP
and MTP treatment phase.
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For patients who discontinued study treatment but without any study treatment discontinuation
visit date, this visit will be imputed as follows:

o If patient was treated in the MTP, the last dose will be retrieved from the treatment drug
completion/early discontinuation page from the eCRF in the maintenance phase. The
maximum date among the date mentioned for each treatment during MTP + 30 days
will be considered.

¢ If patient was treated in the ITP, the last dose will be retrieved from the treatment drug
completion/early discontinuation page from the eCRF in the induction phase. The
maximum date among the date mentioned for each treatment during ITP + 30 days will
be considered

with the following exception:

o If a patient died within 30 days from last dose, the follow up phase does not exist
for this patient
Partially missing dates for date of initial histological diagnosis or date of first diagnosis of
metastatic disease or date of first diagnosis of locally recurrent disease will be imputed as
follows:

Imputation of these partial dates will be done only to determine if the initial diagnosis is
synchronous or metachronous and only in case the date day is missing. The imputation will
consist in replacing the missing day by “1”. In case month and/or year are missing, no
imputation will be done.

No other dates will be imputed, unless otherwise specified. The original incomplete, missing or
partial dates will be presented in the listings, not the imputed dates

415 INTERIM ANALYSES

A preliminary evaluation of tumor response will be made by the iDMC once a total of 27
patients in the experimental treatment arm of the cohort have completed a tumour assessment
at Month 2 of the Maintenance Treatment Phase to assure these data continue to support an
early positive benefit-risk ratio and to confirm that continued enrolment into the cohort is
appropriate.

No other formal interim analyses on PFS or OS are planned.
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Appendix 1: Protocol Synopsis

Objectives

Efficacy Objectives

Within each cohort, the study has the following co-primary efficacy objectives as follows:

* Assessing early efficacy during the Maintenance Treatment Phase based on a 20% reduction in
tumour size after 2 months of treatment

+ Evaluating progression-free survival (PFS)

Secondary efficacy objectives include the evaluation of efficacy through other endpoints:
*  Qverall survival (OS]

« Overall response rate (ORR)

* [izease control rate (DCR)

+ Time to freatment response (TTR)

* [Dwration of respense (DoR)

* Eastern Cooperative Oncology Group (ECOG) performance status

Safety and Tolerability of the Treatment Regimen
Additional objectives for this study are to assess the safiety of each treatment including:

¢+ the incidence, nature and severity of adverse events (AEs)

* |ncidence and reasons for any dose reductions, interruptions or premature discontinuation of any
component of study treatment

* Clinically significant laboratory values
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Adverse events (AEs) refer to all treatment-emergent adverse events occurring after the initiation of
study medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue
to be collected during the Maintenance Treatment Phaze and Post-Treatment Follow-up Phasze as
applicable.

Exploratory Objectives
The exploratory efficacy objective of this study is:

« To evaluate PFS measured according to modified RECIST {(mRECIST) in patients treated with
atezolizumal

The exploratory biomarker chjectives for this study are as follows:

« To explore whether there iz differential benefit from treatment in patient subgroups defined by
different biomarkers, e.g. but not limited to biomarker panels (mutation and expression profiles),
immune panels etc.

« |f applicable, to assess correlations between biomarkersimarker panels and safety

« ‘Where posszible, to investigate if changes in expressiondmutation panels of biomarkers during
treatment correlate with treatment efficacy or failure ie. to explore potential resistancefescape
mechanisms to (targeted) freatment

* Euxplore prognostic and potentially predictive effects of markersimarker profiles

¢« Explore prevalence of specific markers at Baseline and/or salvagefresistance markers to guide
targeted therapy approaches beyond MODUL, e.g. but not limited to programmed cell death-1
(PD-L1)

Study Deszign
Description of Study

All Cohorts

This is a randomised, multi-centre, active-controlled, open-label, parallel-group clinical trial of
biomarker-driven maintenance treatment for first-line metastatic colorectal cancer (mCRC). The study
has two co-primary endpoints of reduced tumour size after 2 months in the Maintenance Treatment
Phase and PF5. Secondary outcomes include other efficacy measurements and safety. In addition,
exploratory outcomes will focus on the comelations between biomarkers and study outcomes.

Patients with mCRC are eligible for entry, and cannot have received any prior chemotherapy in the
metastatic setting.

Potential patients will undergo screening assessments to determine study eligibility within 28 days
prior to starting study induction treatment. Resulftz from routine assessments conducted prior to
informed consent signature may be used as screening assesaments as long as they were done within
T days prior to informed consent signature. The primary tumour tissue block prepared at the time of
the initial dizgnosis will be used for biomarker assessment for maintenance treatment cohort
aszignment (see Appendix 12). Pnor to performing any screening procedures, the Investigator must
ensure that adequate archival tizsue from a potential participant's primary tumour is available for
shipping to the Sponsor's designated laboratory during the Screening Phase.  If the tumour block is
not available, z 20 slides cut within 2 weeks of shipping to the Sponsor's designated laboratory will be
accepied as an altemative.

An optional core biopsy of metastatic tumour will also be collected from all patients during Screening.
Biopsies already done as part of routine practice within two months of the 28-day Screening Phasze
are also acceptable. All patients enrolled in the study will be asked to give written informed consent to
allow all available residual samples of tumour, blood and plasma samples to be used for additional
exploratory biomarker research using the Roche Clinical Sample Repository. No additional sampling
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is required. Patients at selected centres may participate in the optional Supplernental Biomarker
Program (described in Appendiz 13}

Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based
on Investigator's choice (see Appendix 4], will be either

« FEight Z-week cycles of S5-fluorouracil (5-FU), leucovorin (LV) and cxaliplatin (FOLFOX) in
combination wiih bevacizumakb

ar

¢  Six Z-week cycles of PFOLFOX in combimation with bevacizumab, followsd by two Z-week cycles
of 5-FLLY with bevacizumakb:

Fatients will be assessed for AEs at every cycle, and remaining safety parameters (such as
concomitant medications, physical examination and clinical laboratory assessments) will be assessed
every 4 weeks (two treatment cycles) during the Induction Treatment Phase. Tumour assessments
will be evaluated according to the Response Evaluation Crteria in Solid Tumors wersion 1.1 (RECIST
1.1} during the Induction Treatment Phase. Tumour assessments durimg treatment will be based on
local stamdard of care, but are required at the end of the Induction Treatment Phase (see Appendix 1)

Patients who prematurely discontinue study treatment for any reason during the Induction Treatment
Phase, or who experience PD at any time during or at the end of the Induction Treatment Phase, or
whio refuse to proceed to the Maintenamce Treaiment Phase or who are not eligible for any study
cohart will undergo a Study Treatment Discontinuation Wisit within 30 days after the last dose of study
treatment and will then enter the Post-treatment Follow-up Phase. All patients need to be evaluated
for potential resection of metastasis at completion of the imductiom perod. This is of particular
importance for patients with liver metastases. If the patient is found to be resectable they will undergo
a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will
then enter the Post-treatment Follow-up Phase. Patients participating in the Supplemental Biomarker
Flan will underge & tumour core biopsy of metastasis at the time of progressive disease (see
Appendix 13)

Patients who do not have progressive disease and who have completed the Induction Treatment
Fhase can then proceed to the Maintenance Treatment Phase.

Patients participating in the Supplemental Biomarker Plam will have an additicnal tumour core biopsy
of metastasis upon completion of induction treatment prior to initiation of maintenance treatment (sse
Appendix 13).

Each cohort will consist of a cohort-specific experimental treatment arm and a standard control arm of
flucrepyrimidine (5-FU/LY or capecitabine) and bevacizumab. Within 3 weeks of completion of the
Induction Treatment Phase of the study, patients who hawve not progressed and continue fo the
bicmarker-driven Maintenance Treatment Phase of the study will be randomised on a 2:1
(experimental:control) basis to either the expernmental treatment arm or the control arm of that cohort.
Randomisation will be stratified according to specific biomarkers identified for each cochort (if
applicable, see Appendix 12}, by gecgraphical region (EU, Amercas, Africa or Asia} and by patient
response after the Induction Treatment Phase (CRFPR vs. 50).

The study will follow an adaptive design, where additional cohorts can be added or existing cohorts
may be modified over the course of the study via protocol amendment (see Figure 1).

Cohort 1 — BRAF™S

(5-FUMLVY) with cetuximab and vemurafenib

V5.

fluoropyrimidine (5-FU/LV or capecitabine) and bevacizumab
Cohort 2 — Mo Biomarker

fluoropyrimidine (5-FULY or capecitabine) with bevacizumab and atezolizumab
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Ve,
flucropyrimidine (5-FUILY or capecitabing) and bevacizumal

Mo other anti-cancer therapy is permitted during the Induction or Maintenance Treatment Phases
except for radiotherapy for pain control.

All Cohorts

A preliminary evaluation of response will be made for each cohont independently once a total of 27
patients in the experimental treatment arm of that cohort have completed a tumour assessment at
Month 2 of the Maintenance Treatment Phase (see Figure 2). Cohort randomisation will continue until
a decision regarding response criteria has been made. If the evaluation of response for these first 27
patients does not show sufficiently promising results then, after this evaluation, no further patients will
be entered into that cohort. Otherwize, recruitment will continue wntil the required target number of
patients has been enrolled for the assessment of PFS as specified in the sample size section.

For all patients who are not receiving atezolizumab, study treatment during the Maintenance
Treatment Phase will continue until disease progression (based on Investigator's assessment),
unacceptable toxicity, initiation of another anti-cancer therapy, patient or physician decision to
dizcontinue, or patient death, whichever occurs first.

For all patients who are receiving atezolizumab, study treatment during the Maintenance Treatment
Phase will continue as long as patients are experiencing clinical benefit as assessed by the
Investigator and meet the following criteria:

* Evidence of clinical benefit as assessed by the Investigator

+ Abhzence of symptoms and signs (including worsening of laboratory values, &.g. new or worsening
hypercalcaemia) indicating unequivocal progression of disease

* Mo decline in ECOG performance status that can be atiributed to disease progression

* Absence of tumour progression at crifical anatomical sites (e.g. leptomeningeal disease) that
cannot be managed by protocol-allowed medical interventions

Atezolizumab treated patients may be discontinued from study treatment for the following reasons
other than loss of clinical benefit: unacceptable toxicity, initiation of another anti-cancer therapy,
patient or physician decision to discontinue, or patient death, whichever occurs first.

Patients participating in the Supplemental Biomarker Plan will undergo a tumour core biopsy of
metastasis at the time of progressive disease (see Appendix 13).

Efficacy, safety and tolerability will be assessed during the entire Maintenance Treatment Phase.
While receiving study treatment during the Maintenance Treatment Phase, patients will be assessed
for AEs at every cycle, and remaining safety parameters (such as concomitant medications, physical
examination and clinical laboratory assessments) will be assessed every 4 weeks (two treatment
cycles). An additional safety review (safety run-in) will be conducted for the first six patients treated
with the experimental combination of 'S-FLILY + cetuximab + vemurafenily’. Disease status will be
evaluated during the Maintenance Treatment Phase in accordance with RECIST 1.1 (see Appendix T)
for all patients, and additionally according to mRECIST (see Appendix 8) for patients in the
experimental arm of Cohort 2 — Mo Biomarker (all patients treated with atezolizumakb). The frequency
of tumour assessments during the Maintenance Treatment Phase will be based on local standard of
care with the exception of the first 27 patients in the experimental arm of each cohort who must have
a umour assessment at Month 2 of the Maintenance Treatment Phase so that the initial response of
each cohort can be evaluated. Schedules of Assessments for each cohort are provided in Appendix 2
and Appendix 3.

Patients who discontinue study freatment for any reason during the Maintenance Treatment Phase
will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
treatment and will then enter the Post-treatment Follow-up Phase.
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Patients who prematurely discontinue treatment during the Induction Treatment Phase, who did not
proceed to the Maintenance Treatment Phase or who discontinue treatment during the Maintenance
Treatment Phase, will be followed for new AEs for 28 days following the discontinuation of study
treatment. At the time of treatment discontinuation, any ongoing AESAE will be followed wntil the
event resclves, the Investigator assesses the event as stable, or the patient is lost to follow-up, dies
or withdraws consent.  The Sponsor should be notified if the Investigator becomes aware of any SAE
or AEs of special interest occurming after the end of the adverse event reporting period, regardless of
causality.

All patients will undergo a Study Treatment Discontinuation visit withim 30 days following their last
study treatment and will enter the Post-Treatment Follow-up Phase of the study. Dwring the Posi-
Treatment Folliow-up Phase, patients will be followed every 3 months for subsequent anti-cancer
therapies, survival, and AEs including therapy-specific safety assessments (e.g. investigations for
sguamous cell carcinoma in patients who received wemurafenib) (see Appendices 1, 2 and 3]
Fatients who discontinue study treatment in either the Induction or Maintenance Treatment Phases
prior to disease progression will also enter the Post-Treatment Follow-up Phase but will also continue
to be followed for progressiom, with disease status followed according to local practice wmntil
progression or the end of the study, whichever comes first. All patients will remain in the Posi-
Treatment Follow-up Phase until death or the end of the study, whichever comes first.

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
Howewver, patients who received atezolizumab should not receive other immunomodulatory agents for
10 weeks after maintenance treatment discontinuation.

BRAF™ Patients and Early Dizesze Prograszion

BRAF™ patients experiencing early disease progression during the Induction Treatment Phase will
hawve the opiion of proceeding immediately to receive second-line treatment with 5-FULY, cetuximab
and wemurafenib. These patients will be followed for safety and efficacy in accordance with the
Maintenance Treatment Phase Schedule of Assessments for Cohort 1 — BRAF™ (zee Appendix 2).

ANl Cohorts

An estimated 1680 patients will be screened and approximately 700 patients will be enrolled into the
Induction Treatment Phase in countries im BEurope, Asia, Africa and Morth and South Amerca.
Recruitment into specific cohorts will be stopped when the required number of patients has been
recruited into that cohort (s2e Section §.2). Itis anticipated that recruitment will occur owver a 3-year
pericd, with study follow-up being completed approximately 3 years after the last patiemt has
completed a Baselime wisit.

For an individual patient, the study will consist of a Screening Phase (£ 28 days), a 4-month Induction
Treatment Phase, a Maintenance Treatment Phase, and finally follow-up during the Post-Treatment
Follow-up Phase.
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Figure 1: Study Design
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Study Conduct

Al Cohortz

A Steering Committee (SC) will ke responsible for oversesing the general conduct of the study. An
independent Data Monitering Committes (IDMC) will be responsible for evaluating the safety of the
patients participating in the trial at regular intervals throughout the study. The iIDMC will make
recommendations as to whether cohart recruitment should continue based on the initial evaluation of
response of each cohort, and will review 05 amd PF3 data on a regular basis as available. In
addition, the iDMC will evaluate the safety data from the first six patients treated with the experimental
combination of "5-FULY + cetuximab + wemwurafenib’ to determine the initial safety of this
experimental regimen and the target dose to be used forsubsequent patisnts. Otherwise, efficacy data
will only be provided if required by the iIDMC to estimate risk-benefit for patients. The schedule of
iIDMC review will be determined by the iIDMC and descrbed in the IDMC Charter, although it is
anticipated that the iIDMC will review the data at a minimum of every six months. Additional data are
provided im the respective SC and iDMC Charters.

Humber of Patients

Approximately 1680 patients will be screensd. Approximately 700 patients will b2 enrclled in the
Inducticn Treatment Phase of the study in order to randomise 126 patients in Cohort 1 — BRAF™ gnd
405 patients in Cohort 2 — Mo Biomarker.

Screening procedures

For comparability reasons, only the archival primary tumour sample from the original diagnosis will be
used for the biomarker assessment which determines treatment assignment during the Maintenance
Treatment Phase, as this matenal will be available for all patients. To be eligible for the study, patients
must hawve an adequate archival primary tumour sample for biomarker assessment for cochort
assignment. The adequacy of the sample must be determined by the Investigator prior to the conduct
of any screening procedures. The sample must be shipped to the designated lab during the Screening
Phase. Biomarker analyses for cohont assignment will be conducted during the Induction Treatment
Phase and these resulis will only be available during the Induction Treatment Phase and not during
Secreening. Patients with an unknown biomarker status due to lack of determinant resukt (=.g9. due to
technical issues) can still be included in the study and will be assigned to Cohort 2 — Mo Biomarker.

If Cohort 2 — Mo Biomarker reaches the reguired number of randomized patients, and if no additional
cohorts are to be included in the study at that point in time. screening procedures will ke modified
suizh that all patients will undergo BRAF mutation testing prior to any other screening procedures and
before study enrolment to select for BRAF™ patients. Informed consent must be obtained prior to
BRAF mutation testing. This will allow the recruitment of the required number of paftients into Cohaort 1
— BRAF™ The Sponsor will monitor enrolment rates and initiate this modification when applicable.

Target Population

The target study population consists of patients with mCRC who hawve not received any prior
chemotherapy in the metastatic setting.

The "All Cohort® eligibility criteria are evaluated prior to initiating the first cycle of study treatment
during the Induction Treatment Phase. Prior to performing any screening procedures, the Investigator
must ensure that adeguate archival tissue from a patient’s primary tumeour is available for shipping to
the Sponsor's designated laboratory during the Screening Phase. If the tumiour block is not available,
2 20 slides cut within 2 weeks of shipping to the Sponsor's designated laboratory will be accepted as
an alternative. Cohort-specific exclusion criteria must be assessed within 3 weeks of completing
Induction Treatment Phase. Biomarker assessments will be completed prior to randomisation, as the
results of the biomarker assessmenis are required to ideniify the intended cohor in order to complete
the appropriate cohort-specific eligibility assessments.
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Inclusion Criteria

Fatients must meet the following crteria for study entry:

AN Cohortz

Fatient Sfatus

1. Hawe provided written informed consent prior to any study specific procedures
2. Willing and able to comply with the protocal

3. 218 years of age

4. EBECOG status of = 2 (ses Appendix 5)

5. Atleast 16 wesks of life expectancy at time of entry into the study
Dizeaze-relafed

8. Histologically confirmed mCRC

7. Measureable, unresectable disease according to RECIST 1.1

8. Mo prior chematherapy for CRC in the metastatic setting

8. Archival tumour formalin-fized paraffin-embedded tissue (FFPET) block from the primany tumour

obtained at the time of the initial diagnosis is available for submission to the Sponsor's designated
laboratory. If the tumour bleck is not available, 2 20 slides cut within two weeks of shipping to the
designated laboratory will be accepted as an alkemative (see Appendix 12).

Exclusion Criteria

Fatients who meet any of the following criteria will be excluded from siudy entry:

Al Gohorts

Other Prior or Current Treafmentsz

1.
2.

Less than & months from completion of any prior adjuvant chemotherapy or radiotherapy.

Pricr or current treatment with bevacizumab or any cther anti-angiogenic drug (i.e. ant-VEGF or
wvascular endothelial growth factor receptor [WEGFR] therapies or tyrosine kinase inhibitors)

Current or recent (within 10 days of start of study imduction treatment} wse of aspirin (= 325
mgiday), clopidegrel (= 75 mg'day), therapeutic oral or parenieral anticoagulants, or thrombolytic
agents for therapeutic purposes.

Mote: The wuse of fulldose oral or paremteral anticcagulants is permitied as long as the
intermational nomalised ratio (INR} or activated partial thromboplastin tirme (aPTT) is within
therapeutic limits (according to the medical standard of the institution) and the patient has been
om a stable dose of anficoagulants for at least two weeks prior to the start of study induction
treatment. Prophylactic use of anticoagulants is allowed.

Requirement for treatment with any medicinal product that contraindicates the use of any of the
study medications, may interfere with the planned treatment, affects patient compliance or puts
the patient at high risk for treatment-related complications

Treatment with any other investigational agent within 28 days or 5 investigational agent half-lives
[whichewer is longer} prior to the start of study induction treatmemnt

Haematological, Biochemical and Crgan Funciion

.

Inadequate haematological function indicated by all of the following:
#* Absolute neutrophil count (ANC) < 1.5 x 10%L
# Platelet count < 100 = 10%L
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¢« Haemoglobin < 9 gidL (patients may have tramsfusions andfor growth factors to attain
adequate haemoglobin)

7.  Imadeguate lver function indicated by all of the following:
¢ Total bilirubin 2 1.5 x upper limit of normal (LLKN)

¢« Aspariate transaminase (A5T) and alanine aminofransferase [ALT) 2 25 x LULHN
{2 8 = LILM in patients with known liver metastases)

¢« Alkaline phosphatase (ALP) 2 2 x ULMN [2 5 x ULM in patients with knowmn liver metastases)
8. Imadeguate remal fumction indicated by all of the following:
¢ Serum creatinine = 1.25 & ULM or calculated creatinine clearance < 50 mlimin
« Urine dipstick for proteinuria 2 24 unless a 24-hour urine protein < 1 g of protein is
demonsirated

8. INR > 1.5 and aPTT = 1.5 x ULM within 7 days prior to the start of study induction treatment for
patients not receiving anti-coagulation

The use of full-dose oral or parenteral anticoagulants is permitted as long as the INR or aPTT is
within therapeutic limits (according to the medical standard of the enrolling institution) and the
patient has been on a stable dose of anticoagulants for at least two weeks prior to the start of
study induction treatment

Gensral Cnteria

10. Active infection reguiring intravenous antibictics at the start of study induction treatment

11. Previous or concurrent malignancy, except for adeguately treated basal or squamous cell skin
cancer, in giw cervical cancer, or other cancer for which the patient has been disease-free for five
years prior to study entry

12. Evidence of any ather disease, neurslogic or rnetab%n: dysfunction, physical examination finding
or laboratory finding giving reasonable suspicion of a disease or condition that contraindicates the
use of any of the study medications, puts the patient at higher risk for treatment-related
complications or may affect the interpretation of study results

13. Imadequately controlled hyperiension (defined as systolic blocd pressure > 150 mmHg andfor
diastolic blood pressure = 100 mmHg)

14. Prior history of hyperensive cnsis or hyperiensive encephalopathy

15. Climically significant (i.e. active) cardiovascular disease, for example cerebrovascular accidents =
G months prior to stant of study induction treatment, myocardial infarction = § months prior to study
enrolment, unstable angina, Mew York Heart Association (MYHA) Functional Classification Grade
2 or greater congestive hean failure, or serous cardiac arrhythmia uncontrolled by medication or
potentially imterfering with protocol treatment

16. History or evidence upon physical or neurological examination of central nervous system [(CHE)
disease (e.g. seizures) unrelated to cancer wnless adeguately freated with standard medical
therapy

17. Significant wvascular disease (e.g. aortic aneurysm requiring surgical repair or recent arterial
thrombosis) within & months of start of study induction treatment

18. Amy previcus wenous thromboembaolism = National Cancer Institute (MCI) Common Terminclogy
Crtena for Adverse Events [CTCAE) Grade 3 withim 12 months prior to start of study induction
treatment

19, Active or untreated CMS melastases. Treatment of brain metastases, either by swrgical or
radiation technigues, must have been completed > 4 weeks prior to start of study induction
treatment. Patients with evidence of interim progression between the completion of CHS5-directed
therapy and study baseline disease assessments are excluded from the study.

20. History of haemoptysis 2 Grade 2 (defined as 2 2.5 mL bright red blood per episode) within 1
mionth of start of study induction treatment
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21.

2.

23

24

28.
27.

28B.
20

31.

History or evidence of inherited bleeding diathesis or significant coagulopathy at risk of bleeding
[i.e. in the absence of therapeutic anticoagulation)

Surgical procedure (including open biopsy, surgical resection, wound revision, or any other major
surgery invalving entry into a body cavity) or significant traumatic imjury within 28 days prior to
start of study induction treatment, or anticipation of meed for major surgical procedure during the
course of the study.

Minor surgical procedurs including placement of a vascular access device, within 2 days of start
of study induction treatment

History of abdominal fistula, gastrointestinal (G} perforation, intra-abdominal abscess or active 5]
bleeding withim § months pricr to start of study induction treatment

Serous, non-healing wound, active uleer, or untreated bone fracture
Kmown hypersensitivity to any component of bevacizumab or any of the study medications

History of sewere allergic, anaphylactic, or other hypersensitivity reactions to chimeric or
humanized antibodies or fusion proteins

Emown dinydropyrimidine dehydrogenase (DPD) deficiency

Pregnancy or lactation. A serum pregnancy test is reguired within 7 days prior to start of study
induction treatment, or within 14 days with a confirmatory urine pregnancy test within 7 days prior
start of study induction treatment

For women who are not post-menopausal (= 12 months of non-therapy-induced amenoirhea) or
surgically sterile (absence of ovanes andlor uterus): refusal o use a highly effective contraceptive
method (e with a failure rate of < 1% per year such assexual abstinence, hormonal implants,
combined oral contraceptives, vasectomised partner), during both the Induction and Maintenance
Treatment Phases and for at least § months after the last dose of study medication. Perodic
abstinence [e.g.. calendar, ovulation, symptothermal, postovulation methods] and withdrawal are
niot accepiable methods of contraception.& combination of male condom with cap, diaphragm or
sponge with spemicide [(double bamier methods) is not consi highly effective, birth conirgl
methods. Acceptable methods of contraception may include to stinence in cases where the
lifestyle of the patient ensures compliance. A Vasectomised partner is a highly effective birth
control method provided that parimer is the sole sexual pariner of the MODUL trial participant and
that the vasectomised partner has received medical assessment of the surgical success. Some of
the study-related medication, such as vemurafenib may decrease the plasma exposure of those
hormonal contraceptives predominanily metabolized by CYP34A4.In these cases, the use of an
altermate highly effective method of contraception must be considered.

For men: refusal to use a highly effective contracepiive method (ie. with a failure rate of
< 1 % per year such as vasectomy, sexual abstinence or female partner use of hormonal implants
ar combined oral contraceptives) during both the Induction and Maintenance Treatment Phases
ard for a perod of at least & months after the last dose of study medication. Pericdic abstinence
[2.g.. calendar, ovulation, symptothermal, postowvulation methods] and withdrawal are not
acceptable metheds of confraception. A combination of male condom with either cap, diaphragm
or sponge with spermicide (double bamier methods) is not considered highly effective, birth
contrel methods. Acceplable methods of contraception may include total abstinence in cases
where the lifestyle of the patient ensures compliance. A vasectomised MODUL trial participant is
a highly effective birth contrel method provided that the MODUL tral participant has received
medical assessment of the surgical success.

Cohort-Specific Exclusion Criteria

The following criteria will be assessed once the patient’s cenfrally-assessed BRAF biomarker status is
Kmicwn:

Addifional criferia for Cabort 1 — BRAP™

1.

Inability to swallow pills
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2. Refractory nausea and womiting, malabsorption, extermal biliary shunt or significant bowel
resection that would preclude adequate absarption

3. History or presence of clinizally significant ventricular or atrial dysrhythmias 2 NCI CTCAE Grade
2

4. Cormected QT (QTe) interval = 480 msec at Baseline or history of congenital long QT syndrome or
uncormectable electrolyte abnomalities

5. For women who are not postmenopausal (< 12 months of non-therapy-induced amencrrhea) or
surgically sterile (absence of ovaries andfor uterus): refusal to use an altemate highly effective
contraceptive method (i.e. with a failure rate of < 1% per year such as sexual abstinence,
vasectomised pariner) other than hormonal contraceptives, during both the Induction and
Maintenance Treatment Phases and for at least @ months afier the last dose of study medication.
Vemurafenib may decrease the plasma exposure of those hormonal contraceptives
predominantly metabolized by CYFP34A4.

Addfional criteria for Cohort 2 — No Biomarker

1. Active or untreated CNS metastases. Patients with a history of treated asymptomatic CHNS
metastases are eligible provided they mest all the following criteria:
* Measurable diseass outside the CHE
#« Only supratentorial or cerebellar metastases allowed (ie. no metastases to midbrain, pons,
medulla or spinal cord)
& Mo ongoing requirement for corticostercid therapy for CHS disease

2. Enown hypersensitivity or allergy to Chinese hamster ovary cell products or any component of the
atezolizumab: formulation

3. History of autcimmune disease including but not limited to myasthenia gravis. myositis.
autoimmune hepatitis, systemic lupus enythematosus, rheumateid arthritis, inflammatory bowel
disease, wascular thrombosis associated with antiphospholipid  syndrome, Wegener's
granulomatosis, Sjdgren's syndrome, Guillain-Bare syndrome, multiple sclerosis, vasculitis, or
glomerulonephritis (see Appendix § for a more comprehensive list of autoimmune diseases)

Mote: History of autsimmune-related hypothyroidismn on a stable dose of thyroid replacement
hiormone may be eligible for this study.

Mote: Controlled Type 1 diabetes mellitus on a stable insulin regimen may be eligible for this
study.

4. Prior allegeneic bone marmow transplantation or prior solid organ fransplantation

5. History of idicpathic pulmonary fibrosis (includimg preumcnitis), drug-induced pneumonitis,
organizing pneumcnia (i.e., bronchiclitis obliterans, crypiogenic organizing pneumonia), or
evidence of active pneumaonitis on screening chest CT scan
Mote: History of radiation pneumonitis in the radiation field (fibrosis) is permitted.

8. Positive test for human immunodeficiency virus (HIV)

7. Active hepatitis B (defined as having a positive hepatitis B surface antigen [HEsAg] test prior to
randomization) or hepatitis C
Mote: Patients with past hepatitis B virus (HBV) infection or rescheed HBWY infection (defined as
having a negative HEsAg test and a positive antibody to hepatitis B core antigen [anti-HBc]
antibody test) are eligible.

Patients positive for hepatitis C virus (HCW) antibody are eligible only if polymerase chain reaction
[FCR) is negative for HCW RMNA.

8. Active tuberculosis
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8. Administration of a live, attenuated vaccine within 4 weeks prior to start of study maintenance
treatment or anticipation that such a live attenuated vaccine will ke required during the study

10. Prigr treatment with CD137 agonists, anti-CTLA4, anti-PD-1, or anti-PD-L1 therapeutic antibody
ar pathway-targeting agents

11. Treatment with systemic immunostimulatory agents (including but not limited to interferons or
interleukin-2} within 4 weeks or five half-lives of the drug, whichever is longer, prior to start of
study maintemance treatment

12. Treatment with systemic coricosteroids or other systemic immunosuppressive medications
(including but not limited to predniscne, dexamethasone, cyclophosphamide, azathioprine,
methotrexate, thalidomide, and anti-tumour necrosis facior [TNF] agenis) within 2 weeks prior to
start of study maintenance treatment, or requirement for sysiemic immunosuppressive
medications during the trial. The uwse of inhaled corticosteroids and mineralocoricoids (2.g..
fludrocortisane) is allowed.

Mote: Patients who have recsived acute, low-dose, systemic immunosuppressant medications
[e.g.. a ocne-lime dosse of dexamethasone for nausea) may be enrclled in the study after
discussion with and approval by the Medical Monitor.

13. If receiving a RAMEL inhibitor {e.g. denosumab), unwilling to adopt allemative treatment such as
(but not limited to) bisphosphonates, while receiving atezolizumab.

Length of Study

AN Cohoritz

Study recruitment is expected to take approximately 3 years. The entire study duration will be
approximately @ years.

End of Study

AN Cohorts

After the clinical cut-off date for the primary analysis of PFS has been reached, patients will continue
to be followed every 3 months for survival status over a pencd of 24 months. The end of the study is
defined as the date when the last patient, last visit (LPLY) occurs at the end of the Post-treatment
Follow-up. After this, the trial will end and no further data will be collected in the clinical database for
this study. Post-trial access to the study drugs used in the experimental treatment arm of any cohort
will be in accordance with the Roche Global Policy on Continued Access to Investigational Medicinal
Product.

Efficacy Dutcome Measures
AW Cohortz

The primary efficacy outcome measures will be assessed within each cohort (experimental amm ws.
control armn) during the Maintenamnce Treatment Phase. These are:

+ Eary efficacy defined as the proportion of pafients with a 20% reduction in tumour size after 2
months of treatment in the Maintenance Treatment Phase

+ PFS defined as the time from randomization inte the Maintenance Treatment Phase until diseass
progression per Investigator assessment using RECIST 1.1 or death from any cause, whichever
ooours first.

Secondary

¢ (05 defined as the time from randomisation into the Maintenance Treatment Phase to death from
any cause
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« (RR [defined as PR or CR} during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at Week 18 of the Induction Treatment Phase.

« DCR [defined as CR. PR or 50} during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at Week 18 of the Induction Treatment Phase.

« TTR defined as the time from randomisation into the Maintenance Treatment Phase to the first
subsequent ccoumrence of a documented objective response (FR or CR), as determined by the
Investigator according to RECIST 1.1.

« DOR, defined as the time from the first cccurrence of & documentad objective response (PR or
CR) during the Maintenance Treatment Phase to the time of progression, as determined by the
Investigator according to RECIST 1.1, or death from any cause

« ECOG perfformance status during and after treatment

Safety Outcome Measures

Al Cohorte

The safety outcome measures for this study are as follows:

# |ncidence, nature and severity of all adverse events (graded acocording to MCI CTCAE w4.0)

* Incidence and nature of all Grade 3 — 5 AEs

# Grade 5 AEs or AEs leading to death on study treatment

# Al SAEs

* |ncidence and reasons for any premature discontinuation of any component of study treatment

# |ncidence and reasons for any dose reductions or interruptions of any component of study
treatment

»  AFs of special interest
*  Clinically significant changes in laboratory values

Adverse events refer to all treatment-emergent adverse events occuming after the initiation of study
medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue to be
collected during the Maintenance Treatment Phase and Post-Treatment Follow-up Phase as
applicable.

Exploratory Outcome Measures
Ciahort 2 — No Biomarker- Experimenial Arm Only

PFS im patients treated with atezolizumab defined as the fime from randomisation into the
Maintenance Treatment FPhass wuntl disease progression per Investigator assessment using
mRECIET or death from any cawse, whichewver coours first.

AN Cohorts

The exploratory biomarker outcome measures for this study include molecular markers/marker
profiles and efficacy and'or safety outcomes. Efficacy outcomes considered for this analysis may
imclude, but are not imited to, ORR, PFS and O35, as appropriate. Biomarkers and biomarker profiles
may be assessed using varous methodologies imcluding., but mot limited to, immunchistochemistry
(single amd multiplex), RMNA and DMNA analysis (e.g mutation, expression and microsatellite instability
analyses) of tumour andfor blood samples collected from all study patients.
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Study Treatment
Induction Treatment Phase

Al Cohorts

All patients will receive 4 months of study treatment in the Induction Treatment Phase. Treatment
during this phase, based on Investigator's choice, will be either

# gight 2-week cycles of 5-FULY and ocxaliplatin (FOLFOX) in combination with bevacizumab

or

*  six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-week cycles of
B-FUILY with bevacizumab

should be in accordance with locally approved prescribing information  includimg amny
recommendations for pre-freatment (ie. antiemefic therapies). The Inwvestigator will select the
FOLFOX regimen (eg. FOLFOX-4, FOLFOX-8, modified FOLFOX-8, FOLFOX-7 or modified
FOLFOX-T; see Appendix 4) also in accordance with local standards.

Investigational Medicinal Products

The investigational medicinal products (IMPs) used in this study include:

*  all non-flucropyrimidine agents comprising the experimental arms of each maintenance treatment
cohort (i.e. cetuximab, and vemurafenib in Cohort 1 — BRAF™: bevacizumab and atezolizumakb in
Cohort 2 — Mo Biomarker)

* bewvacizumab in the Induction Treatment Phase

* |bevacizumab in the control arms of each maintenance treatment cohort

« getuximab amd vemurafenib administered as optional second-line treatment to eardy progressing
BRAF™ patients

Mon-Investigatienal Medicinal Preducts

Mon-IMPs used in this study include all fluoropyrimidine agents (i.e. 5-FU and capecitabine) and
leucovorin adminisiered during the Induction and Maintenance Treatment Phases.  Owaliplatin
administered as part of induction treatment is also considered a non-IMP.

Maintenance Treatment Phase

Al Cohorts

Each cohort will contain an experimental freatment arm based specifically on the patient's biomarker
status based on the patient's archival tumour sample from the initial diagnosis (see Appendiz 12 for
additional details on cohort assignment). Patients with an unknown biomarker status due to lack of
determinant result (e.g. duse to technical issues) will be assigned to Cohort 2 — Mo Biomarker. Each
cohort will also include a control treatment armn containing a flugropyrimidine and bevacizumab.

For patients in Cohort 1 — BRAF™ and patients in the control arm of Cohort 2 — Mo Biomarker, study
treatment during the Maintenance Treatment Phase will continue until disease progression (based on
Investigator’'s assessment according to RECIST 1.1), unacceptable toxicity, initiation of another anti-
cancer therapy, patient or physician decision to discontinue, or patient death, whichever cocurs first

For patients randomized to the expenimental am of Cohort 2 — Mo Biomarker (i.e. patients who are
receining atezolizumab), study treatment during the Maintenance Treatment Phase will continue as
lang as they are expenencing clinical benefit as assessed by the Investigator and meet the following
criteria:

# Evidence of clinical benefit as assessed by the Inmeestigator
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* Absence of symptoms and signs (including worsening of laboratory values, e.g. new or worsening
hypercalcaemia) imdicating unegquivocal progression of disease

« Mo decline in ECOG performance status that can be attibuted to disease progression

* Absence of tumour progression at critical anatomical sites (e.g. leptomeningeal disease) that
cannot be managed by protocol-allowed medical interventions

Atezolizumab freated patients may be discontinued from study treatment during the Maintemance
Phase for the following reasons other than koss of clinical bensefit unacceptable toxicity, initiation of
another anti-cancer therapy, patient or physician decision to discontinue, or patient death, whichever
occurs first.

Dose reductions are only allowed for specified toxicities (see Section 5.1.3). If any drug of any study

treatment regimen is discontinued or held for = 14 days, the patient will come off all study treatment
and will enter the Post-Treatment Follow-up Phase.

Cohort 1 — BRAP™

Expernmenfal Am

5-FU: The first six patients in this cohort will receive 1,500 mgim? 5-FU administered via 48-
hour IV infusicn, in combination with L'V 400 mg/m? administered via 2-howr infusion, on Day
1 of every 2-week cycle. If the iIDMC determines that there are no safety concerns or dose-
limitimg foxicities in these first six patients, subsequent patients in this cohort will receive
1,600 - 2,400 mg/m*5-FI administered via 48-hour IV infusion, in combination with L 400
mg'm? administered via 2-howr infusion, on Day 1 of every 2-week cycle.

Cetuximab: The dose and scheduling of cetuximab is 500 mg/m? via IV infusion on Day 1 of
every 2-week cycle. Cetuximab must be administered in hospital under the supervision of a
physician experienced in the use of antineocplastic medicinal products. Cetuximab must be
administered via infusion pump or syringe pump at a rate not exceeding 5 mg/min for the first
administration and 10 mg'min for subseguent administrations. Close monitorng s reguired
during the infusiom amd for at least 1 hour after the end of the infusion. Availability of
resuscitation eguipment must be ensured. Prior to the first infusion of cetuximab, patients
rmust receive premedication with an antihistamine and a corticosteroid. This premedication is
recommended prior o all subseguent infusions. Refer to cetuximab Package Inseri
(Appendix 11).

Wemurafenib: The dose and scheduling of wemurafenib is 980 mg bid by mouth.
Vemurafenik should be taken at approximately the same times each day, the first dose is o
be taken in the morming and the second dose is to be taken approximately 12 hours later in
the evening. Each dose should always be taken in the same manner L.e. either with or without
a meal. Missed doses will not be made up.

Mote: A safety run-in will be conducted for the first six patients treated with the experimental
combination of "5-FLILY + cetuximab + vemurafenib’. Safety data from these patients will be
reviewsd by the IDMC to determine the initial safety of this experimental regimen and the
target dose to be wused for subseguent patienis.

Control Am

Fluoropyrimidine |(5-FUILY or capecitabine): dose and schedule will be according to local
label, where applicable, or otherwise will be determined per the Inwestigator's discretion.
Administration should be according to local prescribing information.

Bevacizumab: 5 mg'kg via 15-30 minute IV infusion on Day 1 of every 2-week cycle.
Bevacizumab should be prepared and administered in accordance with local prescribing
informaticn.
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Cohort 2 — No Biomarker

Expenmental Am

Fluoropyrimidine {5-FU/LV or capecitabine): 1,600 — 2400 mg/m?® 5FU administerad via
46-hour IV infusion on Day 1 of every Z-week cycle, and LV 400 mg'm? administered via a 2-
hour infusicn on day 1 every 2 weeks; or 1000 mg/m? twice-daily capecitabine b.i.d. by
maouth given days 1-14 every 2 weeks followed by a one-week treatment break. The chosen
fluoropyrimidine should be administered in accordance with local prescrbing information.

Bevacizumab: The doss and schedule of bevacizumab is 5 mgkg wvia 15-30 minute IV
infusion on Day 1 of every 2-week cycle. Bevacizumab should be prepared and administered
in accordance with local preserbing information. Patients may be at risk of dewveloping
infusion / hypersensitivity reactions with bevacizumab. Close observation of the patient during
and following the administration of bevacizumab is recommended as expecied for any
infusion of a therapewtic humanized monoclonal antibody. If a reaction occurs, the infusion
should be discontnued and approprate medical therapies should be administered. A
systematic premedication is not wamanted.

Atezolizumab: Atezolizumab is administered in this study at a fixed dose of BO0D mg via G0-
minute W infusion on Day 1 of every 2-week cycle. Atezolizumab must be administered in
haspital under the supervision of a physician experenced in the use of anfineocplastic
medicinal products. For the first infusion, the patient’s wital signs (heart rate, respiratory rate,
blood pressures, and temperature) should be determined within 80 minutes before the
infusion, every 15 £ 5 minutes during the infusion, and 30 £ 10 minwtes after the infusion. For
subseguent imfusions, vital signs will be collected within 80 minutes before the infusion and
should be collected during or after the infusion if clinically indicated or if symptoms ccoumed
in the prior infusion. If the initial infusion is well tolerated. subsequent infusions will be done
over a A0-minute time perod. Mo premedication will be allowed for the first dose of
atezolizumab. Premedication may be administered for Cycles 2 2 at the discretion of the
treating physician. The rate of atezolizumab infusion should be modified in the event of an
infusion-related reaction.

Control Armmm

Fluoropyrimidine (5-FUWLY or capecitabine): dose and schedule will be accordimg to
lzcal label, where applicable, or othenwise will be determined per the Investigator's discretion.
Administration should be according to local prescribing imformation.

Bevacizumab: 5 mgkg via 15-30 minute IV infusion om Day 1 of every 2-week cycle
Bewvacizumab should be prepared and administered in accordamce with local prescribing
information.

Post-Treatment Follow-up Phase

All Cohorts

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
However, patients who received atezolizumab should not receive other immunomeodulatory agents for
10 weeks after maintenance treatment discontinuation.

BRAF™F Patients and Early Disease Progression

Exceptionally, BRAF™ patients experiencing early disease progression during the Induction
Treatment Phase will have the option of proceeding immeadiately to receive second-line treatment with
(5-FULWY), cetudimab and vemurafenib. These patients will be followsd for safety amd efficacy in
accordance with the Maintenance Treatment Phase Schedule of Assessments for Cohort 1 — BRAF™
[zee Appendix 2).
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Statistical Methods

AN Cohorts

The cohorts will be based on different biomarkers (see Appendix 12), with each cohort consisting of
an experimental treatment arm and a confrol arm. The inclusion of a contrel group allows
discrimination of patient outcomes caused by the experimental treatment from outcomes caused by
other factors. Randomisation avoids systematic differences (bias) between the groups with respect to
kmown or unknown baseline wvariables that could affect outcome. The treatment for patients in the
control arms represents standard of care.

Within each cohort, the study has the following co-primary objectives:

+ the proporion of patients with a 20% reduction in tumour size after 2 months of treatment in the
Maintenance Treatment Phase

« PFS per RECIST 1.1

A preliminary evaluation of response will be made for each cohort independently once a total of 27
patients in the experimental treatment arm of the cohort have completed a tumour assessment at
Maonth 2 of the Maintenamce Treatment Phase (see Figure 2). In the opinion of the iDMC, if the
evaluation of response for these first 27 patients shows sufficiently promising resulis then, recruitment
will continue until the required target number of patients has been enrolled for the assessment of PFS
as specified in the sample size section.
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Figure 2: Cohort Evaluation of Response

> 3 pafients meeal response oritens g .
Evaluation of response afer & or clear chinical bensfit coserved e Conort enroliment continues until

total of 27 patients in the with approval of SponsoriDIC) T AL T e
expemmeantal arm have
comipleted a tumour
assassment at Month 2 of tha
Maintenance Treatmant phase 2 % 3 patients meet response crideria
or no clear clinical banefit observed

Cohort enrollment prematurely terminated

————p Cohert may continue for assessment of FFS

Confrol Arm

a  Caohor randomizabon confinues until decision reganding response criteria has been made
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The co-primary endpoints form a higrarchy, and PFS will only be tested betweesn treatments within
coharts that have shown a response in the experimental treatment at the earlier assessment Mo
adjustment will be made for multiplicity of endpoints or subgroup analyses. The calculated final
sample size is based on PFS.

Faor each cohort, the primary analysis will cocur when the target number of PFS events has been
reached. Secondary endpoints will also be summarised at this time. The final analysis of the whole
study (updated time-to-event endpoints and updated safety) will be provided when the last patient
completes follow wp.

Data will be summarized wsing appropriate summary statistics: mean, standard deviation, median,
guartiles and range (minimum and maximum) for confinuouws varables, and number and percentage
for categorical varables.

Analysis Populations

For each cohord, the Intent-To-Treat (ITT) Population will include patients entered into the
Maintenance Treatment Phase of the study, imespective of whether or not they received study
medication. In this population, patients will be allocated to the study maintenance treatment into which
they were randomised. The ITT Population will be used for all efficacy analyses.

The Per Protecol Population will not be defined for this study but major protocol violations will be listed.

The Safety Population will include all patients who received at least one dose of study medication
during the Induction or Maintenance Treatment Phases. Patients will be allocated to the treatment
regimen that they actually received. The Safety Population will be used for all safety analyses.

Stafistical Hypotheses

The hypotheses for all cohorts for the preliminary evaluation of response are written in terms of m,
where wis the proportion of responders (0= w= 1)

Hee =005
Hy: w2020

where the power is controlled to be at least 80% under the alternative hypothesis H1 and with an
alpha level of 5%. If more than 3 of the initial 27 patients in the experimental arm of a cohort meet the
response criteria at the tumouwr assessment at Month 2 of the Maintenance Treatment Phase, then Hp
is rejected in favour of Hy, and that cohort will continue enrclling patients until the required target
number of patients has been enrclled for the assessment of PFS. If = 3 of these patients meet the
response criteria then that cohort will be siopped. However, if a clear clinical bensfit has been
observed for patients in a cohort even though the response criteria were not met, then that cohort
may be allowed to continue afier discussion with the IDMC and Sponsor.

Cohort 1 — BRAF™

The null and alternative hypotheses when comparing PFS between the two randomised treatments in
Cohort 1 — BRAF™ (Arm A: 5-FULY with cetuximab and vemurafenib vs. Arm B: flucropyrimidine
and bevacizumab) are:

Hme  the distribution of the PFS time is the same in the two treatment groups
PFS (Am A) = PFS (Arm B)

Hy: the distribution of the PFS time is different in the bwo treatment groups
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spegifically PFS (Arm A) = PFS (Arm B)

If the hazard ratic (HR) of Arm A compared to Arm B is assumed to be comstant ower time, then the
null amd alternative hypotheses are:

HxHR=1wvs. H: HR =1

The formal stafistical test for Cohort 1 — BRAF™ will be one-sided and performied at an alpha level
{type | emor rate) of 10%.

Cohort 2 — Mo Biomarker

The null and altermnative hypotheses when comparing PFS between the two randomised treatments in
Cohort 2 — Mo Biomarker (Amn A fluoropyrimidine with bevacizumab and atezolizumab vs. Am B:
flugropyrimidine and bevacizumab} ars:

Hpz:  the distribution of the PFS time is the same in the two treatment groups
PFS (Arm A) = PFS (Am B)

Hi:  the distribution of the PFS time is different in the two treatment groups
FPFS (Arm A) £ PFS (Arm B}

If the HR of Arm A compared to Am B s assumed to be constant over time, then the null and
alternative hypotheses are:

Hpz HR=1ws Hi: HR#1

The formal statistical test for Cohort 2 — Mo Biomarker will be two-sided and performed at an alpha
lewvel (type | emor rate) of 5%.

Primary Endpoint
ANl Cohorts

The study has co-primary endpoints within each cohort: 1) the proportion of patients with a 20%
reduction in tumour size after 2 months of treatment in the Maintenance Treatment Phase; and 2}
PF3 evaluated according to RECIST 1.1.

The co-pnmary efficacy endpoints of early efficacy and PFS form a hierarchy, and PFS will be tested
between treatments withim cohorts that have shown adequate response im the expermental treatment
arm at the preliminary response evaluation.

Tumour size will be calculated using the sum of the longest diameters of all target lesions, and
reduction will be based on comparisons to the tumour assessment done at Week 16 of the Induction
Treatment Phase.

The evaluation of eary efficacy will take place after the predefined patient number for early response
assescment after 2 months has taken place, which will likely cccur at about 3 months after initiation of
maintenance freatment Eary efficacy will b2 summarzed and presented alomg with the 95%
Clopper-Fearson confidence interval.

Unless a cohort is prematurely terminated, the co-primary endpoint of PFS will be assessed within
each cohort. For the co-primary endpoint, PFS is defined as the time from randomisation into the
Maintenance Treatment Phase until disease progression determined by the Investigator according to
RECIST 1.1 or death from any cause, whichewver occurs first. FPatients without an event will be
censared at the date of their last evaluable tumeour assessment or, if this is not available, at the date
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of randomisation. For each cohort, the primary analysis of PFS will coccur when the target number of
FPF3S events has been reached.

Within each cohort, PFS will be presented graphically for each treatment group using the Kaplan-
Meier method. Estimates and the comesponding 95% confidence interval will be reported by treatment
group for median survival ime, and for the 4-, §- and 12-month PFS rates.

Within each cohort, the comparison of PFS between the treatment groups will be performed using an
unstratified log-rank test. In addition, a Cox regression will be performed with treatment and the
stratification wariables (bicmarkers, geographic region and response after induction treatment) as
terms im the model. The estimated hazard ratio and its comesponding 25% confidence interval will be
presented.

Secondary Efficacy Endpoints

AN Gohorls

The secondary efficacy endpoints for each cohort are OS5, ORR, DCR, time to treatment response,
duration of response and ECOG perfformance status.

25 is defined as the time from randomisation until death from any cause. Patients who are siill alive
at the time of analysis (clinical cut-off} and patients who are lost to follow-up will be censored at their
last climical assessment date.

Best overall response will be assessed for all patients after randomisation until disease progression.
ORR will be calculated as the proportion of patients with a best owerall response of CR ar PR
determined according to RECIST 1.1. ORR will be summarized and presented along with the 95%
Clopper-Pearson confidence imtensal.

DCR will be caleulated as the proportion of patients with a best owverall response of CH, PR or 50 as
determined according to RECIST 1.1. DCR will be summarnzed and presented along with the B5%
Clopper-Pearson confidence intensal.

Time to treatment response will be caleulated as the time from randomisation to the first occurrence of
a documented objective response (CR or PR) determined according to RECIST 1.1.

Dwration of response will be assessed for all patients after randomisation until PD. Only patients with
a best overall response of CR or PR per RECIST 1.1 are considered responders. The duration of
response is the time from the first assessment of CR or PR until disease progression or death from
any cause, whichewver cocurs first.

The secondary time-to-event endpoints will be analysed by the same methods and at the same time
as the primary endpaoint.

Safety Endpoints

AN Cohorls

Verbatim adverse event (AE)} data will be mapped to Medical Dictionary for Regulatory Activities
({MedDRA) thesaurus terms.

All treatmeni-emergent AEs occcuming during or after the first dose of study medication will be
summmarized by treatment group in frequency tables, as follows:

# By preferred term and system organ class
= By severity of all adverse events (graded according o NCI CTCAE vw4.0)
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¢ Grade 3 -5 AFEs
& Grade 5 AEs or AEs leading to death on study treatment

+ Al SAE=

* AEs leading o premature discontinuation of any component of study treatment

&  AEs leading o dose reduction or interruption of any component of study treatment
« AFEs of special interest

The above safety data will be summarnzed separately for the Induction and Maintenance Treatment
Fhases.

Deaths reported during the study treatment period and those reported during follow-up after treatment
completicn/discontinuation will be summarized.

Study medication exposure will be separately summanzed by number of cycles, duration, dose and
dose intensity.

Vital signs data, clinical laboratory parameters, concomitant medication and subseguent anti-cancer
therapy will also be summarized.

Safety data will be summarised separately for the Induction and Maintenance Treatment Phases.

Analysis for Exploratory Qufcome Measures

Cohort 2 — No Biomarker - Expenmental Arm Only

The exploratory efiicacy endpoint of PFS in patients freated with atezolizumab is defined as the time
from randomisation inte the Maintenance Treatment Phase until disease progression per Investigator
assessment using mRECIST or death from any cawse, whichever occurs first. Patients withowt an
event will b2 censored at the date of their last evaluable tumour assessment or, if this is not available,
at the date of ramdomisation. PFS may be presented graphically using the Kaplan-Meier method.
Estimates and the comesponding 95% confidence interval may be reported for the 4-, 6 and 12-
maonth PFS rates.

AN Cohorts

Bicmarker analyses will be of exploratony mature only, utilizing all available data obtained from archival
tumour samples from the initial diagnosis and all other tumour and blocd samples collected during the
study from all study patiemts including Supplemental Biomarker Program participants.  These
analyses will be of exploraiory nature only. using descriplive methods with no fized hypotheses
testing.

With the ongoing analyses of the study's waricus biomarker-based cohorts, more information on the
concordance of different biomarkers will be collected and summarzed. Relevant findings will be
discussed with the study's 5C in order to conduct further exploratory biomarker analyses accordingly.

Interim Analyses

AN Cohorts

Within each cochort, a preliminary evaluation of response will be made by the iDMC ocnee a total of 27
patients im the experimental treatment arm of the cohort have completed a tumour assessment at
Maonth 2 of the Maintenance Treatment Phase (see Figure 2).
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In addition, the iDMC will review safety data for the first six patients treated with the experimental
combination of "5-FILUILY + cetuximab + vemurafenib’ and will also mest regularly to review safety data
as well as OS5 and PFS data from all cohonts as available.

Determination of Sample Size

Approximately 1880 patients will be screened. Approximately TOOD patients will b2 enrclled in the
Induction Treatment Phase of the study in order to randomise 128 patients in Cohort 1 — BRAF™ gnd
405 patients in Cohort 2 — Mo Biomarker.

Within each cohort, the required sample size is based on the comparison of PFS between the

treatment groups.

The sample size calculation has been based on an assumed 3-year recruitment percd and the
following median PF5:

Table 1: PFS Estimates per Cohort
Cohort Median PFS [months)
Control group
Experimental
treatment group (FF and

bevacizumab}

Cohort 1 - BRAF™ 7 448

Cohort 2 - Mo Biomarker 11.5 7.5

Cohort 1 — BRAF™

Only 10% of the patient population is anticipated to be BRAF™ and approximately 25% of BRAF™
patients are expected to have disease progression prior fo randomisation into the Maintenance
Treatment Phase. Based on these assumptions, with an assumed 1880 patients scresned ower 3
years, an average of approximately 3.5 BRAF™ patients are anticipated to be randomised info this
cohort each month.

Based on a one-sided 10% test, then 95 evenis in the BRAF™F group will give approximately §5%
power to detect a HR of 0.7. Randomising 126 patients using a 2:1 ratio, and assuming a 38-month
recruitment period, the study duration will be approximately 36 months (from the time that the first
BRAF™ patient is randomised into the Maintenance Treatment Phase).

Cohort 2 — Mo Biomarker

Approximately 90% of the patient population is anficipated to fall imto this cohort, and approximately
25% of these patients are expected to have dissase progression prior to randomisation info the
Maintenance Treatment Phase. Based on these assumptions, with an assumed 1680 patients
screened over 3 years, approximately 31.5 patients are anticipated to be randomised into this cohort
each month.

Bazed on a two-sided 5% test, then 258 events in this cohort will give approximately 30% power to
detect a HR of 0.65. Randomisimg 405 patients using a 2:1 ratio, and assuming an 11-month
recruitment period, the study duration will be approximately 22 months (from the time that the first
patient is randomised into the Maintenance Treatment Phase).
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Appendix 2: Schedule of Assessments for All Patients (Screening / Baseline and Induction
Treatment Phase)

Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible

for any study cohort
Screening / . St_udy leeatm_ent Post-Treatment Follow-
. Induction Treatment Phase [a] Discontinuation
Baseline Visit [b] Up Phase [c]
(= 30 days after last
Day 1 E 2 cycl
<28days <7 days &y VETy & Cyeies dose of study Every 3 months
Cycle 1 (every 4 weeks)
treatment)
Informed consent [d] X
Confirmation of general X X As required
eligibility [e]
Demographics and medical X
history [f]
Vital signs and weight [g] X X X X X
Physical examination[h] X X X X
ECOG performance status [i] X X X X
Concomitant medications [j] X X X X X
Haematology and blood X X X
chemistry [K]
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible

for any study cohort
. Study Treatment
Screening / . -u - ) . Post-Treatment Follow-
. Induction Treatment Phase [a] Discontinuation
Baseline o Up Phase [c]
Visit [b]
< 30 days after last
Every 2 cycles ( y
dose of study Every 3 months
(every 4 weeks)
treatment)
INR, aPTT (select patients) [I] X X
Urinalysis (dipstick) [m] X X X
Pregnancy test [n] X If clinically indicated
Tumour assessments [0] X Mandatory at Week According to local standard of
16 (end of Induction care (in applicable patients
Treatment Phase) only)’
Archival primary tumour X

tissue for biomarker
assessment [p]

Metastatic tumour tissue for X At PD (Supplemental

exploratory biomarker (optional Biomarker Program

assessment [q] for all only)
patients)

Whole blood sample [r] X
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort

. Study Treatment
Screening / . _u - ) . Post-Treatment Follow-
. Induction Treatment Phase [a] Discontinuation
Baseline o Up Phase [c]
Visit [b]
< 30 days after last
Every 2 cycles ( y
dose of study Every 3 months
(every 4 weeks)
treatment)
Plasma samples [r] X Cycles 4, 6 and 8 At time of progression (if
patient has not yet
progressed)

Adverse events (including X X X Every cycle X X (as applicable)
SAEs) [s]
Study medication X
administration [t] Administered every 2 weeks
Subsequent anti-cancer X
therapies (see [c])
Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments during the Treatment Phase should be performed within £ 7 days of the
scheduled date.

b. Patients who experience PD during or at the end of the Induction Treatment Phase, or who refuse to go into the Maintenance Treatment Phase
or who are not eligible for any study cohort, will undergo a Study Treatment Discontinuation Visit 30 days after the last dose of study
medication. These patients will then enter the Post-Treatment Follow-up Phase. All patients need to be evaluated for potential resection of
metastasis at completion of the induction period. This is of particular importance for patients with liver metastases. If the patient is found to be
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resectable they will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will then enter the
Post-treatment Follow-up Phase.

Patients in the Post-Treatment Follow-up Phase will be followed up every 3 months during which time subsequent anti-cancer therapies will be
recorded and survival assessed until the end of the study. Treatment during the Post-Treatment Follow-up Phase is at the Investigator’s
discretion; BRAF™" patients experiencing early disease progression during the Induction Treatment Phase will have the option of proceeding
immediately to receive second-line treatment with 5-FU/LV, cetuximab and vemurafenib. Patients who discontinue study treatment prior to
disease progression will also continue to be followed for PFS, with disease status followed according to local practice until progression or the
end of the study, whichever comes first.

Written informed consent for participation in the study must be obtained before performing any study-specific screening tests or evaluations.
However, results from routine assessments conducted prior to informed consent signature may be used as screening assessments as long as
they were done within 7 days prior to informed consent signature.

The “All Cohort” eligibility criteria are evaluated prior to initiating the first cycle of study treatment during the Induction Treatment Phase.

Medical history includes clinically significant diseases, surgeries, cancer history (including prior cancer therapies and procedures), reproductive
status, smoking history, use of alcohol and drugs of abuse, and all medications (e.g., prescription drugs, over-the-counter drugs, herbal or
homeopathic remedies, nutritional supplements) used by the patient within 7 days prior to the Screening visit. Demographic data will include
age, sex, and self-reported race/ethnicity (where permitted by federal regulations).

Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature. During
Screening, weight only required < 7 days.

Baseline assessment requires a complete physical exam. A complete physical examination should include an evaluation of the head, eyes,
ears, nose, and throat, and the cardiovascular, dermatological, musculoskeletal, respiratory, gastrointestinal, genitourinary, and neurological
systems. Abnormalities identified at Screening / Baseline will be recorded as baseline conditions. At subsequent visits (or as clinically
indicated), limited, symptom-directed physical examinations should be performed. Changes from Baseline, with new or worsened clinically
significant abnormalities, should be reported as AEs if appropriate.

ECOG status assessed within 7 days prior to Day 1 of Cycle 1 (Induction Treatment Phase) for eligibility determination. See Appendix 5.

Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the date of study discontinuation. Only concomitant medications used for supportive care, to alleviate
symptoms of mMCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent visits, only
changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant medications
for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and prohibited
concomitant medications, see Section 4.4.
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Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride, and bicarbonate. Hematology and blood chemistry tests must be conducted prior to each treatment
cycle, with the results available for review prior to start of treatment according to local standards for treatment management. However, only
tests conducted every second treatment cycle will be recorded in the eCRF. Clinical laboratory results constituting a clinical significant AE
should be recorded as such.

INR and aPTT only for patients receiving anticoagulants while on protocol-specified treatment.

. Urinalysis must be performed by dipstick at Baseline and within 48 hours prior to every cycle. A 24-hour urine collection is needed in the event
of proteinuria = + 2 by dipstick test.

Urine or blood pregnancy test, only for women of childbearing potential, including those who have had a tubal ligation. A serum pregnancy test
is required within 7 days prior to start of study induction treatment, or within 14 days with a confirmatory urine pregnancy test within 7 days prior
start of study induction treatment

Will include radiology, chest and abdominal CT or MRI, and other scans to document all sites of disease. Include upper abdomen at Baseline.
Subsequent tumour assessments will be done according to standard of care at each study centre, with the exception that all patients must have
a tumour assessment at the end of the Induction Treatment Phase. Tumour assessments are not required for study purposes after disease
progression has been documented. Patients who discontinue study treatment during the Induction Treatment Phase prior to disease
progression will also continue to be followed for progressive disease, with disease status followed according to local practice until progression
or the end of the study, whichever comes first.

Archival tumour tissue (FFPET) block from the primary tumour obtained at the time of the initial diagnosis. Prior to performing any screening
procedures, the Investigator must ensure that adequate archival tissue from a potential participant’s primary tumour is available for shipping to
the Sponsor’s designated laboratory during the Screening Phase. [f the tumour block is not available, = 20 slides cut within 2 weeks of shipping
to the Sponsor’s designated laboratory will be accepted as an alternative. The sample must be shipped to the designated laboratory with the
corresponding pathology report during the patient’s Screening Phase. See Appendix 12.

The core biopsy of metastatic tumour at baseline is optional for all patients. It can be obtained either as part of routine care within 2 months
before ICF signature or as part of study procedures after ICF signature within the Screening Phase. For patients in the Supplemental
Biomarker Program (See Appendix 13), core biopsies of metastasis are also required at time of disease progression.

Whole blood and plasma samples will be collected from all study patients for exploratory biomarker analyses unless genomic analysis is not
allowed per local regulations. In such instances, only plasma samples will be collected. All samples will be sent to a designated laboratory.
Samples during treatment should be taken within 48 hours prior to study treatment Day 1 of each cycle indicated, unless otherwise specified
(see Appendix 12 and Laboratory Manual).
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s. After the signing of the informed consent form, and prior to Day 1 of Cycle 1 (Induction Treatment Phase), any SAEs thought to be related to a
protocol-mandated intervention should be reported. Adverse events will be documented at every cycle during treatment. All patients will be
followed for new AEs for 28 days following the discontinuation of study treatment. At the time of treatment discontinuation, any ongoing AE/SAE
will be followed until the event resolves, the Investigator assesses the event as stable, the patient is lost to follow-up, dies or withdraws
consent. Death related to disease progression is not considered to be an SAE. The Sponsor should be notified if the Investigator becomes
aware of any SAE or AEs of special interest occurring after the end of the adverse event reporting period, regardless of causality.

t. Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based on Investigator’s choice, will be either
eight 2-week cycles of 5-FU, LV and oxaliplatin (FOLFOX) in combination with bevacizumab or six 2-week cycles of FOLFOX in combination
with bevacizumab, followed by two 2-week cycles of 5-FU/LV with bevacizumab.
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Appendix 3: Schedule of Assessments During Maintenance Phase (Cohort 2

Prior to Maintenance Treatment Phase .Study.Trea_t men_t . Post-Treatment Follow-
R Discontinuation Visit
randomization E) [b] Up Phase [c]
Within 3 weeks of (= 30 days after last
completing Induction Every 2 cycles (every 4 weeks) dose of study Every 3 months
Treatment Phase treatment)
Assignment of cohort [d] X
Confirmation of cohort- X

specific eligibility [e]

Randomisation [f] X

Vital signs and weight [g] X X
Physical examination [h] X X
ECOG performance status [i] X X
Concomitant medications [j] X X
Haematology and blood X X

chemistry [K]

INR, aPTT (select patients) [I] According to local standard of care
Urinalysis (dipstick) [m] X X
Pregnancy test [n] As applicable

TSH, free T3, free T4

. Prior to Cycle 1 then every 3 cycles X
(Experimental Arm only)
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Pulse oximetry

Prior to
randomization

Within 3 weeks of
completing Induction
Treatment Phase

Maintenance Treatment Phase

[a]

Every 2 cycles (every 4 weeks)

Study Treatment
Discontinuation Visit

[b]

(< 30 days after last
dose of study
treatment)

Post-Treatment Follow-
Up Phase [c]

Every 3 months

. Prior to Cycle 1 then every 2 cycles X
(Experimental Arm only)
Tuberculosis test [0] X
HIV, HBV, HCV serology [p] X
Tumour assessments [q] According to local standard of care.
According to local standard
Mandatory at Month 2 for First 27 . . .
of care (in applicable patients
patients in experimental arm of each .
only)
cohort
Metastatic tumour tissue for Supplemental Supplemental Biomarker Program only:
exploratory biomarker Biomarker Program At time of PD
assessment [r] only: After completion
of Induction, but prior

to start of Maintenance

Plasma samples [s] Cycles 1 and 2 At time of progression (if
then every 2 cycles thereafter patient has not yet
And at time of PD progressed)

Adverse events (including Every cycle X X (as applicable)

SAEs) [t]
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. . Study Treat t
Prior to Maintenance Treatment Phase . Y y. rea_ men_ . Post-Treatment Follow-
Discontinuation Visit

randomization E) [b] Up Phase [c]

Within 3 weeks of (= 30 days after last
completing Induction Every 2 cycles (every 4 weeks) dose of study Every 3 months
Treatment Phase treatment)

Study medication X
administration [u]

Subsequent anti-cancer X
therapies (see [c])

Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments during the Treatment Phase should be performed within £ 7 days of the
scheduled date.

b. Patients who experience PD at any time during the Maintenance Treatment Phase, or who need to permanently discontinue study medication
for any reason, will undergo a Study Treatment Discontinuation Visit 30 days after the last dose of study medication. These patients will then
enter the Post-Treatment Follow-up.

c. After discontinuation of study treatment, patients will enter the Post-Treatment Follow-up Phase and will be followed up every 3 months during
which time subsequent anti-cancer therapies will be recorded and survival assessed until the end of the study. Treatment during the Post-
Treatment Follow-up Phase is at the Investigator's discretion, however, patients treated with atezolizumab should not receive other
immunomodulatory agents for 10 weeks after study treatment discontinuation. Patients who discontinue study treatment prior to disease
progression will also continue to be followed for PFS, with disease status followed according to local practice until progression or the end of the
study, whichever comes first.

d. Patients completing the Induction Treatment Phase, and who have not experienced PD can then proceed to the Maintenance Treatment Phase.
Depending on the patient’s biomarker status (based on the archival sample from initial diagnosis), these patients will be assigned to Cohort 1 —
BRAF™" or Cohort 2 — No Biomarker. Patients with an unknown biomarker status due to lack of determinant result (e.g. due to technical issues)
can still be included in the study and will be assigned to Cohort 2 — No Biomarker.

e. The cohort-specific exclusion criteria must be assessed prior to randomization to study maintenance treatment but assessment of cohort-
specific eligibility can only be completed after the biomarker analysis results from the patient’s archival tumour tissue from initial diagnosis are
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0.

known. Patients found ineligible for any cohort will undergo a Study Treatment Discontinuation Visit and enter the Post-Treatment Follow-up
Phase.

Each cohort will consist of an experimental treatment arm and a control arm. Randomised on a 2:1 (experimental:control) basis to either the
experimental treatment arm or the control arm of that cohort. See Section 4.2.

Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature. For the first
infusion, the patient’s vital signs (heart rate, respiratory rate, blood pressures, and temperature) should be determined within 60 minutes before
the infusion, every 15 + 5 minutes during the infusion, and 30 + 10 minutes after the infusion. For subsequent infusions, vital signs will be
collected within 60 minutes before the infusion and should be collected during or after the infusion if clinically indicated or if symptoms occurred
in the prior infusion.

Physical examinations will be symptom-directed, and will include changes from Baseline (pre-Induction) with new or worsened clinically
significant abnormalities being reported as AEs if appropriate.

See Appendix 5.

Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the Study Treatment Discontinuation visit. Only concomitant medications used for supportive care, to
alleviate symptoms of mCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent
visits, only changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant
medications for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and
prohibited concomitant medications, see Section 4.4.

Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride, and bicarbonate. Hematology and blood chemistry tests must be conducted prior to each treatment
cycle, with the results available for review prior to start of treatment according to local standards for treatment management. However, only
tests conducted every second treatment cycle will be recorded in the eCRF. Clinical laboratory results constituting a clinical significant AE
should be recorded as such.

INR and aPTT only for patients receiving anticoagulants while on protocol-specified treatment.

Urinalysis must be performed by dipstick within 48 hours prior to every cycle. A 24-hour urine collection is needed in the event of proteinuria =
* 2 by dipstick test.

Urine or blood pregnancy test, only for women of childbearing potential, including those who have had a tubal ligation. If urine pregnancy test is
positive, it must be confirmed by a serum pregnancy test.

Patients with a positive tuberculosis test are not eligible for Cohort 2 and will be excluded from entering the Maintenance Phase of the study.
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p. HIV testing performed in accordance with national and/or institutional guidelines. HBV serology includes HBsAg and anti-HBc. HCV serology
includes anti-HCV.

g. Tumour assessments according to RECIST1.1 for Cohort 2 — No Biomarker, and additionally according to mRECIST for the experimental arm
of Cohort 2 — No Biomarker. Will include radiology, chest and abdominal CT or MRI, and other scans to document all sites of disease. Tumour
assessments will be done according to standard of care at each study centre, with the exception that the first 27 patients in the experimental
arm of each cohort must have a tumour assessment at Month 2 of the Maintenance Treatment Phase so that the initial response of each cohort
can be evaluated. Tumour assessments are not required for study purposes after disease progression has been documented. Patients who
discontinue study treatment during either the Induction or Maintenance Treatment Phases prior to disease progression will also continue to be
followed for progressive disease, with disease status followed according to local practice until progression or the end of the study, whichever
comes first.

r. For patients in the Supplemental Biomarker Program, core biopsies of metastasis are required upon completion of induction treatment prior to
initiation of maintenance treatment, and at time of disease progression (see Appendix 13).

s. Plasma samples will be collected from all patients for exploratory biomarker analyses. These samples will be sent to a designated laboratory.
Samples during treatment should be taken within 48 hours prior to study treatment Day 1 of each cycle indicated, unless otherwise specified
(see Appendix 12 and the Laboratory Manual).

t. Adverse events will be documented at every cycle during treatment. All patients will be followed for new AEs for 28 days following the
discontinuation of study treatment. At the time of treatment discontinuation, any ongoing AE/SAE will be followed until the event resolves, the
Investigator assesses the event as stable, the patient is lost to follow-up, dies or withdraws consent. Death related to disease progression is not
considered to be an SAE. The Sponsor should be notified if the Investigator becomes aware of any SAE or AEs of special interest occurring
after the end of the adverse event reporting period, regardless of causality.

u. Patients in the Experimental Arm will receive 5-FU or capecitabine 1,600 — 2,400 mg/m2 5-FU administered via 46-hour IV infusion and LV 400
mg/m2 administered via a 2-hour infusion given day 1 every 2 weeks; or 1000 mg/m2 b.i.d. capecitabine given days 1-14 every 2 weeks
followed by a one-week treatment break. Atezolizumab at a fixed dose of 800 mg administered via 60-minute 1V infusion on Day 1 of every 2-
week cycle (if initial infusion is well tolerated, subsequent infusions will be done over a 30-minute time period) and bevacizumab 5 mg/kg via
15-30 minute IV infusion on Day 1 of every 2-week cycle. Patients in the Control arm will receive: 5-FU or capecitabine, dose and schedule will
be according to local label, where applicable, or otherwise will be determined per the Investigator’s discretion, with bevacizumab 5 mg/kg via
15-30 minute 1V infusion on Day 1 of every 2-week cycle.
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Appendix 4: SAS code

The following SAS code will be used to obtain the log-rank p-value from the unstratified

log-rank test mentioned in section 4.11.1:

PROC LIFETEST data=dataset METHOD=KM CONFTYPE=LOGLOG;

TIME pfstime*censor (1) ;

STRATA treat / test=logrank;

RUN;

* pfstime represents variable containing event/censor times;
* censor represents censoring variable (l=censored, 0O=event);
* treat represents treatment group variable;

Further options to control the output may be added.

The following SAS code will be used for the logistic regression mentioned in section
4.11.2.2:

PROC LOGISTIC DATA= dataset;

CLASS treat (ref='FP+Bev’)stratel stratel strate3 strated/ param=ref;
MODEL response (event=’1’) = treat stratel strate? / alpha=0.05;

RUN;

* response represents the response variable;

* treat represents the treatment group;

* stratel, strate?2, strate3, strate4 represents the categorical covariates
related to stratification factors as per clinical data based for region and
as per eCRF data for tumor response;

Further options to control the output may be added.

The following SAS code will be used to obtain the hazard ratio and corresponding
confidence interval from the Cox Model with treatment as single covariate mentioned in

section 4.11.40:

PROC PHREG data=dataset;

CLASS treat;

MODEL pfstime*censor (l)=treat /RL TIES=EXACT;

RUN;

* pfstime represents variable containing event/censor times;
* censor represents censoring variable (l=censored, O=event);
* treat represents treatment group variable;

Further options to control the output may be added.

The following SAS code will be used to obtain the hazard ratio and corresponding
confidence interval from the adjusted Cox Model mentioned in section 4.11.4:
PROC PHREG data=dataset;

CLASS treat stratel strate2 strate3 strate4;

MODEL pfstime*censor (l)=treat stratuml stratum2 stratum3 stratum4 /RL
TIES=EXACT;

RUN;

pfstime represents variable containing event/censor times;

censor represents censoring variable (l=censored, 0O=event);

treat represents treatment group variable;

stratel, strate2, strate3, strate4 represents the categorical covariates
related to stratification factors;

Further options to control the output may be added.

* ok ok ok
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The following SAS code will be used for the logistic regression with treatment as single
covariate mentioned in section 4.11.4:

PROC LOGISTIC DATA= dataset;

CLASS treat (ref='FP+Bev’) / param=ref;

MODEL response (event=’1’) = treat / alpha=0.05;

RUN;

* response represents the response variable;

* treat represents the treatment group;

Further options to control the output may be added.
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Appendix 5 : List of Outputs
1. LIST OF OUTPUTS: TABLES

Table Number Table Title Phase Population Primary Final
analysis Analysis
Patient Disposition

14.1.1.1 Patient Disposition For Induction Treatment Phase ITP ALL X

14.1.1.2 Patient Disposition For Maintenance Treatment Phase MTP MTP X X
14.1.2.1 Major Protocol Deviations For Induction Treatment Phase ITP ITP X

141.2.2 Major Protocol Deviations For Maintenance Treatment Phase MTP MTP X X

Demographics and Baseline Characteristics

14.1.3.1 Summary of Baseline and Demographic Characteristics ITP ITP X

14.1.3.2 Summary of Baseline and Demographic Characteristics MTP MTP X

14.1.3.3 Summary of Baseline Biomarker Status MTP MTP X

14.1.41 Tumor Response Status (RECIST 1.1) at end of induction (eCRF data) ITP ITP X

14.1.5 Randomization by Country and Study Center MTP MTP

14.1.6 Stratification Factors as per IXRS MTP MTP

14.1.7.1 Tumor Response Status (RECIST 1.1) at end of induction (eCRF data) MTP MTP X

14.1.7.2 Tumor response (RECIST 1.1) at end of induction as per IXRS versus eCRF data MTP MTP X

14.1.8.1 Summary of colorectal cancer history ITP ITP X

14.1.8.2 Summary of colorectal cancer history ITP MTP X

14.1.9 RECIST Tumor-Specific Characteristics at Baseline MTP MTP X

14.1.10.1 Medical History ITP ITP X

14.1.10.2 Medical History ITP MTP X

14.1.11.1 Summary of Prior Anti-Cancer Treatments/Procedures ITP ITP X

14.1.11.2 Summary of Prior Anti-Cancer Treatments/Procedures ITP MTP X

14.1.12 Prior Medications ITP ITP X

14.1.13.1 Concomitant Medications during the induction phase ITP ITP X

14.1.13.2 Concomitant Medications during the Maintenance phase MTP SAF X X
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Table Number Table Title Phase Population Primary Final
analysis Analysis

14.1.14.1 Concomitant Radiotherapy during the Induction phase ITP ITP X

14.1.14.2 Concomitant Radiotherapy during the Maintenance phase MTP SAF X X
14.1.15.1 Concomitant colorectal cancer surgery during the Induction phase ITP ITP X

14.1.15.2 Concomitant colorectal cancer surgery during the Maintenance phase MTP SAF X X

Exposure

14.1.16.1 Summary of Total Number of Cycles Initiated during ITP ITP ITP X

14.1.16.2 Summary of drug exposure during ITP ITP ITP X

14.1.17.1 Summary of overall Duration of Treatment and Number of cycles Initiated during MTP MTP SAF X X
14.1.17.2 Summary of drug exposure during MTP MTP SAF X X
14.1.17.3 Summary of Cycles delayed during MTP MTP SAF X X
14.1.17.4 Summary of cycles delayed (at the cycle level) during MTP MTP SAF X X

Efficacy
14.2.11 Summary of Progression Free Survival — Primary Analysis (Surgery Censored) MTP MTP X X
14.2.1.2 Progression Free Survival: Hazard Ratio MTP MTP X X
14.2.1.3.1 Summary of Progression Free Survival by Region MTP MTP X X
14.2.1.3.2 Summary of Progression Free Survival by Tumor Response at end of ITP (based on eCRF MTP MTP X X
data)

14.2.1.3.3 Summary of Progression Free Survival by Tumor Colon Location MTP MTP X X
14.2.1.34 Summary of Progression Free Survival by RAS Status MTP MTP X X
14.2.1.3.5 Summary of Progression Free Survival by Microsatellite Stability Status MTP MTP X X
14.2.1.3.6 Summary of Progression Free Survival by RAS Status for MSS patients MTP MTP X X
14.2.1.3.7 Summary of Progression Free Survival by Tumor Colon Location for RAS wt patients MTP MTP X X
14.2.1.3.8 Summary of Progression Free Survival by Tumor Colon Location for RAS mt patients MTP MTP X X
14.2.1.3.9 Summary of Progression Free Survival by Tumor Colon Location for MSS patients MTP MTP X X
14.2.21 Summary of Progression Free Survival - Sensitivity Analyses (Surgery not Censored) MTP MTP X X
14.2.2.2 Progression Free Survival: Hazard Ratio - Sensitivity Analyses (Surgery not Censored) MTP MTP X X
14.2.3.1 Summary of Progression Free Survival On-Treatment - Sensitivity Analyses MTP MTP X X
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Table Number Table Title Phase Population Primary Final
analysis Analysis
14.2.3.2 Progression Free Survival On-Treatment: Hazard Ratio - Sensitivity Analyses MTP MTP X X
14.2.41 Summary of PFS Considering the First 259 Events - Sensitivity Analyses MTP MTP X X
14.24.2 PFS: Hazard Ratio Considering the First 259 Events - Sensitivity Analyses MTP MTP X X
14.2.51 Summary of PFS Considering the First 405 Patients - Sensitivity Analyses MTP MTP X X
14.25.2 PFS: Hazard Ratio Considering the First 405 Patients - Sensitivity Analyses MTP MTP X X
14.2.6 Summary of Progression Free Survival according to mRECIST MTP MTP X X
14.2.71 Summary of Overall Survival MTP MTP X X
14.2.7.2 Overall Survival: Hazard Ratio MTP MTP X X
14.2.7.3.1 Summary of Overall Survival by Region MTP MTP X X
14.2.7.3.2 Summary of Overall Survival by Tumor Response at end of ITP (based on eCRF data) MTP MTP X X
14.2.7.3.3 Summary of Overall Survival by Tumor Colon Location MTP MTP X X
14.2.7.34 Summary of Overall Survival by RAS Status MTP MTP X X
14.2.7.35 Summary of Overall Survival by Microsatellite Stability Status MTP MTP X X
14.2.7.3.6 Summary of Overall Survival by RAS Status for MSS patients MTP MTP X X
14.2.7.3.7 Summary of Overall Survival by Tumor Colon Location for RAS wt patients MTP MTP X X
14.2.7.3.8 Summary of Overall Survival by Tumor Colon Location for RAS mt patients MTP MTP X X
14.2.7.3.9 Summary of Overall Survival by Tumor Colon Location for MSS patients MTP MTP X X
14.2.8.1 Summary of Overall Response Rate (main definition) MTP MTP X X
14.2.8.2.1 Summary of Overall Response Rate (main definition) by Region MTP MTP X X
142822 Summary of Overall Response Rate (main definition) by Tumor Response at end of ITP MTP MTP X X
(based on eCRF data)
14.2.8.2.3 Summary of Overall Response Rate (main definition) by Tumor Colon Location MTP MTP X X
14.2.8.24 Summary of Overall Response Rate (main definition) by RAS Status MTP MTP X X
14.2.8.2.5 Summary of Overall Response Rate (main definition) by Microsatellite Stability Status MTP MTP X X
14.2.8.2.6 Summary of Overall Response Rate (main definition) by RAS Status for MSS patients MTP MTP X X
14.2.8.2.7 Summary of Overall Response Rate (main definition) by Tumor Colon Location for RAS wt MTP MTP X X

patients

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 2 (version 2.0)

96




Table Number Table Title Phase Population Primary Final
analysis Analysis
14.2.8.2.8 Summary of Overall Response Rate (main definition) by Tumor Colon Location for RAS mt MTP MTP X X
patients
14.2.8.2.9 Summary of Overall Response Rate (main definition) by Tumor Colon Location for MSS MTP MTP X X
patients
1428210 Summary of Overall Response Rate (main definition) by ECOG performance status (0 vs MTP MTP X X
. 1/2)
1428211 Summary of Overall Response Rate (main definition) by Initial AJCC/UICC stage (stage I, MTP MTP X X
e stage 1V)
14.2.8.2.12 Summary of Overall Response Rate (main definition) by age category In years (<65, >=65) MTP MTP X X
14.2.8.2.13 Summary of Overall Response Rate (main definition) by liver as metastatic site (yes, no) MTP MTP X X
1428214 Summary of Overall Response Rate (main definition) by number of metastatic sites at MTP MTP X X
D screening (<2, >=2)
14.2.8.2.15 Summary of Overall Response Rate (main definition) by gender MTP MTP X X
14.2.8.2.16 Summary of Overall Response Rate (main definition) by cancer type (colon, rectal) MTP MTP X X
1428217 Summary of Overall Response Rate (main definition) by initial diagnosis (synchronous vs MTP MTP X X
D metachronous)
14.2.8.3 Summary of Overall Response Rate (secondary definition) MTP MTP X X
14.2.8.4.1 Summary of Overall Response Rate (secondary definition) by Region MTP MTP X X
14.2.84.2 Summary of Overall Response Rate (secondary definition) by Tumor Response at end of MTP MTP X X
ITP (based on eCRF data)
14.2.8.4.3 Summary of Overall Response Rate (secondary definition) within right or left colon MTP MTP X X
14.2.8.44 Summary of Overall Response Rate (secondary definition) by RAS mutation status MTP MTP X X
14.2.8.4.5 Summary of Overall Response Rate (secondary definition) by MSI-H or MSS status MTP MTP X X
14.2.8.4.6 Summary of Overall Response Rate (secondary definition) by RAS mutation status for MSS | MTP MTP X X
patients
14.2.8.4.7 Summary of Overall Response Rate (secondary definition) within right or left colon for RAS MTP MTP X X
wt patients
14.2.8.4.8 Summary of Overall Response Rate (secondary definition) within right or left colon for RAS MTP MTP X X
mt patients
14.2.8.4.9 Summary of Overall Response Rate (secondary definition) within right or left colon for MSS | MTP MTP X X
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Table Number Table Title Phase Population Primary Final
analysis Analysis

patients

142.84.10 ssur1n/r2n)ary of Overall Response Rate (secondary definition) by ECOG performance status (0 | MTP MTP X X

14.2.8.4.11 Summary of Overall Response Rate (secondary definition) by Initial AJDCC/UICC stage MTP MTP X X
(stage lll, stage IV)

14.2.8.4.12 Summary of Overall Response Rate (secondary definition) by age category In years MTP MTP X X
(<65, >=65)

14.2.8.4.13 Su)mmary of Overall Response Rate (secondary definition) by liver as metastatic site (yes, MTP MTP X X
no

14.2.8.4.14 Summary of Overall Response Rate (secondary definition) by number of metastatic sites at | MTP MTP X X
screening (<2, >=2)

14.2.8.4.15 Summary of Overall Response Rate (secondary definition) by gender MTP MTP X X

14.2.8.4.16 Summary of Overall Response Rate (secondary definition) by cancer type (colon, rectal) MTP MTP X X

14.2.8.4.17 Summary of Overall Response Rate (secondary definition) by initial diagnosis (synchronous | MTP MTP X X
vs metachronous)

14.2.8.5 Overall Response Rate (ORR): Odds Ratio MTP MTP X X

14.2.91 Summary of Disease Control Rate (main definition) MTP MTP X X

14.2.9.2 Summary of Disease Control Rate (secondary definition) MTP MTP X X

14.2.9.3 Disease Control Rate (DCR): Odds Ratio MTP MTP X X

14.2.10.1 Summary of Duration of Response and Time to Response (main definition) MTP MTP X X

14.2.10.2 Summary of Duration of Response and Time to Response (secondary definition) MTP MTP X X

14.2.11.1 Summary of Progression Free Survival 2 MTP MTP X X

14.2.11.2 Progression Free Survival 2: Hazard Ratio MTP MTP X X

14.2.12.1 Summary of ECOG Performance Status over time MTP MTP X X

14.2.12.2 Shift from baseline to ECOG Performance Status at end of MTP MTP MTP X X

Adverse Events

14.3.1.11 Treatment Emergent Adverse Events (TEAEs) during ITP: Overall Summary ITP ITP X

14.3.1.1.2 Treatment Emergent Adverse Events (TEAEs) during MTP: Overall Summary MTP SAF X X

14.3.1.1.3 Post Induction Treatment Adverse Events (AEs): Overall Summary Post- ITP who X
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Table Number Table Title Phase Population Primary Final
analysis Analysis
Treatment | completed
study
treatment
discontinuation
visit
14.3.1.1.4 Post Maintenance Treatment Adverse Events (AEs): Overall Summary Post- SAF who X X
Treatment | completed
study
treatment
discontinuation
visit
14.3.1.21 Treatment Emergent Adverse Events by SOC and PT and by Worst Intensity during ITP ITP ITP X
14.3.1.2.2 Treatment Emergent Adverse Events by SOC and PT and by Worst Intensity during MTP MTP SAF X X
14.3.1.2.3 Treatment Emergent AESI by Categories, SOC, PT and by Worst Intensity during MTP MTP SAF X X
14.3.1.24 Serious Treatment Emergent AESI by Categories, SOC, PT and by Worst Intensity during MTP SAF X X
MTP
14.3.1.3.1 Treatment Emergent Adverse Events Related to Any Study Drug by SOC and PT during ITP | ITP ITP X
14.3.1.3.2 Treatment Emergent Adverse Events Related to FOLFOX by SOC and PT during ITP ITP ITP X
14.3.1.3.3 Treatment Emergent Adverse Events Related to 5-FU/LV by SOC and PT during ITP ITP ITP X
14.3.1.3.4 Treatment Emergent Adverse Events Related to bevacizumab by SOC and PT during ITP ITP ITP X
14.3.1.3.5 Treatment Emergent Adverse Events Related to Any Study Drug by SOC and PT during MTP SAF X X
MTP
14.3.1.3.6 Treatment Emergent Adverse Events Related to 5-FU/LV by SOC and PT during MTP MTP SAF X X
14.3.1.3.7 Treatment Emergent Adverse Events Related to capecitabine by SOC and PT during MTP MTP SAF X X
14.3.1.3.8 Treatment Emergent Adverse Events Related to atezolizumab by SOC and PT during MTP MTP SAF X X
14.3.1.3.9 Treatment Emergent Adverse Events Related to bevacizumab by SOC and PT during MTP MTP SAF X X
14.3.1.4.1 Treatment Emergent Adverse Events Leading to Discontinuation of Any Study Drug by SOC | ITP ITP X
and PT during ITP
14.3.1.4.2 Treatment Emergent Adverse Events Leading to Discontinuation of FOLFOX by SOC and ITP ITP X
PT during ITP
14.3.1.4.3 Treatment Emergent Adverse Events Leading to Discontinuation of 5-FU/LV by SOC and ITP ITP X
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Table Number Table Title Phase Population Primary Final
analysis Analysis

PT during ITP

14.3.1.4.4 Treatment Emergent Adverse Events Leading to Discontinuation of bevacizumab by SOC ITP ITP X
and PT during ITP

14.3.1.4.5 Treatment Emergent Adverse Events Leading to Discontinuation of Any Study Drug by SOC | MTP SAF X X
and PT during MTP

14.3.1.4.6 Treatment Emergent Adverse Events Leading to Discontinuation of fluorpyrimidines by SOC | MTP SAF X X
and PT during MTP

14.3.1.4.7 Treatment Emergent Adverse Events Leading to Discontinuation of atezolizumab by SOC MTP SAF X X
and PT during MTP

14.3.1.4.8 Treatment Emergent Adverse Events Leading to Discontinuation of bevacizumab by SOC MTP SAF X X
and PT during MTP

14.3.1.5.1 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of Any ITP ITP X
Study Drug by SOC and PT during ITP

14.3.1.5.2 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of FOLFOX | ITP ITP X
by SOC and PT during ITP

14.3.1.5.3 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of 5-FU/LV | ITP ITP X
by SOC and PT during ITP

14.3.1.5.4 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of ITP ITP X
bevacizumab by SOC and PT during ITP

14.3.1.5.5 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of Any MTP SAF X X
Study Drug by SOC and PT during MTP

14.3.1.5.6 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of MTP SAF X X
fluoropyrimidines by SOC and PT during MTP

14.3.1.5.7 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of MTP SAF X X
atezolizumab by SOC and PT and by Worst Intensity during MTP

14.3.1.5.8 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption of MTP SAF X X
bevacizumab by SOC and PT and by Worst Intensity during MTP

14.3.1.6.1 Treatment Emergent Adverse Events of Grade 3 or More by SOC and PT during ITP ITP ITP X

14.3.1.6.2 Treatment Emergent Adverse Events of Grade 3 or More by SOC and PT during MTP MTP SAF X X
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Table Number Table Title Phase Population Primary Final
analysis Analysis

14.3.1.7.1 Serious Treatment Emergent Adverse Events by SOC and PT during ITP ITP ITP X

14.3.1.7.2 Serious Treatment Emergent Adverse Events by SOC and PT during MTP MTP SAF X X

14.3.1.8.1 Serious Treatment Emergent Adverse Events Related to Any Study Drug by SOC and PT ITP ITP X
during ITP

14.3.1.8.2 Serious Treatment Emergent Adverse Events Related to FOLFOX by SOC and PT during ITP ITP X
ITP

14.3.1.8.3 Serious Treatment Emergent Adverse Events Related to 5-FU/LV by SOC and PT during ITP ITP X
ITP

14.3.1.84 Serious Treatment Emergent Adverse Events Related to bevacizumab by SOC and PT ITP ITP X
during ITP

14.3.1.8.5 Serious Treatment Emergent Adverse Events Related to Any Study Drug by SOC and PT MTP SAF X X
during MTP

14.3.1.8.6 Serious Treatment Emergent Adverse Events Related to fluoropyrimidines by SOC and PT MTP SAF X X
during MTP

14.3.1.8.7 Serious Treatment Emergent Adverse Events Related to FOLFOX by SOC and PT during MTP SAF X X
MTP

14.3.1.8.8 Serious Treatment Emergent Adverse Events Related to atezolizumab by SOC and PT MTP SAF X X
during MTP

14.3.1.8.9 Serious Treatment Emergent Adverse Events Related to bevacizumab by SOC and PT MTP SAF X X
during MTP

14.3.1.9.1 Treatment Emergent Adverse Events with Fatal Outcome by SOC and PT during ITP ITP ITP X

14.3.1.9.2 Treatment Emergent Adverse Events with Fatal Outcome by SOC and PT during MTP MTP SAF X X

14.3.1.10 Treatment Emergent AESI based on eCRF Categories during MTP MTP SAF X X

14.3.1.11 Serious Treatment Emergent Adverse Events AESI based on eCRF Categories during MTP | MTP SAF X X

Deaths
14.3.1.121 Deaths within 30 days from last day of treatment of ITP and Reason ITP ITP X
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Table Number Table Title Phase Population Primary Final
analysis Analysis
14.3.1.12.2 Deaths within 30 days from last day of treatment of MTP and Reason MTP MTP X X
14.3.1.12.3 Deaths within 30 days from last day of treatment of MTP and Reason MTP SAF X X
14.3.1.12.4 Post Induction Treatment Deaths and Reason Post- ITP who X
Treatment | completed
study
treatment
discontinuation
visit
14.3.1.12.5 Post Maintenance Treatment Deaths and Reason Post- MTP who X X
Treatment | completed
study
treatment
discontinuation
visit
Laboratory Parameters
14.3.4.1.1 Shift table (baseline versus worst on-treatment) during ITP for CTC gradable Hematology ITP ITP X
parameters
14.3.4.1.2 Shift table (baseline versus worst on-treatment) during MTP for CTC gradable Hematology | MTP SAF X X
parameters
14.3.4.2.1 Shift table (baseline versus worst on-treatment) during ITP for CTC gradable Blood ITP ITP X
Chemistry parameters
14.3.4.2.2 Shift table (baseline versus worst on-treatment) during MTP for CTC gradable Blood MTP SAF X X
Chemistry parameters
14.3.4.3.1 Shift table (baseline versus worst on-treatment) during ITP for CTC gradable Coagulation ITP ITP X
parameters
14.3.4.3.2 Shift table (baseline versus worst on-treatment) during MTP for CTC gradable Coagulation | MTP SAF X X
parameters
14.3.4.41 Shift table (baseline versus worst on-treatment) during ITP for non CTC gradable ITP ITP X
Hematology parameters
14.3.4.4.2 Shift table (baseline versus worst on-treatment) during MTP for non CTC gradable MTP SAF X X
Hematology parameters
14.3.4.51 Shift table (baseline versus worst on-treatment) during ITP for non CTC gradable Blood ITP ITP X
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Chemistry parameters

14.3.4.5.2 Shift table (baseline versus worst on-treatment) during MTP for non CTC gradable Blood MTP SAF X X
Chemistry parameters

14.3.4.6 Shift table (baseline versus worst on-treatment) during MTP for non CTC gradable Thyroid MTP SAF X X
parameters

14.3.4.7.1 Shift table (baseline versus worst on-treatment) during ITP for Urinalysis Protein Dipstick ITP ITP X

14.34.7.2 Shift table (baseline versus worst on-treatment) during MTP for Urinalysis Protein Dipstick MTP SAF X X

Other Safety Data

14.3.51 Summary of vital signs Over Time during ITP ITP ITP X

14.3.5.2 Summary of vital signs Over Time during MTP MTP SAF X X

14.3.6 Summary of blood oxygen saturation Over Time during MTP MTP SAF X X

2. LIST OF OUTPUTS: FIGURES
Figure Figure Title Phase Population | Primary Final
Number analysis | Analysis
Efficacy

1411 CONSORT flow Diagram for All Screened Patients All Screened X X

14.1.2 CONSORT flow Diagram for Patients Randomized in Cohort 2 MTP MTP X X

14.2.11 Kaplan Meier Plot of Progression Free Survival - Primary Analysis (Surgery Censored) MTP MTP X X

14.2.1.2 Kaplan Meier Plot of Progression Free Survival - Sensitivity Analysis (Surgery not Censored) MTP MTP X X

14.2.1.3 Kaplan Meier Plot of Progression Free Survival On-Treatment - Sensitivity Analysis MTP MTP X X

14214 Kaplan Meier Plot of PFS considering the first 259 events - Sensitivity Analysis MTP MTP X X

14215 Kaplan Meier Plot of PFS considering the first 405 patients - Sensitivity Analysis MTP MTP X X

14.2.1.6 Kaplan Meier plot of PFS according to mRECIST - Experimental Group MTP MTP X X

14.2.1.7.1 Kaplan Meier Plot of Progression Free Survival by Region MTP MTP X X

142172 l;:t[:;;\n Meier Plot of Progression Free Survival by Tumor Response at end of ITP (based on eCRF MTP MTP X X
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Figure Figure Title Phase Population | Primary Final
Number analysis | Analysis

14.2.1.7.3 Kaplan Meier Plot of Progression Free Survival by Tumor Colon Location MTP MTP X X
142174 Kaplan Meier Plot of Progression Free Survival by RAS Status MTP MTP X X
14.2.1.7.5 Kaplan Meier Plot of Progression Free Survival by Microsatellite Stability Status MTP MTP X X
142176 Kaplan Meier Plot of Progression Free Survival by RAS Status for MSS patients MTP MTP X X
14.21.7.7 Kaplan Meier Plot of Progression Free Survival by Tumor Colon Location for RAS wt patients MTP MTP X X
14.2.1.7.8 Kaplan Meier Plot of Progression Free Survival by Tumor Colon Location for RAS mt patients MTP MTP X X
14.2.1.7.9 Kaplan Meier Plot of Progression Free Survival by Tumor Colon Location for MSS patients MTP MTP X X
14.2.1.8 PFS: Proportional Hazard Assumption - Model Checking MTP MTP X

14.2.1.9.1 Forest Plot of Hazard Ratio for Progression Free Survival by baseline characteristics subgroup MTP MTP X X
14.2.1.9.2 Forest Plot of Hazard Ratio for Progression Free Survival by biomarker subgroup MTP MTP X X
14.2.1.10 Kaplan Meier Plot with Reverse Censoring MTP MTP X

14.2.2.1 Kaplan Meier Plot of Overall Survival MTP MTP X X
14.2.2.2.1 Kaplan Meier Plot of Overall Survival by Region MTP MTP X X
14.2.2.2.2 Kaplan Meier Plot of Overall Survival by Tumor Response at end of ITP (based on eCRF data) MTP MTP X X
14.2.2.2.3 Kaplan Meier Plot of Overall Survival by Tumor Colon Location MTP MTP X X
14.2.2.2.4 Kaplan Meier Plot of Overall Survival by RAS Status MTP MTP X X
142225 Kaplan Meier Plot of Overall Survival by Microsatellite Stability Status MTP MTP X X
142226 Kaplan Meier Plot of Overall Survival by RAS Status for MSS patients MTP MTP X X
14.2.2.2.7 Kaplan Meier Plot of Overall Survival by Tumor Colon Location for RAS wt patients MTP MTP X X
14.2.2.2.8 Kaplan Meier Plot of Overall Survival by Tumor Colon Location for RAS mt patients MTP MTP X X
14.2.2.2.9 Kaplan Meier Plot of Overall Survival by Tumor Colon Location for MSS patients MTP MTP X X
14.2.2.3.1 Forest plot of Hazard Ratio for Overall Survival by baseline characteristics subgroup MTP MTP X X
14.2.2.3.2 Forest plot of Hazard Ratio for Overall Survival by biomarker subgroup MTP MTP X X
14.2.3 Waterfall Plot of Best Percentage Change from Baseline in Sum of Diameter MTP MTP X

14.2.4.1 Forest Plot of Odds Ratio for Overall Response Rate by baseline characteristics subgroup MTP MTP X X
14.2.4.2 Forest Plot of Odds Ratio for Overall Response Rate by biomarker subgroup MTP MTP X X
14.2.5.1 Kaplan Meier Plot of Progression Free Survival 2 MTP MTP X X
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3. LIST OF OUTPUTS: LISTINGS

Listing Listing Title Phase Population Primary Final
Number analysis | Analysis
16.2.1.1 Patient disposition and Study Termination Information ITP ITP X X
16.2.1.2 Patient who discontinue treatment due to Adverse Event ITP ITP X X
16.2.2 Major Protocol Deviations ITP/MTP ITP X X
16.2.3 Analysis Population ITP/MTP ITP X
Demographics and Baseline Characteristics
16.2.4.1 Demographics and Baseline Characteristics ITP/MTP ITP X
16.2.4.2 Serology Values MTP MTP X
16.2.4.3 Tuberculosis Test Values MTP MTP X
16.2.4.4 Baseline Biomarker Status MTP MTP X
16.2.4.5 Randomization Stratification Factors as per IXRS and eCRF MTP MTP X
16.2.4.6 Colorectal Cancer History ITP ITP X
16.2.4.7 Medical history ITP ITP X
16.2.4.8 Prior Anti-Cancer Therapy ITP ITP X
16.2.4.9 Cancer Radiotherapy: Prior and On-Study ITP/MTP ITP X X
16.2.4.10 Colorectal Cancer Surgery : Prior and On-Study ITP/MTP ITP X X
16.2.4.11 Prior and Concomitant medications ITP/MTP ITP X X
16.2.4.12 Subsequent anti-cancer therapies - Post-treatment Follow-up Phase Post- ITP X X
Treatment
Drug Administration
16.2.5.1 Study Drug Administration for 5-FU ITP/MTP ITP X X
16.2.5.2 Study Drug Administration for Leucovorin ITP/MTP ITP X X
16.2.5.3 Study Drug Administration for Oxaliplatin during ITP ITP TP X
16.2.5.4 Study Drug Administration for bevacizumab ITP/MTP ITP X X
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Listing Listing Title Phase Population Primary Final
Number analysis | Analysis
16.2.5.5 Drug exposure during ITP ITP ITP X
16.2.5.6 Study Drug Administration for capecitabine during MTP MTP SAF X X
16.2.5.7 Study Drug Administration for atezolizumab during MTP MTP SAF X X
16.2.5.8 Drug Exposure during MTP MTP SAF X X
Efficacy
16.2.6.1 Progression Free Survival — Primary Analysis (Surgery Censored) MTP MTP X X
16.2.6.2 Progression Free Survival — Sensitivity Analysis (Surgery not Censored) MTP MTP X X
16.2.6.3 Individual Tumor Assessment and Overall Response as per RECIST v1.1 ITP/MTP ITP X X
16.2.6.4 Progression Free Survival On-Treatment MTP MTP X X
16.2.6.5 Progression Free Survival Considering the First 259 Events MTP MTP X X
16.2.6.6 Individual Tumor Assessment and Overall Response as per mRECIST- Experimental Group ITP/MTP MTP X X
16.2.6.7 PFS in treated patients with Atezolizumab according to mRECIST — Experimental Group MTP MTP X X
16.2.6.8 Best Overall Response, Time to Response and Duration of Response MTP MTP X X
16.2.6.9 Overall Survival MTP MTP X X
16.2.6.10 Progression Free Survival 2 MTP MTP X X
16.2.6.11 ECOG performance status ITP/MTP ITP X X
Safety
16.2.7.1 Adverse Events ITP/MTP/ ITP X X
Post-
treatment
16.2.7.2 Grade 5 Adverse Events or any Adverse Events with fatal outcome ITP/MTP/ ITP X X
tljg:iment
16.2.7.3 Adverse Events Leading to Treatment Discontinuation ITP/MTP/ ITP X X
Post-
treatment
16.2.7.4 Adverse events of Special Interest as reported on eCRF MTP/ Post- MTP X X
treatment
16.2.7.5 Deaths ITP/MTP/ ITP X X
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Listing Listing Title Phase Population Primary Final
Number analysis | Analysis
Post-
treatment
16.2.8.1. Laboratory Values ITP/MTP ITP X X
16.2.8.2 Laboratory Abnormalities ITP/MTP ITP X X
16.2.8.3 Urinalysis: Urine Protein Dipstick ITP/MTP ITP X X
16.2.8.4 Urinalysis: 24 Hour Urine Protein ITP/MTP ITP X X
16.2.8.5 Pregnancy Test ITP/MTP ITP X X
16.2.9 Vital Signs ITP/MTP ITP X X
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Bevacizumab—F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 3 (Version 1.0)



1. BACKGROUND

The study is a randomized, multi-center, active-controlled, open-label, parallel-group clinical
study of biomarker-driven maintenance treatment for first-line metastatic colorectal cancer
(mCRC) patients. All patients will receive induction treatment with FOLFOX and bevacizumab.
Induction treatment will be followed by maintenance treatment with chemotherapy combined with
targeted therapy within one of several maintenance treatment cohorts. Only those patients who
experience disease response or disease control during induction and who are not assessed as
resectable at completion of induction will proceed to further treatment in the Maintenance
Treatment Phase (MTP) of the study. Patients will be assigned to a maintenance treatment cohort
based on their primary tumour biomarker results. The primary study objective within each cohort
is to evaluate progression-free survival (PFS).

Maintenance treatment cohorts may be added or modified over the course of the study. This SAP
describes planned analyses of patients who were assigned, or would have been assigned, to
maintenance treatment Cohort 3 based on their primary tumour biomarker profile. Given that only
5 patients were randomized into Cohort 3, only few listings will be provided. The corresponding
SAP is therefore abbreviated.

Analyses of patients assigned to all other MODUL cohorts will be described in SAPs applicable
to each specific cohort.

A Steering Committee (SC) is responsible for overseeing the general conduct of the study.

In addition, an independent Data Monitoring Committee (iDMC) is responsible for evaluating the
safety of the patients participating in the trial at regular intervals throughout the study. The iDMC
makes recommendations as to whether cohort recruitment should continue based on benefit-risk
evaluations that include efficacy as well as safety data. To minimize the impact of such reviews
on efficacy endpoint analyses, efficacy data included in these reviews has to be specified by the
iDMC at a preceding iDMC meeting and has to be documented in the iDMC meeting minutes.

2. STUDY DESIGN

Patients continuing from the Induction Treatment Phase (ITP) to the Maintenance Treatment
Phase are assigned to a maintenance treatment cohort based on their primary tumour biomarker
status. Following eligibility assessment for their assigned cohort, eligible patients are randomized
to the experimental or control arm within their cohort.

The study was initiated with 2 maintenance treatment cohorts, Cohorts 1 and 2. Two additional
cohorts, Cohorts 3 and 4, were added with protocol amendment 5 (protocol version 6).

In this open-label study, all patients will receive 8 cycles induction treatment that is considered
standard in many countries and that has been shown to improve outcomes in the first-line setting.
Treatment during the ITP, based on investigator’s choice, will be either:

e Eight 2-week cycles of 5-fluorouracil (5-FU), leucovorin (LV) and oxaliplatin (FOLFOX) in
combination with bevacizumab
or
o Six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-week
cycles of 5-FU/LV with bevacizumab
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Patients who prematurely discontinue study treatment for any reason during the ITP, who
experience progressive disease (PD) at any time during or at the end of the ITP, who are
evaluated as resectable at the end of ITP, who refuse to proceed to the MTP or who are not
eligible for any maintenance cohort will undergo a study treatment discontinuation visit and enter
post-treatment follow-up. Patients who experience disease control or tumor response to induction
treatment will continue to the randomized MTP of the study wherein the effects of experimental
and control groups will be compared. Patients in screening after June 28, 2016, were assigned
to Cohort 3 if their primary tumour was HER2+. (Of note: HER2+ is defined as ‘Amplified (>=5CN)’
as per FMI next generation sequencing (NGS). To be enrolled in Cohort 3, amplified samples
should be tested by HER IHC and have IHC>=0. Otherwise, patients were to be checked for
Cohort 4 eligibility). Treatment in each cohort is shown in Figure 1.

Table 1: Biomarker Profile by Cohort

Biomarker profile

Patients in Screening Prior June 28, 2016 Patients in Screening After June 28, 2016

Cohort 1
Cohort 2

Cohort 3
Cohort 4

BRAFMt HER2-/MSS/BRAF™Y/RAS™

BRAF" or biomarker status unknown Closed to patients screened after June 3,
2016

Not applicable HER2+

Not applicable HER2-/MSI-H; HER2-/MSS/BRAF"; HER2-
/MSS/BRAF™Y/RAS™
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Figure 1: Study Design as of protocol version 6
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c.  Patients discontinuing study treatment for any reason during the Induction or Maintenance Treatment Phases will enter the Post-treatment Follow-up Phase.
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Primary objective of this study:
The primary study objective within each cohort is to evaluate PFS.

An iDMC is responsible for regularly reviewing safety data.

21 PROTOCOL SYNOPSIS

The Protocol version 8 synopsis is provided in Appendix 1. For additional details, see the
Schedule of Assessments in Appendix 2.

22 OUTCOME MEASURES

The outcome measures are listed in protocol synopsis (Appendix 1).

23 DETERMINATION OF SAMPLE SIZE

Before study enrolment was closed prematurely, approximately 1820 patients were planned for
enrolment in the Induction Treatment Phase of the study in order to randomise 90 patients in
Cohort 3, with around 6% of patients assumed to be eligible for Cohort 3 based on biomarker
status. Cohort 3 was closed to accrual with 5 patients randomized (ie, prior to reaching the target
sample size).

The estimated proportion of patients enrolled into the study that are eligible for cohort 3 is based
on published reports (Seo et 2074). Approximately 25% of all patients enrolled are expected to
have disease progression prior to randomisation into the Maintenance Treatment Phase (Roche,
data on file). Inputs used in cohort-specific sample size calculations are provided in Table 2.

Table 2: Sample Size Determination per Cohort

Cohort 3

Percent of study population eligible for cohort 6%
based on biomarker status ?
Percent of patients eligible for cohort based

on biomarker status expected to have 25%
disease progression prior to randomization

Average randomization rate (pts/month) [a] 2.5
Estimated median PFS [b] (months) - 115
Experimental group '
Estimated median PFS [b] (months) - Control 75
group |
Hazard ratio (HR) 0.65
Number of expected PFS events 69
Statistical test 1-sided
Alpha level 10%
Power 65%
Randomized patients 90
Randomization ratio (experimental vs control) 2:1
Recruitment period (months) 36
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Time to primary analysis of PFS (months) [c] 43

a. Based on 1,820 patients screened over the entire recruitment period
b. Per RECIST 1.1
¢. Time from first patient randomised in cohort

24 ANALYSIS TIMING

Cohort 3 will not reach its target sample size (final n=5). As originally planned for cohorts reaching
their target number of PFS events (applies to Cohort 2 only), an update analysis of efficacy and
safety parameters will be conducted based on 24 months survival follow-up after the clinical cut-
off date for the primary analysis. The cut-off date for the Cohort 2 primary analysis was May 31,
2017 so the Cohort 2 update analysis will be conducted based on a cut-off date of May 31, 2019.
The primary analysis for cohort 3 will be conducted at the same time as the Cohort 2 update
analysis (i.e. based on the same cut-off date of May 31, 2019).

The final analysis of cohort 3, which will consist of updating disposition and death information,
will take place after the end of the study. End of study is defined as the date when all study
patients have discontinued study treatment and completed the adverse event reporting period.
Given the small sample size; only few listings will be provided for each analysis (no summary
tables). The outputs to be provided for the analyses (primary or final) are listed in Appendix 4.

Analysis for cohorts other than cohort 3 is not covered in this SAP and will be documented in
separate SAPs.

3. STUDY CONDUCT
3.1 RANDOMIZATION ISSUES

Patients will be assigned to a cohort based on the results of biomarker assessments conducted
on archival primary tumour tissue obtained during their initial CRC diagnosis. Once assigned to
a cohort, patients will be randomized on a 2:1 basis to either the experimental treatment group
or the control group of that cohort. Randomization in Cohort 3 will be stratified by HER2 IHC
result (IHCO/IHC1+/IHC2+ vs IHC3+) and by patient response after the Induction Treatment
Phase (CR/PR vs. SD).

3.2 INDEPENDENT REVIEW FACILITY
Not applicable.

3.3 DATA MONITORING
An iDMC is responsible for:

« evaluating the safety of the patients participating in the trial at regular intervals throughout
the study,

¢ making recommendations as to whether cohort recruitment should continue based on
benefit-risk evaluations that include efficacy as well as safety data. To minimize the
impact of such reviews on efficacy endpoint analyses, efficacy data included in these

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 3 (version 1.0) 10



reviews has to be specified by the iDMC at a preceding iDMC meeting and has to be
documented in the iDMC meeting minutes.

4, STATISTICAL METHODS

Only listings will be provided.
4.1 DEFINITION OF TREATMENT PHASE

In this study, there are 3 treatment phases:

1. Patients are treated first in the Induction Treatment Phase (ITP) for a planned duration of
8 cycles, i.e. 16 weeks.

2. If they do not experience any progressive disease before or at the end of the ITP, are not
considered resectable at the end of the ITP and do not withdraw from the study and are still
eligible for any cohort, they are randomized and treated in the Maintenance Treatment Phase
(MTP).

3. If they discontinue study treatment for any reason during the Induction or Maintenance
Treatment Phases, do not withdraw from the study and are still alive, they enter the Post-
Treatment Follow-up Phase.

411 Induction Treatment Phase (ITP)

ITP is defined as the time from first study drug administration until
o the day before the randomization for patients continuing treatment in the MTP
o the last assessment date otherwise

The first day of treatment in the ITP is defined as the earliest day of a non-null administration
of any induction phase treatment.

The last day of treatment in the ITP is defined as the last day of the last initiated cycle of the
induction phase, or as the death day if the patient died in between. A two-week cycle duration is
assumed.

Baseline evaluations for the ITP will be those performed not earlier than 28 days prior to the
first day of treatment in the induction phase, unless otherwise stated. The latest available
assessment up to start of the first day of treatment in the induction phase will be considered as
baseline. For laboratory examinations, weight, vital signs and ECOG PS, assessments
performed on the first day of treatment of the ITP will be assumed to have been performed before
drug was given and, thus, will be considered as baseline evaluations.

On-treatment evaluations for the ITP will be post baseline evaluations performed until
o the day before the randomization for patients continuing treatment in the MTP
e (including) the study treatment discontinuation visit within 30 days after last day of
treatment of the ITP (as defined above), for patients not randomized in the MTP.
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4.1.2 Maintenance Treatment Phase (MTP)

MTP is defined as the time from randomization into MTP until (including) the study treatment
discontinuation visit in the MTP.

The first day of treatment in the MTP is defined as the earliest day of a non-null administration
of any maintenance phase treatments.

The last day of treatment in the MTP is defined as the last day of the last initiated cycle of the
maintenance phase, or as the death day if the patient died in between. A two-week cycle duration
is assumed.

Baseline evaluations for the MTP will be those performed prior to the first day of treatment in
the maintenance, unless otherwise stated. The latest available assessment prior to the first day
of treatment in the maintenance phase will be considered as baseline for safety assessments.
For laboratory examinations, weight and vital signs, assessments performed on the first day of
treatment of the MTP will be assumed to have been performed before drug was given and, thus,
will be considered as baseline evaluations. For subjects randomized but not treated in the MTP,
the latest available assessment before or on randomization date (including assessments from
ITP) will be considered as baseline for the MTP.

For efficacy assessments, the latest available assessment prior or on the randomization date will
be considered as baseline.

On-Treatment evaluations for the MTP will be evaluations performed on or after the first day
of treatment in the MTP within 30 days from last day of treatment in the maintenance phase. On-
treatment laboratory will be all values collected after the first day of treatment in the maintenance
phase and within 30 days from last day of treatment in the maintenance phase (as defined above).
For adverse events, treatment emergent adverse events (TEAEs) will be events occurring on or
after the first day of treatment in the MTP within 30 days (for patients in control group) and 90
days (for patients in experimental group) from last day of treatment in the maintenance phase
(as defined above).

4.2 DATA CONVENTION
All data will be listed (e.g. pre-treatment serious adverse events).
Age at informed consent (IC) {in years} = (date of informed consent — date of birth) / 365.25

Body surface area (BSA) will be recalculated based on the height and weight of the patient
using the following formula:

BSA (m?) = ([Height {cm} x Weight {kg}] / 3600)”:
Body mass index (BMI) will be calculated using the following formula:
BMI (kg/m?) = Weight {kg} / Height? {m}

4.3 COMPUTING ENVIRONMENT

All statistical analyses will be performed using SAS statistical software (Version 9.2 or newer
version), unless otherwise noted.
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4.4 GRADING AND CODING OF ADVERSE EVENTS, LABORATORY
PARAMETERS AND MEDICATIONS

Adverse events and relevant Medical History data fields (i.e. prior symptoms / AEs) will be coded
using the most recent version of Medical Dictionary for Regulatory Activities (MedDRA) dictionary
available at the time of analysis.

Dictionary versions used will be displayed in analysis outputs.

4.5 ADUSTMENTS FOR COVARIATES
Not applicable.

4.6 SUBGROUP ANALYSIS
Not applicable.

4.7 ANALYSIS POPULATIONS

The following patient populations will be evaluated and used for presentation and analysis of the
data.

4.71 All Population

ALL Population: The ALL population consists of all screened patients with HER2+ biomarker
profile enrolled after June 28, 2016.

Induction Treatment Phase (ITP) Population: all patients included in the ALL Population and
who are treated in the ITP, i.e. who received at least one non-null dose of any study medications
during the ITP. The ITP population is the main population to be used to summarize ITP data and
Post Induction Treatment data. ITP population will be the main population for the data listings;
the 3 following groups will be displayed in listings: patients randomized in the experimental group
of MTP, patients randomized in the control group of MTP, patients not randomized into MTP.

4.7.2 Randomized Population

Maintenance Treatment Phase (MTP) Population is defined as all patients randomized into
the Cohort 3 MTP of the study, irrespective of whether or not they received study medication.
Patients will be allocated to the treatment group into which they were randomized (as per
interactive voice or web-based response system [IXRS]).

4.7.3 Safety Population
Not applicable.

4.7.4 Per Protocol (PP) Population
Not applicable.
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4.7.5 Pharmacokinetic-Evaluable Population
Not applicable.

4.7.6 Biomarker-Evaluable Population
Not applicable.

4.8 ANALYSIS OF STUDY CONDUCT
This SAP focuses only on the description of the analysis required for cohort 3 data.

4.8.1 Patient Disposition

Patient disposition (including the tumor response status at the end of ITP) and study termination
information will be listed on ITP population.

4.8.2 Protocol Deviations
No outputs will be provided.

4.9 ANALYSIS OF TREATMENT GROUP COMPARABILITY
49.1 Demographics and Baseline Disease Characteristics

Baseline and demographic characteristics (age, sex, ethnicity, race, smoking status, alcohol use,
height, weight, BMI, BSA, female reproductive status) will be listed on ITP population.

4.9.2 Medical History
No outputs will be provided.

49.3 Prior and Concomitant Medications
No outputs will be provided.

49.4 Subsequent Anti-Cancer Therapy
No outputs will be provided.

410 EFFICACY ANALYSIS

PFS is defined as the time from randomization into the MTP until documented disease
progression as per investigator assessment using Response Evaluation Criteria in Solid Tumors
(RECIST) 1.1 or death from any cause, whichever occurs first. If no progression / death is
observed at the time of clinical cut-off or by the date of any on-study colorectal anti-cancer
surgery with palliative or curative intent, patients will be censored at the date of the last evaluable
tumor assessment or date of randomization, whichever comes last.

(Of note: (i) Progressive disease are identified by the Overalll Response="PD’, even if solely
based on symptomatic deterioration, (ii) Only surgery occurring between baseline tumor
assessment for MTP and PFS events are considered for censoring PFS)

PFS time will be listed on MTP population.

No other efficacy endpoints will be listed.
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4.1
Not applicable

PHARMACOKINETIC AND PHARMACODYNAMIC ANALYSES

412
4121

SAFETY ANALYSES
Exposure of Study Medication

Listing on exposure will be provided for ITP and MTP separately.

Table 3: Exposure Definitions for Induction Treatments

FOLFOX

5-FU/LV

bevacizumab

Number of cycles

sum of all cycles in which
at least one non-null dose
of FOLFOX has been
administered

sum of all cycles in which at
least one non-null dose of 5-FU
and LV has been administered.
Of note, consider only cycles
where oxaliplatin is not
administered concomitantly with
5-FU/LV.

sum of all cycles in
which at least one
non-null dose of
bevacizumab has
been administered

Duration of dosing
(weeks) ()

[min (last date of
FOLFOX+13, death date)
— first FOLFOX dosing
date+1]/7 or

If FOLFOX-4 or FOLFOX-
7 or modified FOLFOX-7 is
administered in the last
cycle initiated

[min (last date of
FOLFOX +12, death date)
— first FOLFOX dosing
date+1]/7

max (min(last date of 5-FU+13,
death date), min(last date of
LV+13, death date)) — min (first
date of 5-FU, first date of LV)
+11/17

Of note, consider only
records/cycles where oxaliplatin
is not administered
concomitantly with 5-FU/LV.

[min (last date of
bevacizumab +13,
death date)) — (first
bevacizumab dosing
date in the induction)
+1] /17

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients
discontinued treatment prior to the end of the last cycle.
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Table 4: Exposure Definitions for Maintenance

capecitabine 5-FU or LV bevacizumab trastuzumab pertuzumab
Number of | The sum of all cycles in which at least one non-null dose of <treatment> The sum of all cycles in which at least one non-null dose of <treatment> has been
cycle has been administered administered

Duration of | [min (last dosing date of <treatment> + x, death date)) — (first <treatment> dosing date in the maintenance) +1]/7
dosing

( ks) € Where x=6 for capecitabine,
weeks

x=13 for 5FU, LV, bevacizumab,
x=20 for trastuzumab, pertuzumab

For 5-FU and LV, last dosing date of treatment will be replaced by the first dosing date of the last administration

Actual dose | <treatment> dose administered (in mg) as collected on the dosing eCRF page

Unit: mg
Planned <treatment> planned dose (in mg) as collected on the dosing eCRF page
dose Unit: mg
Normalized | dose / recalculated BSA®) dose / weight® dose / weight®® NA
dose Unit: mg/m? Unit: mg/kg Unit: mg/kg
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capecitabine 5-FU or LV bevacizumab trastuzumab pertuzumab
Cumulative | The cumulative sum of the all | sum of the all bevacizumab sum of the all trastuzumab normalized sum of the all of pertuzumab actual
dose dose will be <treatment > normalized actual doses (in actual doses (in mg/kg) administered doses (in mg) administered in all cycles

derived for each | normalized mg/kg) administered in all cycles in all cycles

records as actual doses

below: (end date | (in mg/m?)

of administration | administered

- start date of in all cycles

administration

+1) * normalized

actual dose for

the record * 2

Cumulative

dose= sum of

cumulative dose

across all

records

Unit: mg/m2
Dose Cumulative dose | Cumulative Cumulative dose / duration of dosing | Cumulative dose / duration of dosing Cumulative dose / (duration of dosing *
intensity / (duration of dose / , 7)

Unit: mg/kg/week .
dosing *7) duration of 99 Unit: mg/kg/week
. Unit: mg/day
Unit: mg/m?/day dosing
Unit:
mg/m?/week

Planned CPD/(duration of | CPD/duration | CPD/duration of dosing CPD/duration of dosing CPD/(duration of dosing*7)
Fiose . dosing *7) of dosing Unit: mg/kg/week Unit: Unit: mg/day
intensity '
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Unit: mg/m?/day | pit:

mg/m?/week mg/kg/week

Relative
dose
intensity
(RDI) (%)

100 * (dose intensity) / (planned dose intensity)

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients discontinued treatment prior to the end of the
last cycle.

(2) The BSA will be recalculated based on the height and weight (see point 3 for identification of weight) of the patient using the formula as mentioned
in section 4.3.

(3) The baseline weight will be used as reference. If the last available weight of the patient prior to or on the cycle start has changed by 10% or
greater (i.e. patient has gained or lost more than 10% of their body weight since baseline) the patient new weight will be set as the baseline
weight and will be used at the patient current and subsequent cycles. If a patient weight has changed by 10% or greater at a later cycle, then
this new weight will be set as the base weight as aforementioned.
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4.12.2 Adverse Events
Adverse events variables are defined in Table 5.

Table 5: Adverse Events Definitions

Variable Definition
Treatment Any adverse events (serious and non-serious) with an onset date on (only if the
Emergent “Event occurred prior to first study drug administration” from the AE eCRF page is
Adverse Events not checked) or after the first day of treatment of the ITP and up to the:
(TEAES) for the
induction o first day of treatment of the MTP (excluding) if it occurs within the 30 days

treatment phase
M

from last day of treatment of induction treatment for patients treated with
maintenance treatment

¢ within 30 days from last day of treatment of induction treatment (as defined
in section 4.1.1), for patients not treated with maintenance treatment or for
patients treated with maintenance treatment but with first day of treatment of
MTP being more than 30 days after last day of treatment of ITP.

TEAEsS for the
maintenance
treatment
phase("

Any adverse events (serious and non-serious) with an onset date on (only if the
“Event occurred prior to first study drug administration” from the AE eCRF page is
not checked) or after the first day of treatment of the MTP and up to 30 days (for
patients in control group) and 90 days (for patients in experimental group) from the
last day of treatment of MTP (as defined in section 4.1.2)

Post induction
treatment
Adverse Events

Any adverse events (serious and non-serious):

e with an onset date more than 30 days after the last day of treatment of the
ITP (as defined in section 4.1.1) for patients not treated with maintenance
treatment.

e with an onset date more than 30 days after the last day of treatment of the
ITP and prior the first day of treatment of the MTP, for patients treated with
maintenance treatment with first day of treatment of MTP being more than
30 days after last day of treatment of ITP..

Post maintenance
treatment
Adverse events

Any adverse events (serious and non-serious) with an onset date more than 30
days (for patients in control group) and more than 90 days (for patients in
experimental group) after the last day of treatment of the MTP (as defined in section
4.1.2) (as defined in section 4.1.2).

Adverse Events
NCI CTCAE
grade

The adverse events grade will be the one with tick box checked for "AE most
extreme NCI CTCAE grade"

Serious Adverse
Events

Any adverse events qualified as “serious” by the investigator.
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Adverse Events Any adverse events with outcome of “Fatal”.

with fatal
outcome

Adverse events Any adverse events with an “AE suspected to be caused by study drug <FOLFOX,

related to bevacizumab, FP, trastuzumab, pertuzumab > as ‘Yes’.

<FOLFOX,

bevacizumab, FP, | For AE suspected to be caused by FOLFOX while starting in the maintenance
trastuzumab, phase, the unique text “AE considered related to Folfox™ has been reported in the
pertuzumab> comment field *

Adverse events Any adverse events with an “Action taken with <FOLFOX, bevacizumab, FP,
leading to trastuzumab, pertuzumab > due to SAE/AE” of “drug withdrawn”

<FOLFOX,
bevacizumab, FP,
trastuzumab,
pertuzumab>
discontinuation

Adverse events of | AESIs will be selected based on the tick box from the eCRF.
Special Interest
(AESI) as
reported on eCRF

(1) Of note, in case an event has an incomplete or missing start date, which consequently prevents its
allocation to only one treatment phase of the study, the event will be allocated to both the induction
and maintenance phase. Refer to section 4.13 for further details.

By-patient listings will be provided for all adverse events AEs on ITP population.

412.3 Death

One listing will be generated for deaths based on the ITP population and including appropriate
flagging of study phase (ITP and MTP) and on-treatment/post-treatment deaths (i.e. within 30
days from last day of treatment/more than 30 days from last day of treatment).

All deaths information (including reason and date) will be retrieved from the Study
Completion/Early Discontinuation eCRF page.

4124 Laboratory Data
No outputs will be provided.

4.12.5 Vital Signs
No outputs will be provided.
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412.6 Other Safety Assessment
No outputs will be provided for other safety assessment (eg. pregnancy test).
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413 MISSING DATA

Imputation of partial/missing death date will be done as follows:

o |f the date is completely missing, then the day of “Last known to be alive” +1 will be used

e |[f only day is missing and year and month are same as “Last known to be alive”, then the
day of “Last known to be alive”+1 will be used otherwise the 15t day of the month will be
used

e |f day and month are missing and year is same as “Last known to be alive”, then the “Last
known to be alive”+1 will be used, otherwise 1%t of January will be used

Partially missing dates for adverse events (AEs) will be imputed as follows. Of note, imputation
of missing/partial AE date will be done only to identify treatment emergent AEs.

AE onset dates

» Partially missing onset dates will be imputed as follows
e When only Day is missing:

o If Month & Year of the onset date are the same as Month & Year of the
first day of treatment of the induction/maintenance treatment phase, the
imputed onset date will be imputed as the minimum of the first day of
treatment of the induction/maintenance treatment phase and the AE
resolution date (imputed if needed).

o Otherwise, the missing day will be replaced by “1”.

e When Day & Month are missing:

o If Year of the onset date is the same as Year of the induction/maintenance
treatment phase, the imputed onset date will be imputed as the minimum
of the first day of treatment of the induction/maintenance treatment phase
and the AE resolution date (imputed if needed).

o Otherwise, the missing Day & Month will be replaced by “01JAN”.

» Complete missing onset dates for AEs will be imputed by first day of treatment of the
induction/maintenance treatment phase and the AE will be considered as treatment
emergent, unless the end date of the AE (imputed if needed) or the end year of the
AE (if day and month are missing) is entered and is before the year of the first
treatment administration of the induction/maintenance treatment phase.

AE resolution dates

» Incomplete resolution dates will be replaced by the last day of the month (if day is
missing only), if not resulting in a date later than the date of patient's death. In the
latter case the date of death will be used to impute the incomplete resolution date

» In all other cases the incomplete resolution date will not be imputed

Of note, the above rules may allow allocation of an event to both the ITP and MTP treatment
phase.

The original incomplete, missing or partial dates will be presented in the listings, not the
imputed dates.
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4.14 INTERIM ANALYSES

No formal interim analyses on PFS or OS are planned.
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Appendix 1: Protocol Synopsis
Objectives

Efficacy Objectives

The primary efficacy objective of the study is to evaluate progression-free survival (PFS) within each
maintenance treatment cohort.

Secondary efficacy objectives include the evaluation of efficacy through other endpoints:

+ Overall survival (0S)

« Overall response rate (ORR)

« Disease control rate (DCR)

+ Time to treatment response (TTR)
+ Duration of response (DoR)

+« Change in Eastern Cooperative Oncology Group (ECOG) performance status
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Safety Objectives
Additional objectives for this study are to assess the safety of each treatment including:

+ the incidence, nature and severity of adverse events (AEs)

* |ncidence and reasons for any dose reductions, interruptions or premature discontinuation of any
component of study treatment

+  Clinically significant laboratory values

Adverse events (AEs) refer to all treatment-emergent adverse events occurring after the initiation of
study medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue
to be collected during the Maintenance Treatment Phase and Post-Treatment Follow-up Phase as
applicable.

Exploratory Objectives
The exploratory efficacy objective of this study is:

+ To evaluate PFS measured according to modified RECIST (mRECIST) in patients treated with
atezolizumakb

The exploratory biomarker objectives for this study are as follows:

+ To explore whether there iz differential benefit from treatment in patient subgroups defined by
different biomarkers, e.9. but not limited to biomarker panels {(mutation and expression profiles),
immune panels etc.

+ |f applicable, to assess comelations betwesen biomarkers/marker panels and safety
+  Where possible, to investigate if changes in expression/mutation panels of biomarkers during

treatment correlate with treatment efficacy or failure ie. to explore potential resistance/escape
mechanizms to (targeted) treatment

+ Explore prognostic and potentially predictive effects of markera/marker profiles

+ Explore prevalence of specific markers at Baseline and/or salvage/resistance markers to guide
targeted therapy approaches beyond MODUL, e.9. but not limited to programmed cell death-1
(PD-L1})

+ Explore and comelate microbiome with other biomarkers, baseline characteristics and clinical
outcome

Study Design

Description of Study

Thiz iz a randomised, multi-centre, aclive-controlled, open-label, parallel-group clinical trial of
biomarker-driven maintenance treatment for first-line metastatic colorectal cancer (mCRC). The
primary study endpoint is PFS according to RECIST 1.1 within each cohort. Secondary endpoints
include other efficacy measurements and safety. In addition, exploratory outcomes will focus on the
correlations between biomarkers and study outcomes.

Patients with mCRC who have not received any prior chemotherapy in the metastatic setting are
eligible for entry. The study will enrol patients in Europe, Asia, Africa, and South America.

For an individual patient, the study will consist of a Screening Phase (= 28 days), a 4-month Induction
Treatment Phase, a Maintenance Treatment Phase, and finally follow-up during the Post-Treatment
Follow-up Phasze.

Potential patients will undergo screening assessments to determine study eligibility within 28 days
prior to starting study induction treatment. Results from routine assessments conducted prior to
informed consent signature may be used as screening assessments as long as they were done within
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T days prior to informed consent signature. The primary tumour tissue block prepared at the time of
the initial diagnosis will be used for biomarker asszessment for maintenance treatment cohort
assignment (gee Appendix 17). If the tumour block is not available, = 20 slides cut from the primary
tumour sample will be accepted as an altemative. The sample (block or slides) must be shipped to the
designated laboratory and confirmation of sample receipt by the laboratory must be obtained before
the patient may be enrolled in the study.

All patients enrolled in the study will be asked to give written informed consent to provide blood
samples for exploratory biomarker analyses and to allow all available residual samples of tumour,
blood and plasma samples collected in the study be used for additional exploratory biomarker
research using the Roche Clinical Sample Repository (RCR). Mo additional sampling iz required for
RCR samples. Prior to May 2018, an optional metastatic tumour sample was collected from all study
patients. In addition, patients at selected centres were able to paricipate in an optional Supplemental
Biomarker Program (described in Appendix 18). As of May 2018, collection of the optional baseline
metastatic tumour sample has been dizcontinued and the Supplemental Biomarker Program has been
closed. Baseline metastatic tumour samples and Supplemental Biomarker Program samples collected
up to this time point may 2till be used for exploratory biomarker analyses.

Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based
on Investigator's choice (see Appendix &), will be either:

+ FEight 2-week cycles of S-fluorouracil (5-FU), lewcovorin (LY) and oxaliplatin {(FOLFOX) in
combination with bevacizumal

or

#  Six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-week cycles
of 5-FU/LY with bevacizumab

During the Induction Treatment Phase, patients will be asszessed for AEs at every cycle. Clinical
laboratory assessments will be conducted at each cyecle, however results from tests conducted every
second treatment cycle only will be collected in the case report form (CRF). Physical examinations
and documentation of concomitant medications will be done every two freatment cycles. Tumour
assessments will be evaluated according to the Response Evaluation Criteria in Solid Tumors version
1.1 (RECIST 1.1) during the Induction Treatment Phase. Tumour assessments during treatment will
be based on local standard of care, but are required at the end of the Induction Treatment Phase (see
Appendix 1).

Patients who prematurely discontinue study treatment for any reason during the Induction Treatment
Phase, or who experience PD at any time during or at the end of the Induction Treatment Phase, or
who refuse to proceed to the Maintenance Treatment Phase or who are not eligible for any study
cohort will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
treatment and will then enter the Post-Treatment Follow-up Phase. All patients need to be evaluated
for potential resection of metastasiz at completion of the induction pericd. This iz of parficular
importance for patients with liver metastases. If the patient is found to be resectable they will undergo
a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will
then enter the Post-Treatment Follow-up Phase. Patientz completing induction treatment who do not
have progressive disease and whose disease has not become resectable can proceed to the
Maintenance Treatment Phase. Informed consent based on the information specific to the assigned
maintenance cohort will be obtained prior to the conduct of any cohort-specific screening
assessments (uniess the study site has chosen to conduct informed consent including information for
induction regimens and all potential maintenance regimens prior to study entry).

Each maintenance treatment cohort will consist of a cohornt-specific experimental treatment am and a
standard control arm of fluoropyrimidine (3-FU/LY or capecitabine) and bevacizumab. At completion
of the Induction Treatment Phase of the study, patients continuing to the biomarker-driven
Maintenance Treatment Phase will be assigned to a maintenance treatment cohort based on the
biomarker profile determined from their primary tumour fissue. Biomarkers considered in maintenance
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treatment assignment include presence or absence of HER2 overexpression (HERZ2+ or HER2-
respectively), microsatellite stability status (microsatellite stable [MS5] or high microsatellite instability
[M3I-H]), wild-type or mutated BRAF gene (BRAF®= or BRAF™ respectively), and pressnce or
absence of RAS pathway mutation (RAS*® or RAS™ respectively; see Appendix 17 for the biomarker-
based cohornt assignment decizsion tree). Patients will be randomised within their assigned cohort on a
21 (experimental.control) basis to either the experimental treatment arm or the control arm of that
cohort and will begin treatment within 3 weeks of completing induction treatment. Randomisation will
be strafified according to specific biomarkers identified for each cohort, by geographical region, andfor
by patient response after the Induction Treatment Phase (CR/PR vs. 30). Stratification varables
applicable to each cohort are described in Section 4.2 of the protocol.

The study will follow an adaptive design, where additional cohorts can be added or existing cohorts
may be modified over the course of the study via protocol amendment (see Figure 1).

Cohort 1

Biomarker profile {all patients screened prior to June 3, 2016} BRAF™

Biomarker profile {all patients screened after June 3, 2016): HER2-MS55/BRAF™ 4 RAS™
S-FULY with cetuximal and vemurafenib
WE.
Fluoropyrimidine (5-FU/LY or capecitabine) and bevacizumab

Cohort 2 - CLOSED TO ENROLMENT

(No pafients screened after June 3, 2076 will be assigned fo this cohort)

Biomarker profile: BRAF™
Fluoropyrimidine (5-FU/LY or capecitabine) with bevacizumab and atezolizumakb
WS,

Fluoropyrimidine (5-FU/LY or capecitabine) and bevacizumab
Cohort 3
Biomarker profile: HER 2+
Capecitabine with trastuzumab and periuzumalb
WE.
Fluoropyrimidine (5-FUW/LY or capecitabine) and bevacizumab
Cohort 4 - CLOSED TO ENROLMENT
(As of February 12, 2018, no further pafients are assigned fo this cohort. See profocol Section 3.1.2.4.)
Biomarker profiles: HER2-MSl-H; HER2-MS5/BRAF*; HER2-'M55/BRAF™ /RAS™
Cobimetinib and atezolizumakb
WE.
Fluoropyrimidine (5-FUW/LY or capecitabine) and bevacizumab

See Appendix 17 for additional information on biomarker testing and biomarker-based cohort
assignment.

Study Enrgdment and Cohort Status Update:

+  Accrual to Cohort 2 wasz completed in November 2016.
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+  Study enrolment and accrual into Cohort 4 were suspended in February 2018 as a result of an
unfavourable benefit-risk evaluation of Cohort 4 by the independent Data Monitoring Committee
(iDMC). Accrual to Cohort 4 was not re-opened after February 2018 due to iDMC
recommendations. See protocol Section 3.1.2.4.

&  Cohort assignment and randomization of any patients who were already enrclled and eligibie for
Cohorts 1 and 3 were continued following the February 2018 suspension of study enrciment.

+  No new or modified cohorts have been identified for addition to the study. In the absence of a
cohort with broad biomarker eligibility criteria (i.e. to replace Cohort 4), the majority of patients
would not be eligible for maintenance cohort assignment. For thiz reason, study enrolment will not
be re-opened following the February 2015 suspension.

All Cohoris
Mo other anti-cancer therapy is permitted during the study with the following exceptions:

+ local ablation for liver metastases during Induction Treatment Phase only and only if there are
other non-ablated sites of measurable disease that have been followed from bassline tumour
assessment (i.e. prior to start of induction treatment)

+ radictherapy for pain control during the either Induction or Maintenance Treatment Phases

For all patients who are not receiving atezolizumab, study maintenance treatment will continue until
dizease progression (based on Investigator's assessment), unacceptable toxicity, initiation of another
anti-cancer therapy, patient or physician decizion to discontinue, or patient death, whichever occurs
first.

For all patients who are receiving atezolizumab, study maintenance treatment may continue after the
first tumour assessment showing progression per RECIST 1.1 as long as patients meet the following
criteria as aszsessed by the Investigator:

+ Evidence of clinical benefit

+  Ahsence of symptoms and signs {including worsening of laboratory values, e.g. new or worsening
hypercalcaemia) indicating uneguivocal progression of disease

+ Mo decline in ECOG performance status that can be attributed to disease progression

+  Absence of tumour progression at critical anatomical sites (e.g. leptomeningeal disease) that
cannot be managed by protocol-allowed medical interventions

Treatment should be discontinued if the next follow-up tumour assessment continues to demonstrate
progression per RECIST 1.1 {as compared to the assesament at the end of induction treatment). If the
next tumour assesament does not show progression per RECIST 1.1, the patient may continue
maintenance treatment until such time as the freatment continuation criteria above are no longer met
andfor two sequential tumour azsessments show progression per RECIST 1.1.

Atezolizumalb treated patients may be discontinued from study treatment for the following reasons
other than loss of clinical benefit or persistent progression: unacceptable toxicity, initiation of ancther
anti-cancer therapy, patient or physician decision to discontinue, or patient death, whichever occurs
first.

Efficacy, safety and tolerability will be assessed during the entire Maintenance Treatment Phase.
While receiving study treatment during the Maintenance Treatment Phase, patients will be assessed
for AEs and concomitant medications at every treatment cycle. Clinical laboratory assessments will be
conducted at every cycle. For regimens with two week treatment cycles, clinical laboratory results
from every second treatment cycle only will be collected in the CRF. For regimens with three week
treatment cycles (zuch as Cohort 3 experimental regimen), clinical laboratory results from every cycle
will be collected in the CRF. Physical examinations will be done every treatment cycle {regimens with
three week cycles) or every two treatment cycles (regimens with two week cycles). Additional safety
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reviews (safety run-ins) will be conducted by the IDMC, when necessary, for a prespecified number of
initial patients receiving experimental combinations with inadequate prior safety experience to assurs
appropriate dosing {e.qg., as required for the initial patients treated with the experimental combination
of '5S-FUILY + cetuximab + vemurafenib'). Up to and including May 31, 2019, dizease status will be
evaluated during the Maintenance Treatment Phase as compared to the tumour assessment at the
end of induction treatment and in accordance with RECIST 1.1 (see Appendix 10) for all patients, and
additionally according to mRECIST (ses Appendix 11) for patients treated with atezolizumaly. Tumour
aszessments will be conducted every eight weeks. After May 31, 2019, disease status will no longer
be collected for study analyses and should be evaluated according to local practice. Schedules of
Aszessments for each cohort are provided in Appendices 2to 5.

Patients who discontinue study treatment for any reason during the Maintenance Treatment Phase
will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
treatment and will then enter the Post-Treatment Follow-up Phase.

Patients who prematurely discontinue treatment during the Induction Treatment Phase, who did not
proceed to the Maintenance Treatment Phase or who discontinue treatment during the Maintenance
Treatment Phase, wil be followed for new AEs for 28 days (patients discontinuing before
maintenance treatment and patients treated in all maintenance cohort control arms and Cohort 1
experimental arm) or 90 days (patients treated in experimental ams of Cohorts 2, 3 and 4 only)
following the discontinuation of study treatment. At the time of treatment discontinuation, any ongaing
AE/SAE will be followed until the event rezolves, the Investigator assesses the event as stable, or the
patient is lost to follow-up, dies or withdraws consent. The Sponsor should be notified if the
Investigator becomes aware of any SAE or AEs of special interest occurring after the end of the
adverse event reporting pericd if the event is believed to be related to prior study treatment.

All patients will undergo a Study Treatment Discontinuation visit within 30 days following their last
study freatment and will enter the Post-Treatment Follow-up Phase of the study. Before May 31,
2019, patientz will be followed every 3 months during the Post-Treatment Follow-up Phase for
subsegquent anti-cancer therapies, survival, and AEs (as applicable) including therapy-specific safety
assessments (e.g., investigations for squamous cell carcinoma in patients who received vemurafenib)
(see Appendices 1 to 5). After May 31, 2019, patientz in Cohors 2 and 3 who have completed the
adverse event reporting period and, if applicable, cohort-zspecific post-treatment follow-up safety
assessments will be discontinued from the study. Cohorts 2 and 3 patients who have completed the
adverse event reporting period (and cohort-zpecific post-treatment follow-up safety assessments if
applicable) prior to May 31, 2019 will be discontinued at their Post-Treatment Follow-up visit within the
3 months prior to and including May 31, 2019, See protocol Section 5.3.1 for adverse event reporing
periods and post-treatment follow-up safety assessments. All patients in Cohorts 1 and 4 will continus
in the Post-Treatment Follow-up Phase until the end of the study. Refer to Appendix 19 for
management of patients in each cohort based on their study status on May 31. 2019.

Patients who discontinue study treatment in either the Induction or Maintenance Treatment Phases
prior to dizease progression will also enter the Post-Treatment Follow-up Phase but will alzo continue
to be followed for progression, with dizsease status followed according to local practice (patients
discontinuing during the Induction Treatment Phasze) or every eight weeks (patients dizcontinuing
during the Maintenance Treatment Phase) until progression or May 31, 2019, whichever comes first.
After May 31, 2019, dizease status will no longer be collected for any study patient. Disease
asszessments in any patient who has not yet progressed as of May 31, 2019 should thereafter be
conducted according to local practice.

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
However, patients who received atezolizumak should not receive other immunomodulatory agents for
10 weeks after maintenance treatment discontinuation.
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BHAFTT Hanents and Sy Lisease HMroqression

BRAF™ patients experiencing early dizease progression during induction freatment will have the
option of proceeding immediately to receive second-line freatment with S-FUSLY, cetuximab and
vemurafenib if their primary tumour is M35, or with a fluoropyrimidine (5-FW/LY or capecitabine),
bevacizumab, and atezolizumab if their pimary tumour is M5I-H.

If a patient previously indicated to have a BRAF™= primary tumour (e.g. according to local testing)
progresses prior to the availability of results from the study primary tumour biomarker testing, the
Investigator may request an expedited biomarker report from the sponsor's Medical Monitor to confirm
BRAF™ status and to obtain MS status. Such patients will be allocated to the appropriate second-line
treatment and may begin treatment following approval from the Medical Monitor.

Early progressing BRAF™Y patients receiving 5-FUMLY, cetuximab and vemurafenib as second-line
treatment will be followed for safety and efficacy in accordance with the Maintenance Treatment
Phaze Schedule of Assesaments (including eligibility, biomarker sampling and post-freatment follow-
up) for Cohort 1 (see Appendix 2) and will be managed according to protocol recommendations and
requirements for the experimental am of Cohort 1. Early progressing BRAF™ patients receiving a
fluoropyrimidine (5-FUW/LY or capecitabine), bevacizumab, and atezolizumab as second-line freatment
will be followed for safety and efficacy in accordance with the Maintenance Treatment Phase
Schedule of Assesasments (including eligibility, biomarker sampling and post-treatment follow-up) for
Cohort 2 (see Appendix 3) and wil be managed according to protocol recommendations and
requirements for the expenmental arm of Cohort 2. This includes continuation of therapy beyvond
progression per RECIST 1.1 as described for Maintenance Treatment Phase patients receiving
atezolizumakb.
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Figure 1: Study Design
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b.  Randomization stratified by: Cohorts 1 and 2- region (EU, Americas, Africa or Asia), induction treatment response (CR/PR vs. SD), Cohort 3- induction treatment response (CR/PR
vs. SD), HER2 IHC (IHCO/ IHC1+/IHCZ+ vs. IHC3+); Cohort 4- region (EU vs. rest of world), induction treatment response (CR/PR vs. SD), microsatellite stability (MSI-H vs. MSS),

RAS status (wild-type KRAS and NRAS vs. mutant KRAS andf/or NRAS)
¢. Patients discontinuing study treatment for any reason during the Induction or Maintenance Treatment Phases will enter the Post-treatment Follow-up Phase.
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Study Conduct

A Steering Committes (SC) will be responsible for oversesing the general conduct of the study. An
iDMC will be responsible for evaluating the safety of the patientz participating in the trial at regular
intervals throughout the study. This includes ongoing evaluation of benefit-risk balance based on
accumulating safety and, as warranted, efficacy data. The iDMC will make recommendations as to
whether cohort recruitment should continue based on each interim evaluation. In addition, when
necessary due to the nature of prior experience with a particular experimental regimen, the iDMC will
conduct a safety run-in review of a pre-specified number of initial patients (e.9. as conducted for the
initial patients treated with 'S-FU/LY + cetuximab + vemurafenib’). Safety run-ing deemed necessary
for additional cohortz will be specified in the protocol. The schedule of IDMC reviews wil be
determined by the iDMC and described in the iDMC Charter. Additional data are provided in the
respective SC and IDMC Charters.

Number of Patients

Before study enrolment was clozed prematurely, approximately 1,820 patients were expected to be
screenad and approximately 1,400 patients were expectad to be enrolled in the Induction Treatment
Phase of the study in order to randomise the target sample size in each maintenance cohort. This
included 405 patients in Cohort 2. Accrual into Cohort 4 was terminated prior to reaching the target
sample size. Due to early closure of study enrolment, target sample sizes will not be reached for
Cohortz 1 and 3.

Screening procedures

For comparability reasons, only the archival primary tumour sample from the original diagnosis will be
used for the biomarker assesament which determines treatment assignment during the Maintenance
Treatment Phase, as this material will be available for all patients. To be eligible for the study, patients
must have an archival primary fumour sample for biomarker assessment for cohort assignment. If the
tumour block is not available, = 20 slides cut from the primary tumour sample will be accepted as an
altermative. The sample (block or slides) must be shipped to the designated lab with confirmation of
sample receipt provided by the laboratory prior to study enrolment. Biomarker analyses for cohort
assignment will be conducted during the Induction Treatment Phaze and these results will only be
available during the Induction Treatment Phase and not during Screening. Patients with an adeguate
tumour sample but with unknown biomarker status due to lack of determinant result {e.q. due to
technical issues) may still be included in the study depending on the addition of future cohorts.

For enrclment into the study, patients who do not meet the study eligibility criteria {screen failures)
may be re-zcreened within 7 days of the date they are determined to be screen failures. Re-screening
of a patient = 7 days after screen failure is allowed only with prior approval from the Medical Monitor.
Patients cannot be re-screened for the study more than once.

Target Population

The target study population consistz of patients with mCRC who have not received any prior
chemotherapy in the metastatic sefting. Cohort-zpecific target populations are further defined by
specific biomarker profiles.

The “All Cohort® eligikility criteria are evaluated prior to initiating the first cycle of study treatment
during the Induction Treatment Phase. Cohort-specific exclusion criteria must be assessed within 3
weeks of completing Induction Treatment Phase. Biomarker assessments will be completed prior to
randomisation, as the results of the biomarker assessments are required to identify the intended
cohort in order to complete the appropriate cohori-specific eligibiity assessments.
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Inclusion Criteria

Patients must meet the following criteria for study entry:

All Cohorts

FPatient Status

1
2
3.
4
5

Have provided written informed consent prior to any study specific procedures
Willing and able to comply with the protocol

z 18 years of age

ECOG status of = 2 (see Appendix 8)

At least 16 weeks of life expectancy at time of entry into the study

Disease-related

6.

T.
8.
9

Histologically confirmed CRC with mCRC confirmed radiologically

Measurable, unresectable disease according to RECIST 1.1

Mo prior chemaotherapy for CRC in the metastatic setling

Archival tumour formalin-fixed paraffin-embedded tiszue (FFPET) block from the primary tumour
obtained at the time of the initial diagnosis must be shipped to the Sponsors designated
laboratory with sample receipt confirmed by the laboratory. If the tumour block is not available,
2z 20 slides cut from the primary tumour sample will be accepted as an altemative (see
Appendix 17). The slides must be shipped with receipt confirmed by the Sponsor's designated
laboratory prior to study enrolment.

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from study entry:

All Cohoris

Other Prier or Current Treatments

1.

Leas than & months from completion of any prior necadjuvant or adjuvant chemotherapy or
radiotherapy

Prior or current treatment with bevacizumalb or any other anti-angiogenic drug (i.e. anti-VEGF or
vascular endothelial growth factor receptor [VEGFR] therapies or tyrosine kinase inhibitors)
Current or recent (within 10 days of stat of study induction treatment) use of aspirin

(> 325 magiday), clopidogrel (> 75 mglday), therapeutic oral or parenteral anticoagulants, or
thrombolytic agents for therapeutic purposes.

Mote: The wse of fulldoze oral or parenteral anticoagulants s permitted as long as the
international normalised ratio (INR) or activated partial thromboplastin time (aPTT) is within
therapeutic limits (according to the medical standard of the institution) and the patient has been
on a stable dose of anticoagulants for at least two weeks prior to the star of study induction
treatment. Prophylactic use of anticoagulants is allowed.

Requirement for treatment with any medicinal product that contraindicates the use of any of the
study medications, may interfere with the planned treatment, affects patient compliance or puts
the patient at high rizk for treatment-related complications

Treatment with any other investigational agent within 28 days or 5 investigational agent half-lives
(whichever is longer) prior to the start of study induction treatment
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Haematological, Biochemical and OQrgan Function

6. Inadequate haematological function indicated by one or more of the following:
—  Absolute neutrophil count (ANC) = 1.5 x 10%L
—  Platelet count = 100 x 10%L
— Haemoglobin = 9 gi/dL (patients may have fransfusions andfor growth factors o attain
adegquate hasmoglobin)
7. Inadequate liver function indicated by one or more of the following:
—  Total bilirukin = 1.5 x upper limit of normal {ULM)
—  Aspartate transaminase (AST) or alanine aminotransferase (ALT) 2 25 x ULM (= 5 x ULN in
patients with known liver metastases)
—  Alkaline phosphatase (ALP) = 2 x ULN (= 5 x ULN in patients with known liver metastases)
8. Inadequate renal function indicated by one or more of the following:
—  Serum creatinine = 1.25 x ULM or calculated creatinine clearance < S0 milfmin
—  Urine dipstick for proteinuria 2 2+ unless a 24-hour urine protein = 1 g of protein is
demonstrated
9. INR = 1.5 or aPTT = 1.5 x ULN within 7 days prior to the start of study induction treatment for
patients not receiving anti-coagulation. For patients, receiving anticoagulants INR and aPTT must
e within the medical standard of enrolling institution.
The use of full-dose oral or parenteral anticoagulants is permitted as long as the INR or aPTT is
within therapeutic limits (according to the medical standard of the enrolling institution) and the
patient has been on a stable dose of anticoagulants for at least two weeks prior to the start of
study induction treatment.
General Criteria
10. Active infection requiring intravenous antibiotics at the start of study induction treatment
11. Previous or concurrent malignancy, except for adequately treated basal or sguamous cell skin
cancer, in situ cervical cancer, or other cancer for which the patient has been disease-free for five
years prior to study entry
12. Evidence of any other disease, neurclogic or metabolic dysfunction, physical examination finding
or laboratory finding giving reasonable suspicion of a disease or condition that confraindicates the
use of any of the study medications, puts the patient at higher risk for treatment-related
complications or may affect the interpretation of study results
13. Inadequately controlled hypertension (defined as systolic blood pressure = 150 mmHg andfor
diastolic blood pressure = 100 mmHg)
14. Prior history of hypertensive crisis or hyperiensive encephalopathy
15. Clinically significant {i.e. active) cardiovascular dizease, for example cerebrovascular accidents =
& months prior to start of study induction tfreatment, myocardial infarction = 6 months prior to study
enrolment, unstable angina, New York Heart Association (NYHA) Functional Classification Grade
2 or greater congestive heart failure, or serous cardiac arrhythmia uncontrolled by medication or
potentially interfering with protocol treatment
16. History or evidence upon physical or neurclogical examination of central nervous system (CMNS)
disease (e.g. seizures) unrelated to cancer unless adequately treated with standard medical
therapy
17. Significant vascular disease (e.g. aortic aneurysm reguiring surgical repair or recent arterial
thrombosis) within & months of start of study induction treatment
18. Any previous venous thromboembolism = Mational Cancer Institute (NCIl) Common Teminology

Criteria for Adverse Events (CTCAE) Grade 3 within 12 months prior to start of study induction
treatment
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19.

200

21.

22

23.

24.

25.
26.

27.

28.
29.

3.

Active, symptomatic or untreated CNS metastases; CHS dizease other than supratentorial or
cerebellar metastases (i.e. patients with metastases to midbrain, pons, medulla or spinal cord are
excluded); history of or known carcinomatous meningitis.

Mote: Treatment of brain metastases, either by surgical or radiation techniques, must have been
completed = 4 weeks prior to start of study induction treatment. Patients requiring anticonvulsants
or corticosteroids for symptom control and patients with evidence of interim progression between
the completion of CNS-directed therapy and study baseline dizease assessments are excluded
from the study.

Mote: Patients without measurable dizease outside the CNS are excluded from the study.
History of haemoptysis = Grade 2 (defined as = 2.5 mL bright red blood per episode) within 1
maonth of start of study induction treatment

History or evidence of inherited bleeding diathesis or significant coagulopathy at risk of bleeding
(i.e. in the absence of therapeutic anticoagulation)

surgical procedure (including cpen biopsy, surgical resection, wound revision, or any other major
surgery involving entry into a body cavity) or significant traumatic injury within 28 days prior to
start of study induction treatment, or anticipation of need for major surgical procedure during the
course of the study

Minor surgical procedure including placement of a vascular access device, within 2 days of stant
of study induction treatment

History of abdominal fistula, gastrointestinal (Gl) perforation, intra-abdominal abscess or active Gl
bleeding within & months prior to start of study induction treatment

Senious, non-healing wound, active ulcer, or untreated bone fracture

Known hypersensitivity to any component of any of the study induction or maintenance treatment
medications

History of severe allergic, anaphylactic, or other hypersensitivity reactions to chimeric or
humanized antibodies or fusion proteins

Known dihydropyrimidine dehydrogenase (DPD) deficiency

Pregnancy or lactation. & serum pregnancy test is reguired within 7 days prior to start of study

induction freatment, or within 14 days with a confirmatory urine pregnancy test within 7 days prior
start of study induction treatment

. For women who are not post-menopausal (< 12 months of non-therapy-induced amenorrhea) or

surgically sterile (absence of ovaries andfor uterus): refusal to use a highly effective contraceptive
method (i.e. with a failure rate of < 1% per year such as sexual abstinence, hormonal implants,
combined oral contraceptives, vasectomised partner), during both the Induction and Maintenance
Treatment Phases and for at least 7 months after the last dose of study medication. Periodic
abstinence [g.g., calendar, ovulation, symptothermal, postovulation methods] and withdrawal are
not acceptable methods of confraception. & combination of male condom with cap, diaphragm or
sponge with spermicide (double barrier methods) is not considered highly effective, birth control
methods. Acceptable methods of contraception may include total abstinence in cases where the
lifestyle of the patient ensures compliance. A vasectomised pariner iz a highly effective birth
control method provided that partner is the sole sexual partner of the MODUL tral participant and
that the vasectomised partner has received medical assessment of the surgical success. Some of
the study-related medication, such as vemurafenib may decrease the plasma exposure of those
hormonal contraceptives predominantly metabolized by CYP34A4. In these cazes, the use of an
alternate highly effective method of contraception must be considered.

For men: refusal to use a highly effective contraceptive method (i.e. with a failure rate of = 1% per
year such as vasectomy, sexual abstinence or female partner use of hormonal implants or
combined oral contraceptives) during both the Induction and Maintenance Treatment Phazes and
for a period of at least 6 months after the last dose of study medication. Periodic abstinence [e.q9.,
calendar, ovulation, symptothermal, postovulation methods] and withdrawal are not acceptable
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methods of contraception. A combination of male condom with either cap, diaphragm or sponge
with spermicide {double bamier methods) is not considered highly effective, birth control methods.
Acceptable methods of contraception may include total abstinence in cases where the lifestyle of
the patient ensures compliance. A vasectomised MODLUL trial paricipant is a highly effective birth
control method provided that the MODUL trial participant has received medical assessment of the
surgical success. Men must also agree not to donate sperm for at least & months after their last
doze of study drug.

Cohort-Specific Exclusion Criteria

The following criteria will be assessed following biomarker-based cohort assignment:

Additional criteria for Cohort 1

1.

Have not provided informed consent to participate in Cohort 1.

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-specific
conzent after cohort assignment and prior to cohort-gpecific eligibility assessments other than
eligibility assessments already conducted as part of routine care.

Inakility to swallow pills.

Refractory nausea and vomiting, malabsorption, external biliary shunt or significant bowel
resection that would preclude adequate absorption.

History or presence of clinically significant ventricular or atrial dysrhythmias =2 NCI CTCAE
Grade 2

Commected QT (QTc) interval = 450 msec as assessed within 3 weeks prior to randomization, long
QT syndrome, uncorrectable electrolyte abnormalities (including magnesium) or requirement for
medicinal products known to prolong the QT interval

For women who are not post-menopausal (= 12 months of non-therapy-induced amenorrhea) or
surgically sterile (absence of ovaries andfor uterus): refusal to use an altemate highly effective
contraceptive method (i.e. with a failure rate of < 1% per year such as sexual abstinence,
vasectomised partner) other than hormonal contraceptives, during both the Induction and
Maintemance Treatment Phases and for at least 7 months after the last dose of study medication.
Yemurafenib may decrease the plasma exposure of those homonal contraceptives
predominantly metabolized by CYP34A4.

ECOG PS5 = 2.

Mote: Due to the potential risks associated with treatment in the experimental arm of Cohort 1,
patients with ECOG PS5 = 2 and a low body mass index (BMI) must be judged by the Investigator
as adequately physically fit to receive treatment with 5-FU/LY + cetuximal + vemurafenib to be
congzidered eligible. See protocol Section 4.3.2.2.2

Additional criteria for Cohort 2

1.

Have not provided informed consent to participate in Cohort 2

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-zpecific
consent after eohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Known hypersensitivity or allergy to Chinese hamster ovary cell products

History of autoimmune disease including but not limited to myasthenia gravis, myositis,
autoimmune hepatitis, systemic lupus enythematosus, rheumatoid arthntis, inflammatory bowel
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disease, wvascular thrombosis associated with antiphospholipid syndrome, Wegener's
granulomatosis, Sjigren’s syndrome, Guillzsin-Barré syndrome, multiple sclerosis, vasculitis, or
glomerulonephritis (see Appendix 9 for a more comprehensive list of autoimmune diseases)

Patients with the following are eligible:

— a history of autoimmune-related hypothyroidism on a stable dose of thyroid replacement
hormone

— controlled Type 1 diabetes mellitus on a stable insulin regimen

— eczema, psoriasis, lichen simplex chronicus, or vitiligo with dermatologic manifestations only
(e.g. patients with psoratic arthritis would be excluded) are pemmitted provided that they
meet the following conditions:

= rash must cover less than 10% of body surface area (BSA)

= disease is well controlled prior to randomization and only reguires low potency topical
steroids
= no acute exacerbations of undedying condition within the previous 12 months (not
requiring PUVA [psoralen plus ultraviolet & radiation], methotrexate, retincids, biclogic
agents, oral calcineurin inhikitors, high potency or oral steroids)
4. Prior allogeneic bone marrow transplantation or prior solid organ transplantation
5. History of idiopathic pulmonary fibrosis (including pneumonitis), drug-induced pneumonitis,
organizing pneumonia (i.e., bronchicliis obliterans, cryptogenic organizing pneumonia), or
evidence of active pneumaonitiz on most recent chest imaging (CT scan or MEI)

Mote: History of radiation pneumonitis in the radiation field (fibrosis) is permitted.

6. Positive test for human immunodeficiency virus (HIV)

Active hepatitis B (defined as having a positive hepatitis B surface antigen [HBsAg] test prior to
randomization) or hepatitis C

Mote: Patients with past hepatitis B virus (HBY) infection or resolved HBY infection {defined as
having a negative HBsAg test and a positive antibody to hepatitis B core antigen [anti-HBc]
antibody test) are eligible.

Patients positive for hepatitis C virus (HCV) antibody are eligible only if polymerase chain reaction
(PCR) is negative for HCY RMA.

Active tuberculosis

Severe infection within 4 weeks prior to start of maintenance treatment including, but not limited to,
hospitalization for complications of infection, bacteremia, or severe pneumonia; has signz or
symptoms of significant infection or has received oral or IV antibictice within 2 weeks prior to start
of maintenance treatment.

Mote: Patients receiving prophylactic antibiotics (e.g. for prevention of a urinary tract infection or
chronic cbstructive pulmonary disease) are eligible.

10. Administration of a live, attenuated vaccine within 4 weeks prior to start of study maintenance
treatment or anticipation that such a live attenuated vaccine will be reguired during the study

11. Prior treatment with CD137 agonists, anti-CTLA4, anti-PD-1, or anti-PD-L1 therapeutic antibody
or pathway-targeting agents

12. Treatment with systemic immunostimulatory agents (including but not limited to interferons or
interleukin-2) within 4 weeks or five half-lives of the drug, whichever is longer, prior to start of
study maintenance treatment

13. Treatment with systemic corticostercids or other systemic immunosuppressive medications
(including but not limited to prednisone, dexamethasone, cyclophosphamide, azathioprine,
methotrexate, thalidomide, and anti-lumour necrosis factor [TNF] agents) within 2 weeks prior to
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14.

start of study maintenance treatment, or requirement for systemic Immunosuppressive
medications during the trial.

Maote: The use of inhaled corticostercids for chronic obstructive pulmonary disease (= 100 mg oral
prednisone or equivalent), mineralocorticoids (e.q., fludrocortisone) for patients with orthostatic
hypotension, and low-dose supplemental coricostercids for adrenocortical insufficiency are
allowed.

Patientz who have received acute, low-dose (= 10 mg oral prednizone or equivalent), systemic
immunosuppressant medications may be enrolled in the study after discussion with and approval
by the Medical Monitor.

If receiving a RANEKEL inhibiter (e.g. dencsumab), unwilling to adopt alternative treatment such as
(but not limited to) bisphosphonates, while receiving atezolizumab.

Additional criteria for Cohort 3

1.

10.

1.

Have not provided informed consent to paricipate in Cohort 3

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohont-specific
consent after cohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Inability to swallow pills

Left wentricular ejection fraction (LVEF) < 50% as assessed after completion of induction
treatment by either 20 echocardiogram (ECHO) or multiple-gated acquisition (MUGA) (ECHO is
the preferred method).

Clinically significant cardiovascular disease, including unstable angina, history of or active
congestive heart failure of =2 NYHA Grade 2, history of or ongoing serious cardiac arrhythmia
requiring treatment (except for controlled atrial fibrillation andfor paroxysmal supraventricular
tachycardia).

Current uncontrolled hypertension (systolic = 150 mmHg andfor diastolic = 100 mmHg) with or
without medication

Current dyspnoea at rest due to complications of advanced malignancy or other dizsease requiring
confinuous oxygen therapy

Insulin-dependent diabetes
Current known infection with HI'V, HBY, or HCV (active infection or camiers)

Requirement for concurrent use of the antiviral agent sorivudine (antiviral) or chemically related
analogues, such as brivudine

Malabsorption syndrome, disease significantly affecting gastrointestinal function, resection of the
stomach or small bowel, or ulcerative colitis

Known hypersensitivity to murine proteinz

Additional Criteria for Cohort 4

1.

Have not provided informed consent to paricipate in Cohort 4

Mote: At study centers where a single informed consent form is used, informed consent to
parficipate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-specific
consent after eohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Inability to swallow medications
Known hypersensitivity or allergy to Chinese hamster ovary cell products
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4. History of autcimmune disease including but not limited to myasthenia gravis, myositis,
autocimmune hepatitis, systemic lupus erythematosus, rheumatoid arthrtis, inflammatory bowel
disease, wvascular thrombosis associated with antiphospholipid syndrome, Wegener's
granulomatosis, Sjigren’s syndrome, Guillain-Barré syndrome, multiple sclerosis, vasculiis, or
glomerulonephritis (see Appendix @ for a more comprehensive list of autoimmune diseases)

Patients with the following are eligible:

— a history of autoimmune-related hypothyroidism on a stable dose of thyroid replacement
hormone

— confrolled Type 1 diabetes mellitus on a stable insulin regimen

— ecZema, psoriasis, lichen simplex chronicus, or vitiligo with dermatologic manifestations only
(e.g. patientz with psoriatic arthritis would be excluded) are permitied provided that they
meet the following conditions:

= rash must cover less than 10% of body surface area (BSA)

= disease iz well controlled prior to randomization and only requires low potency topical
stercids

= no acute exacerbations of underlying condition within the previous 12 months (not
requiring PUVA [psoralen plus ultraviolet A radiation], methotrexate, retinoids, biclogic
agents, oral calcineurin inhikitors, high potency or oral steroids)

5. History of idiopathic pulmonary fibrosis (including pneumonitis), drug-induced pneumonitis,
organizing pneumonia (i.e., bronchicliis obliterans, cryplogenic organizing pneumonia), or
evidence of active pneumaonitis on most recent chest imaging (CT scan or MEI)

Mote: History of radiation pneumonitis in the radiation field (fibrosis) is permitted.

Malabsorption condition that would alter the absorption of orally administered medications
Amylase or lipase = 1.5 = LULN within 14 days prior to maintenance treatment initiation
Serum albumin < 2.5 gfidL

oomNEm

LVEF < institutional lower limit of nomnal or < S0%, whichever is lower.

10. Poorly controlled hypertension, defined as a blood pressure consistently above 150090 mmHg
despite optimal medical management.

11. Uncontrolled pleural effusion, pericardial effusion or ascites requiring repeated drainage more
than once every 28 days. Indwelling drainage catheters (e.g. Pleurx®) are allowed.

12. Unstable angina, new onset angina within last 3 months, myocardial infarction within last 6
months and current congestive heart faillure =z NYHA Grade 2

13. History of stroke, reversible ischemic neurclogical defect, or transient ischemic attack within &
months prior to initiation of maintenance treatment

14. History or evidence of intracranial hemomhage or spinal cord hemorrhage
15. Evidence of clinically significant vasogenic edema

16. Any hemorrhage or bleeding event 2 NCI CTCAE Grade 3 within 28 days prior to initiation of
maintenance treatment

17. History or evidence of retinal pathology on ophthalmologic examination that is considered a nisk
factor for central serous retinopathy, retinal vein occlusion, or neovazscular macular degeneration

Patients will be excluded if they currently have any of the following risk factors for retinal vein
occlusion:

—  Uncontrolled glaucoma with infra ocular pressure =z 21 mmHg

—  Uncontrelled hyperchelesterolemia = 300 mgfdL or 7.75 mmolfL

—  Uncontrelled hypertriglyceridemia = 300 mg/dL or 3.42 mmol/L

—  Fasting hyperglycemia = 160 mg/dL or 8.9 mmaol/L
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18.
19.

20.
21.

22,
23.

24,

25.

26.

27.

28.

29.

Positive HI' test
Active hepatitis B (defined as having a positive HBsAg test prior to randomization) or hepatitis C

Mote: Patients with past HBY infection or resolved HBY infection (defined as having a negative
HBsAqg test and a positive anti-HB«¢ antibody test) are eligible.

Patients positive for HCV antibody are eligible only if PCR is negative for HCWV RNA.

Active tuberculosis

Severe infection within 4 weeks prior to start of maintenance treatment including, but not limited to,
hospitalization for complications of infection, bacteremia, or severe pneumocnia;, has signs or
symptoms of significant infection or has received oral or IV antibiotics within 2 weeks prior to start
of maintenance treatment.

Mote: Patients receiving prophylactic antibiotics (e.g. for prevention of a urinary tract infection or
chronic obstructive pulmonary disease) are eligible.

Prior allogeneic bone mamow transplantation or prior solid organ transplantation

Administration of a live, attenuated vaccine within 4 weeks prior to start of study maintenance
treatment or anticipation that such a live attenuated vaccine will be required during the study

Prior treatment with CD137 agonists, anti-CTLA4, anti-PD-1, or anti-PD-L1 therapeutic antibody
or pathway-targeting agents

Prior treatment with a MEK or ERK inhibitor

Treatment with systemic immunostimulatery agents (including but not imited to interferons or
interleukin-2) within 4 weeks or five half-lives of the drug, whichever is longer, prior fo start of
study maintenance treatment

Treatment with systemic coricosteroids or other systemic immunosuppressive medications
(including but not limited to prednizone, dexamethasone, cyclophosphamide, azathioprine,
methotrexate, thalidomide, and anti-THMF agentz) within 2 weeks pror to start of study
maintenance treatment, or requirement for systemic immunosuppressive medications during the
trial.

Mote: The uze of inhaled corticostercids for chronic obstructive pulmonary disease (= 10 mg oral
prednisone or eguivalent), and mineralocoricoids (e.q., fludrocorisone) for patients with
orthostatic  hypotension, and low-dose supplemental corticostercids  for  adrenocortical
insufficiency are allowed.

Mote: Patients who have received acute, low-dose (= 10 mg oral prednisone or equivalent),
systemic immunosuppressant medications {e.g. a one-time dose of dexamethasone for nausea)
may be enrolled in the study after discussion with and approval by the Medical Monitor.

If receiving @ RAMKL inhibitor (e.g. denosumab), unwilling to adopt altemative treatment such as
(but not limited to) bisphosphonates, while receiving atezolizumakb.

Consumption of foods, supplements or drugs that are potent CYP3A4 enzyme inducers or
inhibitors = 7 days before initiation of study maintenance treatment or expected concomitant use
during maintenance treatment. These include 5t John's wort or hyperforin {potent CYP344
enzyme inducer) and grapefruit juice (potent cytochrome P450 CYP34A4 enzyme inhibitor).

Length of Study

Study recruitment started in April 2015, Patient scresning was temporarnily suspended beginning in
June 2016 for the addition of maintenance Cohorts 3 and 4. Screening and enrolment were again
suspended in February 2018 to accommodate closure of accrual to Cohort 4. Study enrclment will not
be re-opened. The entire study duration is estimated to be approximately 5 years.
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End of Study

The end of the study iz defined as the date when all study patients have dizcontinued study treatment
and completed the adverse event reporting period and, if applicable, cohor-specific post-treatment
follow-up safety assessments (see protocol Section 5.3.1 for adverse event reporting periods and
post-treatment follow-up safety assessmentz). After this, the trial will end and no further data will be

collected in the clinical database for this study.

Continued access to Roche investigational medicinal products (IMP3) used in the study will be in
accordance with the Roche Global Policy on Continued Access to Investigational Medicinal Product.

Efficacy Outcome Measures

All Cohoris

Efficacy ocutcome measures will be assessed within each cohort (experimental arm vs. control am)
during the Maintenance Treatment Phase.

Primary

PFS defined as the time from randomisation into the Maintenance Treatment Phase until dizsease
progression per Investigator assessment wsing RECIST 1.1 or death from any cause, whichewver
occurs first.

Secondary

+ 05, defined as the time from randomisation into the Maintenance Treatment Phase to death from
any cause

* ORR (defined as PR or CR) during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at the end of the Induction Treatment Phase.

+* [DCR (defined as CR, PR or 50) during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at the end of the Induction Treatment Phase.

+ TTR defined as the time from randomisation into the Maintenance Treatment Phase to the first
subzequent cccumence of a documented objective response (PR or CR), as determined by the
Investigator according to RECIST 1.1.

+ [DOR, defined as the time from the first occurrence of a documentad objective responzse (PR or
CR) during the Maintenance Treatment Phase to the time of progression, as determined by the
Investigator according to RECIST 1.1, or death from any cause

+ ECOG performance status during and after treatment

Safety Outcome Measures

All Cohaorts

The safety outcome measures for this study are as follows:

+ |ncidence, nature and severity of all adverse events (graded according to NCI CTCAE v4.0)
* |ncidence and nature of all Grade 3 — 5 AEs

* Grade 5 AEs or AEs leading to death on study treatment

* Al SAFEs
+ |ncidence and reasons for any premature dizcontinuation of any component of study treatment
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* |ncidence and reasons for any dose reductions or interruptions of any component of study
treatment

+  AFEs of special interest

*  Clinically significant changes in laboratory values

Adverse eventz refer to all treatment-emergent adverse events occurring after the initiation of study
medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue to be

collected during the Maintznance Treatment Phase and Post-Treatment Follow-up Phase as
applicable.

Exploratory Outcome Measures

Cohorfs 2 and 4- Experimental Arms Only

PFS in patients treated with atezolizumab defined as the time from randomisation into the
Maintenance Treatment Phase wuntil diseasze progression per Investigator assessment using
mRECIST or death from any cause, whichever ocours first.

All Coharls

The exploratory biomarker and microbiome outcome measures for thiz study include molecular
markers/marker profiles and efficacy and/or safety outcomes. Efficacy outcomes considered for this
analysis may include, but are not limited to, ORR, PFS and 05, as appropriate. Biomarkers,
biomarker profiles and microbiomes may be assessed using various methodologies including, but not
limited to, immunohistochemistry (single and multiplex), RNA and DMNA analysis (2.9 polymerase
chain reaction; next generation seguencing; and mutation, expression and microsatellite instability
analyses) of tumour and blood samples collected from all study patients as well az additional tumour
zamples and stool samples collected from patients participating in the Supplemental Biomarker
Program.

Study Treatment

Induction Treatment Phase

All Coharls

All patients will receive 4 months of study treatment in the Induction Treatment Phase. Treatment
during this phase, based on Investigator's choice, will be either:

+  gight 2-week cycles of 5-FULY and oxaliplatin (FOLFOX) in combination with bevacizumab
or

*  s5ix 2-week cycles of FOLFOX in combination with bevacizumakb, followed by two 2-week cycles of
3-FULY with bevacizumab

and should be in accordance with locally approved prescribing information including any
recommendations for pre-treatment (i.e. antiemetic therapies). The |nvestigator will select the
FOLFOX regimen (eg. FOLFOX-4, FOLFOX-5, modified FOLFOX-6, FOLFOX-T or modified
FOLFOX-T, see Appendix §) also in accordance with local standards.

Maintenance Treatment Phase

All Coharls

Each cohort will contain an experimental treatment arm based specifically on the patient's biomarker
status based on the patient’s archival tumour sample from the initial diagnosis (see Appendix 17 for
additional detailz on cohort assignment). Patients with an adequate tumour sample but with unknown
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biomarker status due to lack of determinant result (e.g. due to technical issues) may still be ligible
depending on the addition of future cohors. Each cohort will also include a control treatment am
containing a fluoropyrimidine and bevacizumab. Maintenance treatment will begin within 3 weeks of
completing induction treatment.

For patients in Cohorts 1 and 3, and the control arms of Cohorts 2 and 4, study treatment during the
Maintenance Treatment Phase will continue until disease progression (based on Investigator's
assessment according to RECIST 1.1), unacceptable toxicity, initiation of another anti-cancer therapy,
patient or physician decision to discontinue, or patient death, whichever occurs firat.

For patients randomised to the experimental arms of Cohorte 2 and 4 (i.e. patients who are receiving
atezolizumak), study treatment during the Maintenance Treatment Phase may continue after the first
tumour assessment showing progression per RECIST 1.1 as long as they meet the following criteria
as assessed by the Investigator:

= Evidence of clinical benefit

+ Absence of symptoms and signs (including worsening of laboratory values, e.g. new or worsening
hypercalcasmia) indicating unequivocal progression of disease

+ Mo decline in ECOG performance status that can be attributed to disease progression

+ Abhsence of tumour progression at critical anatomical sites (2.g. leptomeningeal disease) that
cannot be managed by protocol-allowesd medical interventions

Treatment should be discontinued if the next follow-up tumour assessment continues to demonstrate
progression per RECIST 1.1 {as compared to the assesament at the end of induction treatment). If the
next tumour assessment does not show progression per RECIST 1.1, the patient may continue
maintenance treatment until such time as the treatment continuation criteria above are no longer met
and/or two sequential fumour assesasments show progression per RECIST 1.1.

Atezolizumab treated patients may be discontinued from study treatment during the Maintenance
Phase for the following reasons other than loss of clinical benefit or persistent progression:
unacceptable toxicity, initiation of anmother anti-cancer therapy, patient or physician decision to
discontinue, or patient death, whichever occurs first.

Dose reductions or interruptions of IMPs are only allowed as recommended in the applicable
Investigator's Brochure. |If any drug of any study treatment regimen in either the Induction or
Maintenance Treatment Phase iz dizscontinued or held for = 21 days, approval from the Medical
Monitor will be required before treatment can be re-initiated. ¥ Medical Monitor approval is not
obtained, the patient will come off all study treatment and will enter the Post-Treatment Follow-up
Phase.

All Cohoris - Confrol Arms

The maintenance treatment regimen is the same for the control arms of all cohorts.

Fluoropyrimidine (5-FU/LV or capecitabine): dose and schedule will be according to local label,
where applicable, or otherwise will be determined per the Investigator's discretion. Administration
should be according to local prescribing information.

Bevacizumab: 5 mg'kg via 15 — 30 minute IV infusion on Day 1 of every 2-week cycle.
Bevacizumab should be prepared and administered in accordance with local prescribing
information.

Cohort 1 — Experimental Arm

Patients assigned to the experimental arm of Cohort 1 with an ECOG PS5 =2 and a low BMI must be
carefully azssessed by the Investigator for physical fitness adequate for receipt of this regimen prior to
initiating treatment. Such patients must be clozely monitored through the maintenance treatment
period.
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5-FU: The first six patients in this cohort received 1,600 mg/m? 5-FU administered via 46-hour IV
infusion, in combination with L' 400 mg/m* administered via 2-hour infusion, on Day 1 of every 2-
week cycle.  Subsequent patients in this cohort will receive 1,600 - 2400 mg/m?* 5-FLU
administered via 46-hour I'V infusion (I bolus is not permitted), in combination with L' 400 mg/m?
administered via 2-hour infusion, on Day 1 of every 2-week cycle.

Cetuximab: The dose and scheduling of cetuximab is 500 mgim? via IV infusion on Day 1 of
every 2-week cycle. Cetuximab must be administered in hospital under the supervigion of a
physician experienced in the use of antineoplastic medicinal products. Cetuximab must be
administered via infusion pump or syringe pump at a rate not exceeding S ma/min for the first
administration and 10 mg/min for subsequent administrations. Close monitoring is required during
the infusion and for at least 1 hour after the end of the infusion. Availability of resuscitation
equipment must be ensured. Prior to the first infusion of cetuximab, patients must receive
premedication with an antihistamine and a corticostercid. Thiz premedication is recommended
prior to all subsequent infusions. Refer to cetuximab Package Insert (Appendix 14).

Vemurafenib: The dose and scheduling of vemurafenil i 960 mg b.i.d by mouth. Vemurafenib
should be taken at approximately the same times each day, the first doze is to be taken in the
moming and the second dose iz to be taken approximately 12 hours later in the evening. Each
dose should always be taken in the same manner i.e. either with or without a meal. Missed doses
will not be made up.

Mote: A safety run-in review of the first six patients treated with the experimental combination of
"-FUILY + cetuximab + vemurafenib’ was conducted in February 2016. The iDMC recommended
that patients allocated fo this regimen may now receive 5-FU at doses up to 2,400 mg/m2. The
iDMC  will continue to monitor initial patients in this regimen treated with 5-FU doses
= 1,600 mgi/m? and have also recommended that patients with ECOG PS = 2 and a low BMI be
carefully assessed by the Investigator for physical fitness adequate for receipt of this regimen.

Cohaort 2 - Experimental Ammn

Fluoropyrimidine (5-FU/LV or capecitabine): 1,600 — 2,400 mg/m? 5-FIJ administered via 46-
hour IV infusion (I bolus is not permitted) on Day 1 of every 2-week cycle, and LYV 400 mg/m?
administered via a 2-hour infusion on day 1 every 2 weeks; or 1000 mag/m?® twice-daily
capecitabine (b.i.d.) by mouth given days 1-14 every 2 weeks followed by a one-week treatment
break.

Bevacizumab: The dose and schedule of bevacizumab is 5 mg'kg via 15 — 30 minute |V infusion
on Day1 of every Z-week cycle. Bevacizumab should be prepared and administered in
accordance with local prescribing information. Patients may be at risk of developing infusion /
hypersensitivity reactions with bevacizumab. Close obhservation of the patient during and following
the administration of bevacizumab iz recommended as expected for any infusion of a therapeutic
humanised monockonal antibody. If a reaction occurs, the infusion should be dizcontinued and
appropriate medical therapies should be administered. A systematic premedication iz not
warranted.

Atezolizumab: Atezolizumab is administered at a fixed dose of 800 mg via 60-minute [V infusion
on Day 1 of every 2-week cycle. Atezolizumab must be administered in hospital under the
supervision of a physician experienced in the use of anfinecplastic medicinal products. For the
first infusion, the patient's wvital signs (heart rate, respiratory rate, blood pressures, and
temperature) should be determined within 60 minutes before the infusion, every 15 * 5 minutes
during the infusion, and 30 £ 10 minutes after the infusion. For subsequent infusions, vital signs
will b2 collected within 60 minutes before the infusion and should be collected during or after the
infugion if clnically indicated or if symptoms occurred in the prior infugion. If the initial infusion is
well tolerated, subsequent infusions will be done over a 30-minute time period. Mo premedication
iz indicated for the first dose of atezolizumab. Patients who experience an infusion-related
reaction with Cycle 1 of atezolizumab may receive premedication with antihistamines or
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antipyretics/analgesics (e.g. acetaminophen) for subsequent infusions. The rate of atezolizumab
infusion should be modified in the event of an infusion-related reaction.

Cohort 2 - Experdmental Arm

Capecitabine, trastuzumab and pertuzumab will be administered according to the doses and
schedules described below. For the first treatment cycle, pertuzumab should be administered on
Day 1, followed by the first dose of frastuzumab and capecitabine on Day 2. If the administration
of all three agents is well tolerated in the first freatment cycle, they may be given sequentially on
Day 1 (pertuzumab and trastuzumab should not be mixed in the same infusion bag) in
subzequent cycles thereafter. If a patient cannot tolerate all three drugs given on the same day,
periuzumab should continue to be delivered on Day 1, with trastuzumab and capecitabine
delivered on Day 2 for subsequent treatment cycles.

Capecitabine: 1000 mg/m? twice-daily capecitabine (bi.d.; for a total daily dose of 2000 mg/m=)
by mouth given days 1-14 every 2 weeks followed by a one-week treatment break administerad in
accordance with local prescribing information. See Appendix 7 for capecitabine dose calculations
by body surface area with comesponding tablet counts.

Trastuzumab: Trastuzumab is administered by I infusion on Day 1 of every 3-week treatment
cycle at an initial loading dose of 8 moglkg followed by & mgfkg for subsequent doses.
Trastuzumakb must be administered in hospital under the supervision of a physician experienced
in the use of antineoplastic medicinal products. The first infusion should be delivered over
S0 minutes followed by a 60 minute cbservation period. If the first infusion is well tolerated
without infusion-associated AEs, the second and subseguent infusions may be delivered over
30 minutes with an observation period of 30 minutes. Longer infusion andfor observation times
can be maintained if there is any doubt about tolerability. Mo premedication will be allowed for the
first dose of trastuzumab. Premedication may be administered for subsequent cycles at the
discretion of the treating physician. The rate of trastuzumab infusion should be modified in the
event of an infusion-related reaction.

Pertuzumab: Pertuzumab iz administered by IV infusion on Day 1 of each 3-week treatment
cycle at an initial fixed loading dose of 840 mg followed by 420 mg for subsegquent doses.
Pertuzumab must be administered in hospital under the supervision of a physician experienced in
the use of antineoplastic medicinal productz. The first infusion should be delivered over
&0 minutes followed by a 60 minute observation period. The observation period for subseguent
infusions may be between 30 and 60 minutes if the first infusion is well tolerated without infusion-
associated AEs. No premedication will be allowed for the first dose of pefuzumab. Premedication
may ke administered for subsequent cycles at the discretion of the treating physician. The rate of
periuzumab infusion should be modified in the event of an infusion-related reaction.

Cohort 4 - Experimental Armn

In an Urgent Safety Measure Letter dated July 25, 2018, the Sponsor advised investigators to strongly
consider discontinuing treatment in any Cohort 4 patients receiving expermental treatment.
Investigators were advised to discuss appropriate next treatment oplions, including combination
treatment with a fluoropyrimidine plus bevacizumab, with patients discontinuing experimental
treatment. Please refer to protocol Section 3.1.2.4 for further details of the basis for Sponsor
decisions for Cohort 4 and management of ongoing patients randomized to the experimental arm.

Cobimetinib: Cobimetinib iz administered orally at a dose of 60 mg for 3 weeks followed by a
1 week treatment break (21/7 schedule). Treatment cycle length in this arm is 2 weeks.
Cobimetinik will be administered daily every day of each odd numbered 2-week treatment cycle,
and for the first ¥ days only of each even numbered 2-week treatment cycle. Cobimetinib should
be taken at the same time every day with or without food. If a dose is missed or vomiting occurs
when a dose iz taken, dosing should be resumed at the next scheduled dose.
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Atezolizumab: Atezolizumab is administered at a fixed dose of 840 mg via 60-minute 'Y infusion
on Day 1 of every 2-week cycle. Atezolizumab must be administered in hospital under the
supervision of a physician experienced in the use of antineoplastic medicinal products. For
anaphylaxis precautions, see Appendix 16. For the first infusion, the patient's vital signs (heart
rate, respiratory rate, blood pressures, and temperature) should be determined within 60 minutes
before the infusion, every 15 = 5 minutes during the infusion, and 30 = 10 minutes after the
infusion. For subseguent infusions, vital signs will be collected within 60 minutes before the
infusion and should be collected during or after the infusion if clinically indicated or if symptoms
occurred in the prior infusion. If the initial infusion iz well tolerated, subsequent infusions will be
done over a 30-minute time perod. Mo premedication is indicated for the first dose of
atezolizumab. Patients who experience an infusion-related reaction with Cycle 1 of atezolizumak
may receive premedication with antihistamines or antipyreticsfanalgesics (e.g. acetaminophen)
for subsequent infusions. The rate of atezolizumab infusion should be modified in the event of an
infusion-related reaction.

Post-Treatment Follow-up Phase

All Cohorts

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
However, patients who received atezolizumab should not receive other immunomeodulatory agents for
10 weeks after maintenance treatment discontinuation.

BRAF" Pafients and Eany Disease Progression

Exceptionally, BRAF™MSS patients experiencing early disease progression during the induction
treatment will have the opfion of proceeding immediately to receive second-line treatment with 5-
FU/LY, cetuximab and vemurafenib. These patients will be followed for safety and efficacy in
accordance with the Maintenance Treatment Phase Schedule of Assessments (including eligibility,
biomarker sampling and post-treatment follow-up) for Cohort 1 (see Appendix 2) and will be managed
according to protocol recommendations and requirements for the experimental arm of Cohort 1.

Similary, BRAF™/MSI-H patients experiencing early disease progression during induction treatment
will have the option of proceeding immediately to receive second-line treatment with a
flugropyrimidine (5-FU/LY or capecitabine), bevacizumab, and atezolizumab. These patients will be
followed for safety and efficacy in accordance with the Maintenance Treatment Phase Schedule of
Assessments (including eligibility, biomarker sampling and post-treatment follow-up) for Cohort 2 (see
Appendix 3) and will be managed according to protocol recommendations and requirements for the
experimental arm of Cohort 2.

Investigational Medicinal Products

The IMPs used in this study include:

#  all non-fluoropyrimidine agents comprising the experimental arms of each maintenance treatment
cohort (ie. eetuximab and vemurafenib in Cohort 1, bevacizumalb and atezolizumab in Cohort 2,
trastuzumab and pertuzumakb in Cohort 3, cobimetinib and atezolizumak in Cohort 4)

*  bevacizumab in the Induction Treatment Phase
*  bevacizumab in the control ams of each maintenance treatment cohort

+  cetuximab, vemurafenib, bevacizumab and atezolizumab administered as optional second-line
treatments to early progressing BRAF™® patients

Mon-Investigational Medicinal Products

Mon-IMPs used in this study include all fluoropyrimidine agents (i.e. 5-FU and capecitabing) and
leucovorin adminigtered during the Induction and Maintenance Treatment Phases and as optional
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second-line treatment to eary progressing BRAF™ patients. Oxaliplatin administered as part of
induction treatment is also considered a non-IMP.

Statistical Methods

All Cohoris

The cohorts will be based on different biomarkers (see Appendix 17), with each cohort consisting of
an expenmental treatment arm and a control arm. The inclusion of a control group allows
digerimination of patient outcomes caused by the experimental treatment from ocutcomes caused by
other factors. Randomisation avoids systematic differences (bias) between the groups with respect to
known or unknown baseline variables that could affect outcome. The treatment for patients in the
control arms represents standard of care.

The primary objective of the study is to evaluate PFS per RECIST 1.1 within each cohort.

Praovided the iDMC does not recommend discontinuation of enrclment to a cohort or enrolment is not
otherwise discontinued prior to a cohort reaching its target sample size, the primary analysis will occur
for each cohort when the target number of PFS events has been reached. Secondary endpoints will
also be summarised at this time. Analyses of any cohort closed to accrual before its target sample
zize is reached will be described in an AP and will depend on accrual at the time of closure.

ate on statistical analysis plans and cohort status following premature closure of study enrolment:
Accrual to Cohort 2 was completed in November 2016, Accrual to Cohort 4 was closed in February
2018 due to iDMC recommendations as a result of an unfavourable benefit-risk evaluation (see
protocol Section 3.1.2.4). Study enrolment was suspended at the time of discontinuation of accrual to
Cohort 4 {(February 2018) and will remain permanently closed to further enrolment. Cohorts 1, 3 and 4
will not reach their target sample size. As originally planned for cohorts reaching their target number
of PFS events (applies to Cohort 2 only), an update analysis of efficacy and safety parameters will be
conducted based on 24 months survival follow-up after the clinical cut-off date (CCOD) for the primary
analyzis. The CCOD for the Cohort 2 primary analysis was May 31, 2017. The Cohort 2 update
analysis will be conducted based on a CCOD of May 31, 2019, The primary analysis for cohoris 1, 3
and 4 will be conducted at the same time as the Cohort 2 update analysis (i.e. based on the same
CCOD of May 31, 2019).

The final study analysis for all cohoris will be conducted after all patientz in the study have
discontinued study treatment and completed the adverse event reporting pericd and any applicable
post-treatment follow-up safety assessments (see protocol Section 5.3.1 for adverse event reporting
periods and post-treatment follow-up safety assessments). Data will be summarised using appropriate
summary statistics: mean, standard deviation, median, quartiles and range {minimum and maximum)
for continuous variables, and number and percentage for categorical variables.

Analysis Populations

For each cohort, the Intent-To-Treat (ITT) Population will include patients entered into the
Maintenance Treatment Phase of the study, imespective of whether or not they received study
medication. In this population, patients will be allocated to the study maintenance treatment into which
they were randomised. The ITT Population will be used for all efficacy analyses.

The Per Protocol Population will not be defined for this study but major protocol viclations will be listed.

The Safety Population will include all patients who received at least one dose of study medication
during the Induction or Maintenance Treatment Phases. Patientz will be allocated to the treatment
regimen that they actually received. The Safety Population will be used for all safety analyses.
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Statistical Hypotheses

Cohors 1 and 3

The null and akkernative hypotheszes when comparing PFS between the two randomised treatments in
Cohort 1 (Arm A: 5-FU/LY with cetuximab and vemurafenib wvs. Amn B: fluoropyrimidine and
bevacizumakb) and in Cohort 3 (&rm A: capecitabine with trastuzumab and pertuzumab vs. Arm B:
fluoropyrimidine and bevacizumalb) are:

Ha: the distribution of the PFS time is the same in the two treatment groups
PFS (Arm A) = PFS (Arm B)
Hy: the distribution of the PFS time is different in the two freatment groups
gspecifically PFS (Arm A) = PFS (Arm B)
If the hazard ratio (HR) of Arm A compared to Arm B is assumed to be constant over time, then the
null and alternative hypotheses are:
Ho:HR =1 ws. Hi-HR = 1
Due to the relatively low prevalence of mCRC patients with HERZ2+ or BRAF™ disease, the formal

statistical tests for Cohorts 1 and 3 will be one-sided and performed at an alpha level {type | error rate)
of 10%.

Cohaoris 2 and 4

The null and akkernative hypotheses when comparing PFS between the two randomised treatments in
Cohort 2 (Am A fluoropyrimidine with bevacizumab and atezolizumak vz, Arm B: flucropyrimidine
and bevacizumab) and in Cohort 4 {Arm A: cobimetinib with atezolizumab vs. Arm B: fluoropyrimidine
and bevacizumab) are:

Ha: the distribution of the PF5 time is the same in the two treatment groups
PFS (Arm A) = PFS (Arm B)
Hi: the distribution of the PFS time iz different in the two freatment groups
PFS (Arm A) # PFS (Arm B)
If the HR of Arm A compared to Arm B is assumed to be constant over time, then the null and
altemative hypotheses are:
Ha: HR =1wvs. H: HR #1

The formal statistical tests for Cohorts 2 and 4 will be two-sided and performed at an alpha level (type
| error rate) of 5%.

Primary Endpoint

All Coharts

The primary efficacy endpoint of PFS is defined as the time from randomisation into the Maintenance
Treatment Phase until disease progression per Investigator assesament using RECIST 1.1 or death
from any cause, whichever occurs first. Tumour size will be calculated using the sum of the longest
diameters of all target lesions, and reduction will be based on comparsons to the tumour assessment
done at the end of the Induction Treatment Phase.

Patients without an event will be censored at the date of their last evaluable tumour assessment or, if
thiz i= not available, at the date of randomisation. For each cohort, the primary analysis of PFS will
occur when the target number of PFS events has been reached.
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Within each cohort, PFS will be presented graphically for each treatment group using the Kaplan-
Meier method. Estimates and the comesponding 95% confidence interval will be reported by treatment
group for median survival time, and for the 4-, 6- and 12-month PF5 rates.

Within each cohort, the comparison of PFS between the treatment groups will be performed using an
unstratified log-rank test. In addition, a Cox regression will be performed with treatment and applicable
sfratification variables (biomarkers, geographic region and/or response after induction treatment) as
terms in the model. The estimated hazard ratio and itz comesponding 95% confidence interval will be
presented.

The timing and methods of the primary efficacy endpoint analyses for any cohort closed to accrual
before its target sample size is reached may differ from abowve. These will be described in the SAP
applicable to the cohort and will depend on accrual at the time of early closure.

Secondary Efficacy Endpoints

ANl Cohorts

The secondary efficacy endpoints for each cohort are 05, ORR, DCR, TTR, DoR and ECOG
performance status.

05 is defined as the time from randomisation until death from any cause. Patients who are still alive

at the time of analysiz (clinical cut-off) and patients who are lost to follow-up will be censored at their
last clinical assessment date.

Best overall response will be assessed for all patients after randomisation until disease progression.
ORR will be calculated as the proportion of patients with a best overall response of CR or PR
determined according to RECIST 1.1. ORR will be summarized and presented along with the 95%
Clopper-Pearson confidence interval.

DCR will be calculated as the proportion of patients with a best overall rezsponse of CR, PR or 3D as
determined according to RECIST 1.1. DCRE will be summansed and presented along with the 95%
Clopper-Pearson confidence interval.

TTR will be calculated as the time from randomisation to the first occurrence of a documented
objective responzse (CR or PR) determined according to RECIST 1.1.

DoR will be assessed for all patients after randomisation until PD. Only patients with a best overall
response of CR or PR per RECIST 1.1 are considered responders. The duration of response is the

time from the firat assessment of CR or PR until disease progression or death from any cause,
whichever occurs first.

The secondary time-to-event endpoints will be analysed by the same methods and at the same time
as the primary endpoint.

ECOG performance status will be summarised over time.

Safety Endpoints

All Cohorls

Verbatim adverse event (AE) data will be mapped to Medical Dictionary for Regulatory Activities
{MedDRA) thesaurus terms.

All treatment-emergent AEs occurring during or after the first dose of study medication will be
summarized by treatment group in frequency tables, as follows:

+ By preferred term and system organ class

+ By severity of all adverse events (graded according to NCI CTCAE v4.0)
* i(srade 3 -5 AEs

* (Grade 5 AEs or AEs leading to death on study treatment
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*  All SAEs

+ AFEs lzading to premature discontinuation of any component of study treatment

+ AEs leading to doze reduction or interruption of any component of study treatment
+  AEs of special interest

The above safety data will be summarised separately for the Induction and Maintenance Treatment
Phases overall and by individual maintenance treatment cohort.

Deaths reported during the study treatment period and those reported during follow-up after treatment
com pletion/discontinuation will be summarised.

Study medication exposure will be separately summarised by number of cycles, duration, dose and
dose intensity.

‘Vital signs data, clinical laboratory parameters, concomitant medication and subsequent anti-cancer
therapy will alzo be summarsead.

Analysis for Exploratory Qutcome Measures

Cohorts 2 and 4 - Expenmental Arms Only

The exploratory efficacy endpoint of PFS in patients treated with atezolizumab is defined as the time
from randomisation into the Maintenance Treatment Phase until dizease progression per Investigator
assessment using mRECIST or death from any cause, whichever occurs first. Patients without an
event will be censored at the date of their last evaluable tumour assessment or, if this is not available,
at the date of randomisation. PFS may be presented graphically using the Kaplan-Meier method.
Estimates and the corresponding 95% confidence interval may be reporied for the 4-, 6- and 12-
month PFS rates.

All Cohorts

Biomarker analyses will be of exploratory nature only, utilizing all available data obtained from archival
tumour samples from initial diagnoses, all tumour and blood samples collected during the study
{including addiional tumour samples collected from Supplemental Biomarker Program participants),
and stool samples collected during the study from Supplemental Biomarker Program participants.
These analyses will be of exploratory nature only, using descriptive methods with no fixed hypotheses
testing.

With the ongoing analyses of the study's various biomarker-based cohorts, more information on the
concordance of different biomarkers will be collected and summarised. Relevant findings will be
discussed with the study's SC in order to conduct further exploratory biomarker analyses accordingly.

Interim Analyses

The iDMC will evaluate accumulating safety and efficacy data within each cohort to assure these data
continue to support an early positive benefit-risk ratio and to confirm that continued enrclment into
each cohort is appropriate. The amount of efficacy data to be assessed in a given cochort will be
determined by the IDMC at a preceding iDMC meeting. Details of this process are deserbed in the
iDMC charter. Decisions on what efficacy data have to be evaluated for each cohort will be
documented in the iDMC meeting minutes. In addition, the iDMC will review data from any safety run-
in patients required for an experimental regimen (e.g. as conducted for the initial patients treated with
the experimental combination of ‘S-FULY + cetuximab + wvemurafenib’). These safety run-ins will be
specified in the protocol.

Determination of Sample Size

Before study enrclment was closed prematurely, approximately 1,820 patients were expected to be
screened and approximately 1,400 patients were expected to be enrolled in the Induction Treatment
Phasze of the study in order to randomise the planned number of patients in each of the maintenance
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cohorts (see Table 1). Cohort 2 reached its target sample size and was closed to further accrual.
Cohort 4 was closed to accrual with 99 patients randomized (i.e. prior to reaching the target sample
size per Table 1). Due to early closure of study enrolment, target sample sizes will not be reached in
Cohort 1 {final n=60) or Cohort 2 {final n=3).

Within each cohort, the required sample size is based on the comparison of PFS between the
treatment groups and an assumed recruitment perod of 11 months for Cohorts 2 and 4. Median PFS
assumed for each cohort and treatment am are shown in Table 1.

Table 1: PES and Sample Size Estimates per Cohort

Median PFS (months)

. Control group Target Sample
Experimental Size
treatment grou (FP and
arotip bevacizumab)
Cohort 1 7 4.9 126
Cohort 2 11.5 7.5 405
Cohort 3 11.5 75 a0
Cohort 4 115 75 0=

Additional details of the sample size calculation inputs are found in the statisfical section of the
protocol.
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Appendix 2: Schedule of Assessments for All Patients (Screening / Baseline and Induction

Treatment Phase

Informed consent [d]

Screening / Baseline

Day 1
Cycle 1

Induction Treatment Phase [a]

Every 2 cycles
(every 4 weeks)

Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort

Study Treatment
Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Post-Treatment Follow-Up
Phase [c]

Every 3 months until May
31, 2019 (see Appendix 19)

Confirmation of general

Treatment Phase

eligibility [e] As required
Demographics and medical
history [f]
Vital signs and weight [g] X X X
Physical examination[h] X X X
ECOG performance status [i] X X X
Concomitant medications [j] X X X
Haematology and blood X X
chemistry [k]
INR, aPTT (select patients) [I] X
Urinalysis (dipstick) [m] X X
Pregnancy test [n] If clinically
indicated
Tumour assessments [0] Mandatory at end According to local standard of
of Induction care until disease

progression
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort

Study Treatment
Screening / Baseline Induction Treatment Phase [a] Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Post-Treatment Follow-Up
Phase [c]

Every 3 months until May
31, 2019 (see Appendix 19)

<7 Day 1 Every 2 cycles
<
< 28 days days Cycle 1 (every 4 weeks)

Archival primary tumour

tissue for biomarker X

assessment [p]

Metastatic tumour tissue for No sample

exploratory biomarker No sample collection

assessment [q] coIIecticFJ)n Supplemental

Collection of these samples Biomarker

discontinued as of May 2018 Program CLOSED

Whole blood sample [r] X

Plasma samples [r] At time of progression (if
X Cycles 4,6 and 8 patient has not yet

progressed)

Stool sample No sample

Supplemental Biomarker collection No sample

Program closed as of May Supplemental collection

2018. Collection of these Biomarker Supplemental

samples has been Program Biomarker Program

discontinued. CLOSED CLOSED

Adverse events (including .

SAES) [s] X X X Every cycle X X (as applicable)

Study medication X

administration [f] Administered every 2 weeks
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort
e Post-Treatment Follow-Up
Phase [c]

Screening / Baseline Induction Treatment Phase [a] Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Every 3 months until May
31, 2019 (see Appendix 19)

=7 Day 1 Every 2 cycles

<
< 28 days days Cycle 1 (every 4 weeks)

Subsequent anti-cancer X
therapies (see [c])
Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments should be performed within £ 7 days of the scheduled date.

b. Patients who experience PD during or at the end of the Induction Treatment Phase, or who refuse to go into the Maintenance Treatment Phase
or who are not eligible for any study cohort, will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
medication. These patients will then enter the Post-Treatment Follow-up Phase. All patients need to be evaluated for potential resection of
metastasis at completion of the induction period. This is of particular importance for patients with liver metastases. If the patient is found to be
resectable they will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will then enter the
Post-Treatment Follow-up Phase.

c. Patients in the Post-Treatment Follow-up Phase will be followed up every 3 months after their Study Treatment Discontinuation Visit. During
post-treatment follow-up subsequent anti-cancer therapies will be recorded and survival assessed up to May 31, 2019 only. Refer to Appendix
19 for management of patients based on their study status on May 31, 2019. Treatment during the Post-Treatment Follow-up Phase is at the
Investigator’s discretion; BRAF™YMSS patients experiencing early disease progression during induction treatment will have the option of
proceeding immediately to receive second-line treatment with 5-FU/LV, cetuximab and vemurafenib; BRAF™/MSI-H patients experiencing
early disease progression during induction treatment will have the option of proceeding immediately to receive second-line treatment with a
fluoropyrimidine (5-FU/LV or capecitabine), bevacizumab and atezolizumab. See Section 3.1.1.1 for further details including if disease
progression occurs prior to availability of study biomarker test results in a patient with a previous BRAF mutation-positive result (e.g. by local
test). Patients who discontinue study treatment during the Induction Treatment Phase prior to disease progression will also continue to be
followed for PFS, with disease status followed according to local practice until progression or May 31, 2019, whichever comes first. Disease
status will not be collected for the study after May 31, 2019.

d. Written informed consent for participation in the study must be obtained before performing any study-specific screening tests or evaluations and
before shipping primary tumour blocks or slides to the Sponsor-designated laboratory. However, results from routine assessments conducted
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prior to informed consent signature may be used as screening assessments as long as they were done within 7 days prior to informed consent
signature.

The “All Cohort” eligibility criteria are evaluated prior to initiating the first cycle of study treatment during the Induction Treatment Phase.

Medical history includes clinically significant diseases, surgeries, cancer history (including prior cancer therapies and procedures), reproductive
status, smoking history, use of alcohol and drugs of abuse, and all medications (e.g., prescription drugs, over-the-counter drugs, herbal or
homeopathic remedies, nutritional supplements) used by the patient within 7 days prior to the Screening visit. Demographic data will include
age, sex, and self-reported race/ethnicity (where permitted by federal regulations).

Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature. During
Screening, weight only required < 7 days.

Baseline assessment requires a complete physical exam. A complete physical examination should include an evaluation of the head, eyes,
ears, nose, and throat, and the cardiovascular, dermatological, musculoskeletal, respiratory, gastrointestinal, genitourinary, and neurological
systems. Abnormalities identified at Screening / Baseline will be recorded as baseline conditions. At subsequent visits (or as clinically
indicated), limited, symptom-directed physical examinations should be performed. Changes from Baseline, with new or worsened clinically
significant abnormalities, should be reported as AEs if appropriate.

ECOG status assessed within 7 days prior to Day 1 of Cycle 1 (Induction Treatment Phase) for eligibility determination. See Appendix 8.

Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the date of study discontinuation. Only concomitant medications used for supportive care, to alleviate
symptoms of mMCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent visits, only
changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant medications
for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and prohibited
concomitant medications, see Section 4.4.

Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride, and bicarbonate. Hematology and blood chemistry tests must be conducted prior to each treatment
cycle, with the results available for review prior to start of treatment according to local standards for treatment management. However, only
tests conducted every second treatment cycle will be recorded in the eCRF. Clinical laboratory results constituting a clinically significant AE
should be recorded as such.

INR and aPTT are required for all patients at screening but only for patients receiving anticoagulants while on protocol-specified treatment.

. Urinalysis must be performed by dipstick at Baseline and within 48 hours prior to every cycle. A 24-hour urine collection is needed in the event
of proteinuria = t 2 by dipstick test.

Urine or blood pregnancy test, only for women of childbearing potential (i.e. not post-menopausal as indicated by < 12 months of non-therapy-
induced amenorrhea, nor surgically sterile [absence of ovaries and/or uterus]), including those who have had a tubal ligation. A serum
pregnancy test is required within 7 days prior to start of study induction treatment, or within 14 days with a confirmatory urine pregnancy test
within 7 days prior start of study induction treatment
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0. Willinclude radiology, chest and abdominal CT or MRI, and other scans to document all sites of disease. Include upper abdomen at Baseline.
A CT or MRI scan of the brain is required if there is clinical suspicion of CNS metastases at screening/Baseline or at any time during the
Induction Treatment Phase. Subsequent tumour assessments will be done according to standard of care at each study centre, with the
exception that all patients must have a tumour assessment at the end of the Induction Treatment Phase. Tumour assessments are not required
for study purposes after disease progression has been documented. Patients who discontinue study treatment during the Induction Treatment
Phase prior to disease progression will also continue to be followed for progressive disease, with disease status followed according to local
practice until progression or May 31, 2019, whichever comes first. After May 31, 2019, disease status will not be collected for the study.

p. Archival tumour tissue (FFPET) block from the primary tumour obtained at the time of the initial diagnosis. If the tumour block is not available, =
20 slides cut from the primary tumour sample will be accepted as an alternative. Before a patient can be enrolled, the sample (block or slides)
must be shipped to the designated laboratory with the corresponding pathology report and receipt of the shipment must be confirmed by the
laboratory. See Appendix 17.

g. Collection of the optional core biopsy of metastatic tumours was discontinued as of May 2018 (See Appendix 18).

r.  Whole blood and plasma samples will be collected from all study patients for exploratory biomarker analyses unless genomic analysis is not
allowed per local regulations. In such instances, only plasma samples will be collected. All samples will be sent to a designated laboratory.
Samples during treatment should be taken within 48 hours prior to study treatment Day 1 of each cycle indicated, unless otherwise specified
(see Appendix 17 and Laboratory Manual).

s. After the signing of the informed consent form, and prior to Day 1 of Cycle 1 (Induction Treatment Phase), any SAEs thought to be related to a
protocol-mandated intervention should be reported. Adverse events will be documented at every cycle during treatment. All patients will be
followed for new AEs for 28 days following the discontinuation of study treatment. At the time of treatment discontinuation, any ongoing AE/SAE
will be followed until the event resolves, the Investigator assesses the event as stable, the patient is lost to follow-up, dies or withdraws
consent. Death related to disease progression is not considered to be an SAE. The Sponsor should be notified if the Investigator becomes
aware of any SAE or AEs of special interest occurring after the end of the adverse event reporting period if the event is believed to be related to
prior study treatment.

t. Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based on Investigator’'s choice, will be either
eight 2-week cycles of 5-FU, LV and oxaliplatin (FOLFOX) in combination with bevacizumab or six 2-week cycles of FOLFOX in combination
with bevacizumab, followed by two 2-week cycles of 5-FU/LV with bevacizumab.
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Appendix 3: Schedule of Assessments During Maintenance Phase (Cohort 3

Study Treatment
Discontinuation Visit

Post-Treatment Follow-

Prior to randomization Maintenance Treatment

Within 3 weeks of
completing Induction

Phase [a]

Control arm: every 2
two-week cycles

Experimental arm:

[b]

(= 30 days after last
dose of study

Up Phase [c]

Every 3 months until
May 31, 2019 (see

Treatment Phase treatment) Appendix 19)
every 3-week cycle
Assignment of cohort [d] X
Cohort- specific informed X
consent (sites using 2 consent
forms only)
Confirmation of cohort-specific X
eligibility [e]
Randomisation [f] X
Vital signs and weight [g] X X
Physical examination [h] X X
ECOG performance status [i] X X
Concomitant medications [j] Every cycle X
Haematology and blood
chemistry [k] Every cycle X
INR, aPTT (select patients) [] According to local standard
of care
Urinalysis (dipstick) [m] Every cycle X

Pregnancy test [n]

Experimental arm only

Experimental arm: Cycles 4,
7.10,13, 16,19, 22, 25 and
every third cycle thereafter

Control arm: If clinically
indicated

Experimental arm only

Experimental arm only:
until 7 months from last
trastuzumab/pertuzumab

HIV, HBV, HCV serology [0] X
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LVEF [p]

Prior to randomization

Within 3 weeks of
completing Induction
Treatment Phase

Maintenance Treatment
Phase [a]

Control arm: every 2
two-week cycles

Experimental arm:
every 3-week cycle

Experimental arm only:
Cycle 3, 6, 10, 14, 18, 22,
26 and every 4 cycles
thereafter

Study Treatment
Discontinuation Visit

[b]

(< 30 days after last
dose of study
treatment)

Experimental arm only

Post-Treatment Follow-
Up Phase [c]

Every 3 months until
May 31, 2019 (see
Appendix 19)

Tumour assessments [q]

Up to and including May 31,
2019: Every 8 weeks
regardless of treatment
delays
After May 31, 2019: per local
practice

Up to and including May 31,
2019: Every 8 weeks until
disease progression
After May 31, 2019: per local
practice

Metastatic tumour tissue for
exploratory biomarker
assessment [r]

Supplemental Biomarker Program
closed as of May 2018. Collection of
these samples has been
discontinued.

No sample collection

Supplemental Biomarker
Program CLOSED

No sample collection

Supplemental Biomarker
Program CLOSED

Plasma samples [s]

Cycles 1,2, 4,6, 8,10, 12,
14 and every 2 cycles
thereafter

And at time of PD

At time of progression (if
patient has not yet
progressed)

Stool sample

Supplemental Biomarker Program
closed as of May 2018. Collection of
these samples has been
discontinued.

No sample collection

Supplemental Biomarker
Program CLOSED

No sample collection
Supplemental Biomarker
Program CLOSED
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Study Treatment
Discontinuation Visit

[b]

Post-Treatment Follow-
Up Phase [c]

Prior to randomization - ETOEEEIED V2SI
Phase [a]
Control arm: every 2
two-week cycles

Experimental arm:
every 3-week cycle

Within 3 weeks of
completing Induction
Treatment Phase

(< 30 days after last Every 3 months until
dose of study May 31, 2019 (see
treatment) Appendix 19)

Adverse events (including SAEs)

It Every cycle X X (as applicable)
[Sut]udy medication administration Every cycle
Subsequent anti-cancer

. X
therapies (see [c])
Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments should be performed within + 7 days of the scheduled date. If a control
arm patient receives capecitabine administered according to a 3- week cycle, timing of all study procedures and assessments scheduled
according to 2-week control arm treatment cycles (e.g. ECOG performance status) will be defined by the treatment cycles of concurrently
administered bevacizumab.

b. Patients who experience PD at any time during the Maintenance Treatment Phase, or who need to permanently discontinue study medication
for any reason, will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study medication. These patients will
then enter the Post-Treatment Follow-up.

c. After discontinuation of study treatment and the Study Treatment Discontinuation Visit, patients will enter the Post-Treatment Follow-up Phase.
Beginning after the Study Treatment Discontinuation Visit, patients will be followed up every 3 months. Up to and including May 31, 2019, follow-
up will include recording subsequent anti-cancer therapies, disease status (until progression as applicable), survival and safety evaluations. Patients who
have completed the adverse event reporting period and, if applicable, 7 month post-treatment pregnancy test will be discontinued from the study at the post-
treatment follow-up visit within the 3 months prior to and mcluding May 31, 2019 (i.e. at the msit on/after March 1, 2019). After May 31, 2019, patients
who have not yet completed the adverse event reporting period (and 7 month pregnancy test as applicable) will be discontinued from the study after
completion ofthe adverse event reporting period (and 7 month pregnancy test as applicable). Refer to Appendix 19 for the management ofpafzmlfb based on
thewr study status as of May 31, 2019. Treatment during the Post-Treatment Follow-up Phase is at the Investlgator s discretion- Patients who
discontinue study treatment prior to disease progression will be followed for PFS, with disease status followed every 8 weeks until progression
or May 31, 2019 whichever comes first.

d. Patients completing the Induction Treatment Phase, and who have not experienced PD can then proceed to the Maintenance Treatment
Phase. Depending on the patient’s biomarker status (based on the archival sample from initial diagnosis), these patients will be assigned to a
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maintenance treatment cohort. Cohorts 2 and 4 are closed to further accrual. Patients with an adequate tumour sample but with unknown
biomarker status due to lack of determinant result (e.g. due to technical issues) may still be included in the study depending on the addition of
future cohorts.

The cohort-specific exclusion criteria must be assessed prior to randomization to study maintenance treatment but assessment of cohort-
specific eligibility can only be completed after the biomarker analysis results from the patient’s archival tumour tissue from initial diagnosis are
known. Patients found ineligible for any cohort will undergo a Study Treatment Discontinuation Visit and enter the Post-Treatment Follow-up
Phase.

Each cohort will consist of an experimental treatment arm and a control arm. Randomised on a 2:1 (experimental:control) basis to either the
experimental treatment arm or the control arm of that cohort. See Section 4.2.

Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature. For the
control arm only, vitals conducted every second treatment cycle only will be recorded in the eCRF.

Physical examinations will be symptom-directed, and will include changes from Baseline (pre-Induction) with new or worsened clinically
significant abnormalities being reported as AEs if appropriate.

See Appendix 8.

Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the Study Treatment Discontinuation visit. Only concomitant medications used for supportive care, to
alleviate symptoms of mCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent
visits, only changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant
medications for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and
prohibited concomitant medications, see Section 4.4.

Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride, and bicarbonate. Haematology and blood chemistry tests must be conducted prior to each treatment
cycle, with the results available for review prior to start of treatment according to local standards for treatment management. For the control arm
only, tests conducted every second treatment cycle only will be recorded in the eCRF. Clinical laboratory results constituting a clinically
significant AE should be recorded as such.

INR and aPTT only for patients receiving anticoagulants while on protocol-specified treatment.

. Urinalysis must be performed by dipstick within 48 hours prior to every cycle. A 24-hour urine collection is needed in the event of proteinuria =
* 2 by dipstick test. For the control arm only, tests conducted every second treatment cycle only will be recorded in the eCRF.

Urine or blood pregnancy test, only for women of childbearing potential (i.e. not post-menopausal as indicated by < 12 months of non-therapy-
induced amenorrhea, nor surgically sterile [absence of ovaries and/or uterus]), including those who have had a tubal ligation. If a urine
pregnancy test is positive, it must be confirmed by a serum pregnancy test. In the experimental arm, a serum pregnancy test must be done <7
days from maintenance treatment start. Urine pregnancy tests must also be done every 3 cycles during treatment (with result available prior to
Day 1 dose of the next cycle), and every 3 months until 7 months after the last doses of trastuzumab and pertuzumab.
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HIV testing performed in accordance with national and/or institutional guidelines. HBV serology includes HBsAg and anti-HBc. HCV serology
includes anti-HCV. Results required to determine eligibility for Cohort 3.

LVEF must be assessed in all Cohort 3 patients prior to randomization. Only experimental arm patients require subsequent LVEF monitoring.
Subsequent LVEF measurements (using the same method as at baseline) will be conducted every third cycle until Cycle 6 and then every
fourth cycle until termination of study treatment (i.e., during Cycles 3, 6, 10, 14, etc.), with the results made available prior to administration of
the subsequent treatment cycle (i.e., prior to Cycles 4, 7, 11, 15, etc.). For patients who stop study drug(s) because of a decrease in LVEF,
LVEF should be assessed at least every 6 weeks to determine recovery/stabilization (until LVEF recovers to = 50% or 2 years, whichever
occurs first). In patients who required a repeat LVEF assessment to ensure an acceptable LVEF before continuing trastuzumab/pertuzumab
treatment, an additional LVEF assessment is to be performed at the next treatment cycle. Note: approval of the Medical Monitor must be
obtained before continuation of study treatment after delays > 21 days.

Up to and including May 31, 2019, tFumour assessments will be conducted according to RECIST1.1 and will include radiology, chest and
abdominal CT or MRI, and other scans to document all sites of disease. A CT or MRI scan of the brain is required if there is a clinical suspicion
of CNS metastases. Disease status during maintenance treatment will be determined based on comparison with the tumertumour assessment
done at the end of induction treatment. Up to and including May 31, 2019, Ftumour assessments will be conducted every 8 weeks from the start
of maintenance treatment regardless of treatment delays. After May 31, 2019, disease status will not be collected for the study and tumour assessments
may be conducting per local practice. Patients who discontinue study treatment during the Maintenance Treatment Phase prior to disease
progression will also continue to be followed for progressive disease, with disease assessments per RECIST 1.1 conducted every 8 weeks until
progression or May 31, 2019, whichever comes first.

Supplemental Biomarker Program closed as of May 2018. Collection of these samples has been discontinued (see Appendix 18).

Plasma samples will be collected from all patients for exploratory biomarker analyses. These samples will be sent to a designated laboratory.
Samples during treatment should be taken within 48 hours prior to study treatment Day 1 of each cycle indicated, unless otherwise specified
(see Appendix 17 and the Laboratory Manual).

Adverse events will be documented at every cycle during treatment. Patients in the experimental arm of Cohort 3 will be followed for new AEs
for 90 days following the discontinuation of study treatment. Patients in the control arm will be followed for new AEs for 28 days following the
discontinuation of study treatment. At the time of treatment discontinuation, any ongoing AE/SAE will be followed until the event resolves, the
Investigator assesses the event as stable, the patient is lost to follow-up, dies or withdraws consent. Death related to disease progression is not
considered to be an SAE. The Sponsor should be notified if the Investigator becomes aware of any SAE or AEs of special interest occurring
after the end of the adverse event reporting period if the event is believed to be related to prior study treatment.

Patients in the experimental arm will receive capecitabine 1000 mg/m? b.i.d. Days 1-14 followed by a one-week treatment break for every 3-
week treatment cycle. Capecitabine dose calculations by body surface area with corresponding tablet counts are provided in Appendix 7.
Trastuzumab will be administered by IV infusion on Day 1 of every 3-week treatment cycle at an initial loading dose of 8 mg/kg followed by 6
mg/kg for subsequent doses. Pertuzumab will be administered by IV infusion on Day 1 of each 3-week treatment cycle at an initial fixed loading
dose of 840 mg followed by 420 mg for subsequent doses. Patients in the control arm will receive: 5-FU or capecitabine, dose and schedule will
be according to local label, where applicable, or otherwise will be determined per the Investigator’s discretion, with bevacizumab 5 mg/kg via 15
— 30 minute IV infusion on Day 1 of every 2-week cycle. If a control arm patient receives capecitabine administered according to a 3- week
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cycle, timing of all study procedures and assessments scheduled according to 2-week control arm treatment cycles (e.g. ECOG performance
status) will be defined by the treatment cycles of concurrently administered bevacizumab.
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Appendix 4 : List of Outputs

List of Outputs: Listings

Listing Listing Title Phase Population Primary Final
Number analysis | Analysis
16.2.1.1 Patient Disposition and Study Termination Information ITP ITP X X
16.2.4.1 Demographics and Baseline Characteristics ITP/MTP ITP X
16.2.5.5 Drug Exposure during ITP ITP ITP X
16.2.5.8 Drug Exposure during MTP MTP SAF X
16.2.6.1 Progression Free-Survival — Primary Analysis (Surgery Censored) MTP MTP X
16.2.7.1 Adverse Events ITP/MTP/ ITP X X
Post-
treatment
16.2.7.5 Deaths ITP/MTP/ ITP X X
Post-
treatment
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Abbreviation
AE

AESI
BMI
BRAF™
BSA

CI

CR

CSR
ECOG
eCRF

EU
HER2
HER2+
HR

IC

ICH
iDMC
[HC

ITP

IxRS

KM
mCRC
MedDRA
MSI-H
MSS
MTP
NCICTCAE

NE
NGS
ORR
OS
PD
PDMS
PFS
PK

LIST OF ABBREVIATIONS

Definition

adverse event

adverse events of special interest

body mass index

BRAF mutation

body surface area

confidence interval

complete response

clinical study report

Eastern Cooperative Oncology Group
electronic Case Report Form

European Union

human epidermal growth factor receptor 2
human epidermal growth factor receptor 2 positive
hazard ratio

informed consent

International Conference on Harmonization
Independent Data Monitoring Committee
immunohistochemistry

Induction Treatment Phase

interactive voice or web-based response system
Kaplan Meier

metastatic Colorectal Cancer

Medical Dictionary for Regulatory Activities
high microsatellite instability

microsatellite stable

Maintenance Treatment Phase

National Cancer Institute Common Terminology
Criteria for Adverse Events

not evaluable

next generation sequencing

objective response rate

overall survival

progressive disease

protocol deviation management system
progression free survival

pharmacokinetic
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Abbreviation
PP

PR

PS

PT

RDI
RECIST
SAE
SAF
SAP

SC

SD

SI

SOC
TEAE

Definition

Per protocol

partial response

performance status

preferred term

relative dose intensity

Response Evaluation Criteria in Solid Tumors
serious adverse event

safety population

statistical analysis plan

Steering Committee

stable disease

Systéme International

System Organ Class

treatment emergent adverse event
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1. BACKGROUND

The study is a randomized, multi-center, active-controlled, open-label, parallel-group clinical
study of biomarker-driven maintenance treatment for first-line metastatic colorectal cancer
(mCRC) patients. All patients will receive induction treatment with FOLFOX and bevacizumab.
Induction treatment will be followed by maintenance treatment with chemotherapy combined with
targeted therapy within one of several maintenance treatment cohorts. Only those patients who
experience disease response or disease control during induction and who are not assessed as
resectable at completion of induction will proceed to further treatment in the Maintenance
Treatment Phase (MTP) of the study. Patients will be assigned to a maintenance treatment cohort
based on their primary tumour biomarker results. The primary study objective within each cohort
is to evaluate progression-free survival (PFS).

Maintenance treatment cohorts may be added or modified over the course of the study. This SAP
describes planned analyses of patients who were assigned, or would have been assigned, to
maintenance treatment Cohort 4 based on their primary tumour biomarker profile. Analyses of
patients assigned to all other MODUL cohorts will be described in SAPs applicable to each
specific cohort.

A Steering Committee (SC) is responsible for overseeing the general conduct of the study.

In addition, an independent Data Monitoring Committee (iDMC) is responsible for evaluating the
safety of the patients participating in the trial at regular intervals throughout the study. The iDMC
makes recommendations as to whether cohort recruitment should continue based on benefit-risk
evaluations that include efficacy as well as safety data. To minimize the impact of such reviews
on efficacy endpoint analyses, efficacy data included in these reviews has to be specified by the
iDMC at a preceding iDMC meeting and has to be documented in the iDMC meeting minutes.

2. STUDY DESIGN

Patients continuing from the Induction Treatment Phase (ITP) to the Maintenance Treatment
Phase are assigned to a maintenance treatment cohort based on their primary tumour biomarker
status. Following eligibility assessment for their assigned cohort, eligible patients are randomized
to the experimental or control arm within their cohort.

The study was initiated with 2 maintenance treatment cohorts, Cohorts 1 and 2. Two additional
cohorts, Cohorts 3 and 4, were added with protocol amendment 5 (protocol version 6).

In this open-label study, all patients will receive 8 cycles induction treatment that is considered
standard in many countries and that has been shown to improve outcomes in the first-line setting.
Treatment during the ITP, based on investigator’s choice, will be either:

o Eight 2-week cycles of 5-fluorouracil (5-FU), leucovorin (LV) and oxaliplatin (FOLFOX) in
combination with bevacizumab
or
e Six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-week
cycles of 5-FU/LV with bevacizumab
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Patients who prematurely discontinue study treatment for any reason during the ITP, who
experience progressive disease (PD) at any time during or at the end of the ITP, who are
evaluated as resectable at the end of ITP, who refuse to proceed to the MTP, or who are not
eligible for any maintenance cohort will undergo a study treatment discontinuation visit and enter
post-treatment follow-up. Patients who experience disease control or tumor response to induction
treatment will continue to the randomized MTP of the study wherein the effects of experimental
and control groups will be compared. Patients in screening after Cohort 4 was introduced (i.e.
after June 28, 2016), were assigned to Cohort 4 if their primary tumour was HER2-/MSI-H, HER2-
IMSS/BRAF"™, or HER2-/MSS/BRAF™/RAS™ (see Table 1). Treatment in each cohort is shown
in Figure 1.

Table 1: Biomarker Profile by Cohort

Biomarker profile

Patients in Screening Prior June 28, Patients in Screening After June 28, 2016
2016

Cohort 1 BRAFMut HER2-/MSS/BRAFM™!/RAS"

Cohort 2 BRAF*" or biomarker status Closed to patients screened after June 28,
unknown 2016

Cohort 3  Not applicable HER2+

Cohort4  Not applicable HER2-/MSI-H,; HER2-/MSS/BRAF",

HER2-/MSS/BRAF™{/RAS™
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Figure 1: Study Design as of protocol version 6
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c.  Patients discontinuing study treatment for any reason during the Induction or Maintenance Treatment Phases will enter the Post-treatment Follow-up Phase.
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Primary objective of this study:
The primary study objective within each cohort is to evaluate PFS.

An iDMC is responsible for regularly reviewing safety data.

21 PROTOCOL SYNOPSIS

The Protocol version 8 synopsis is provided in Appendix 1. For additional details, see the
Schedule of Assessments in Appendix 2.

2.2 OUTCOME MEASURES

As mentioned in the protocol, each cohort will be analysed separately and therefore this SAP
focuses on the description of the analysis required for cohort 4 data only, i.e. applicable to
enrolled patients eligible for cohort 4 based on primary tumour biomarker status.

2.21 Primary Efficacy Outcome Measures

PFS is defined as the time from randomization into the MTP until documented disease
progression as per investigator assessment using Response Evaluation Criteria in Solid
Tumors (RECIST) 1.1 or death from any cause, whichever occurs first. If no progression /
death is observed at the time of clinical cut-off or by the date of any on-study colorectal anti-
cancer surgery with palliative or curative intent, patients will be censored at the date of the
last evaluable tumor assessment or date of randomization, whichever comes last.

(Of note: (i) Progressive disease are identified by the Overalll Response="PD’, even if solely
based on symptomatic deterioration, (ii) Only surgery occurring between baseline tumor
assessment for MTP and PFS events are considered for censoring PFS)

2.2.2 Secondary Efficacy Outcome Measures

2221 Overall Survival (OS)

OS is defined as the time from randomization into the MTP to time of death from any cause.
Patients still alive at time of clinical cut-off will be censored at their last date known to be alive
as defined in section 4.3. For imputation of “Partial Death Date”, please refer to section 4.14.

No other secondary efficacy outcome measures (eg. Overall response rate, disease control
rate, time to treatment response, duration of response etc...) will be analysed for Cohort 4.
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223 Safety Outcome Measures
The safety outcome measures for this study are as follows

* Incidence, nature and severity of all adverse events (graded according to National
Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE)
v4.0)

e Incidence and nature of all Grade 3- 5 AEs

e Grade 5 AEs or AEs leading to death on study treatment
e All serious adverse events (SAEs)

e Adverse events of special interest (AESI)

¢ Clinically significant changes in laboratory values

o Vital signs

224 Pharmacokinetic (PK) Outcome Measures
There are no PK outcome measures for this study.

2.2.5 Exploratory Biomarker Outcome Measures

The exploratory biomarker outcome measures of the study include molecular markers/marker
profiles and efficacy and/or safety outcomes. Efficacy outcomes considered for this analysis
may include, but are not limited to, ORR, PFS and OS, as appropriate. Biomarkers, biomarker
profiles and microbiomes may be assessed using various methodologies including, but not
limited to, IHC (single and multiplex), RNA and DNA analysis (e.g. polymerase chain reaction,
next generation sequencing [NGS], mutation expression and microsatellite instability [MSI]
analyses) of tumour and/or blood samples collected from all study patients as well as
additional tumour samples and stool samples collected from patients participating in the
Supplemental Biomarker Program.

Statistical analysis will be covered in a separate SAP (if applicable).

23 DETERMINATION OF SAMPLE SIZE

Before study enrolment was closed prematurely, approximately 1820 patients were planned
for enrolment in the Induction Treatment Phase of the study in order to randomise 405
patients in Cohort 4, with around 84% of patients assumed to be eligible for Cohort 4 based
on biomarker status. Cohort 4 was closed to accrual with 99 patients randomized (ie, prior to
reaching the target sample size).

The estimated proportion of patients enrolled into the study that are eligible for cohort 4 is
based on published reports (di Nicolantonio et al. 2008). Approximately 25% of all patients
enrolled are expected to have disease progression prior to randomisation into the
Maintenance Treatment Phase (Roche, data on file). Inputs used in cohort-specific sample
size calculations are provided in Table 2.

Table 2: Sample Size Determination per Cohort

Percent of study population eligible for
cohort based on biomarker status

84%
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Percent of patients eligible for cohort based

on biomarker status expected to have 25%
disease progression prior to randomization

Average randomization rate (pts/month) [a] 315
Estimated median PFS [b] (months) - 15
Experimental group ’
Estimated median PFS [b] (months) - 75
Control group ’
Hazard ratio (HR) 0.65
Number of expected PFS events 259
Statistical test 2-sided
Alpha level 5%
Power 90%
Randomized patients 405
Randomization ratio (experimental vs 2:1
control) ’
Recruitment period (months) 11
Time to primary analysis of PFS (months) 22
[c]

a. Based on 1,820 patients screened over the entire recruitment period
b. Per RECIST 1.1

¢. Time from first patient randomised in cohort

24 ANALYSIS TIMING

Cohort 4 will not reach its target sample size. As originally planned for cohorts reaching their
target number of PFS events (applies to Cohort 2 only), an update analysis of efficacy and
safety parameters will be conducted based on 24 months survival follow-up after the clinical
cut-off date for the primary analysis. The cut-off date for the Cohort 2 primary analysis was
May 31, 2017 so the Cohort 2 update analysis will be conducted based on a cut-off date of
May 31, 2019. The primary analysis for cohort 4 will be conducted at the same time as the
Cohort 2 update analysis (i.e. based on the same cut-off date of May 31, 2019).

The final analysis of cohort 4, which will consist of updating overall survival analysis and
adverse events analysis, will take place after the end of the study. End of study is defined as
the date when all study patients have discontinued study treatment and completed the
adverse event reporting period. Results of primary and final cohort 4 analyses will be reported
in a separate clinical study report (CSR).The outputs to be provided for the analyses (primary
or final) are listed in Appendix 5.

Analysis for cohorts other than cohort 4 is not covered in this SAP and will be documented in
separate SAPs.

3. STUDY CONDUCT
3.1 RANDOMIZATION ISSUES

Patients will be assigned to a cohort based on the results of biomarker assessments
conducted on archival primary tumour tissue obtained during their initial CRC diagnosis. Once
assigned to a cohort, patients will be randomized on a 2:1 basis to either the experimental
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treatment group or the control group of that cohort. Randomization in Cohort 4 will be
stratified by geographical region (EU vs rest of the world), patient response after the Induction
Treatment Phase (CR/PR vs. SD), microsatellite stability (MSI-H vs MSS), and RAS status
(wild-type KRAS and NRAS vs mutant KRAS and/or NRAS).

3.2 INDEPENDENT REVIEW FACILITY
Not applicable.

3.3 DATA MONITORING
An iDMC is responsible for:

o evaluating the safety of the patients participating in the trial at regular intervals
throughout the study,

¢ making recommendations as to whether cohort recruitment should continue based on
benefit-risk evaluations that include efficacy as well as safety data. To minimize the
impact of such reviews on efficacy endpoint analyses, efficacy data included in these
reviews has to be specified by the iDMC at a preceding iDMC meeting and has to be
documented in the iDMC meeting minutes,

4, STATISTICAL METHODS
4.1 GENERAL DESCRIPTIVE METHODS

Categorical variables

For categorical variables, summary tabulations of the number and missing observations as
well as the number and percentage within each category of the parameter will be presented.
Missing will not be considered as a separate category and thus missing observations will not
be part of the denominator to compute the percentages. Percentages will be rounded to one
decimal place. Therefore, there may be cases where for instance the total of the percentages
does not exactly equal 100%. If number of patients is ‘0’ then 0 will be reported instead of ‘0
(0.0%)’

Continuous variables

For continuous variables, N, the mean, median, standard deviation, 25th and 75th percentile,
minimum and maximum values will be presented.

Time-to-event efficacy variables

Time-to-event efficacy variables (e.g. PFS and OS) summaries will include number of patients
in the population (N), number of patients with the event of interest, number of patients
censored, median and two-sided 95% confidence interval (Cl) computed according to
Brookmeyer and Crowley (1982) method. Kaplan-Meier (KM) estimates and median survival
times are calculated with the PROC LIFETEST procedure in SAS. KM curves (product-limit
method) will be presented as well as the event rates at certain time points with the relevant
Cls calculated via log-log transformation method (default option CONFTYPE=LOGLOG in
SAS) based on standard errors computed using the Greenwood’s formula.

Cox proportional hazards models
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Cox proportional hazards model will be implemented using PHREG procedure with option
TIES=EXACT. It assumes that there is a true but unknown ordering for the tied event times
as contrasted to option TIES=DISCRETE which assumes that the events occurred at exactly
the same time.

Missing values

For categorical variables, summary tabulations of the number and missing observations as
well as the number and percentage within each category of the parameter will be presented.
For continuous variable, number of missing is displayed between brackets next to ‘n’, unless
otherwise specified.

Decimals

Mean, standard deviation, and median (Q1 and Q3 if applicable) will be presented with one
more decimal place compared to the raw data, minimum and maximum will be presented with
same number of decimal places as the raw data. Hazard ratio, odds ratio will be provided with
two decimals. P-value will be provided with three decimals. If <0.001, then ‘<0.001" will be
displayed.

4.2 DEFINITION OF TREATMENT PHASE
In this study, there are 3 treatment phases:

1. Patients are treated first in the Induction Treatment Phase (ITP) for a planned duration
of 8 cycles, i.e. 16 weeks.

2. If they do not experience any progressive disease before or at the end of the ITP, are
not considered resectable at the end of the ITP and do not withdraw from the study and
are still eligible for any cohort, they are randomized and treated in the Maintenance
Treatment Phase (MTP).

3. If they discontinue study treatment for any reason during the Induction or Maintenance
Treatment Phases, do not withdraw from the study and are still alive, they enter the Post-
Treatment Follow-up Phase.

4.2.1 Induction Treatment Phase (ITP)

ITP is defined as the time from first study drug administration until
o the day before the randomization for patients continuing treatment in the MTP
o the last assessment date otherwise

The first day of treatment in the ITP is defined as the earliest day of a non-null
administration of any induction phase treatment.

The last day of treatment in the ITP is defined as the last day of the last initiated cycle of
the induction phase, or as the death day if the patient died in between. A two-week cycle
duration is assumed.

Baseline evaluations for the ITP will be those performed not earlier than 28 days prior to
the first day of treatment in the induction phase, unless otherwise stated. The latest available
assessment up to start of the first day of treatment in the induction phase will be considered
as baseline. For laboratory examinations, weight, vital signs and ECOG PS, assessments
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performed on the first day of treatment of the ITP will be assumed to have been performed
before drug was given and, thus, will be considered as baseline evaluations.

On-treatment evaluations for the ITP will be post baseline evaluations performed until
¢ the day before the randomization for patients continuing treatment in the MTP
e (including) the study treatment discontinuation visit within 30 days after last day of
treatment of the ITP (as defined above), for patients not randomized in the MTP.

4.2.2 Maintenance Treatment Phase (MTP)

MTP is defined as the time from randomization into MTP until (including) the study treatment
discontinuation visit in the MTP.

The first day of treatment in the MTP is defined as the earliest day of a non-null
administration of any maintenance phase treatments.

The last day of treatment in the MTP is defined as the last day of the last initiated cycle of
the maintenance phase, or as the death day if the patient died in between. A two-week cycle
duration is assumed.

Baseline evaluations for the MTP will be those performed prior to the first day of treatment
in the maintenance, unless otherwise stated. The latest available assessment prior to the first
day of treatment in the maintenance phase will be considered as baseline for safety
assessments. For laboratory examinations, weight and vital signs, assessments performed
on the first day of treatment of the MTP will be assumed to have been performed before drug
was given and, thus, will be considered as baseline evaluations. For subjects randomized but
not treated in the MTP, the latest available assessment before or on randomization date
(including assessments from ITP) will be considered as baseline for the MTP.

For efficacy assessments, the latest available assessment prior or on the randomization date
will be considered as baseline.

On-Treatment evaluations for the MTP will be evaluations performed on or after the first
day of treatment in the MTP within 30 days from last day of treatment in the maintenance
phase. On-treatment laboratory will be all values collected after the first day of treatment in
the maintenance phase and within 30 days from last day of treatment in the maintenance
phase (as defined above). For adverse events, treatment emergent adverse events (TEAES)
will be events occurring on or after the first day of treatment in the MTP within 30 days (for
patients in control group, i.e. not treated with atezolizumab) and 90 days (for patients in
experimental group, i.e. treated with atezolizumab) from last day of treatment in the
maintenance phase (as defined above).

423 Post-Treatment Follow-up Phase

Post treatment Follow-up Phase is defined as the time from (excluding) the study treatment
discontinuation visit until the last available assessment date before clinical cut-off date. For
patients-who discontinue study treatment but without any study treatment discontinuation visit
date, please refer to 4.14 for imputation of this missing visit date.

Post-Treatment Follow-up evaluations will be evaluations performed according to the
protocol after the study treatment discontinuation visit.
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4.3 DATA CONVENTION

All data will be listed (e.g. pre-treatment serious adverse events), whereas only baseline and
on-treatment assessments will be considered for summary tables.

Baseline and on-treatment data will be flagged in the data listings as well as the different
phases of the study.

The overall column will not be displayed in any summary tables.

The following conversion factors will be used to convert days to months or years, where
applicable:

o 1 week=7 days
o 1 month = 30.4375 days
e 1 year =365.25 days

Age at informed consent (IC) {in years} = (date of informed consent — date of birth) / 365.25
To calculate duration / time between two dates the following convention will be used:
[later date] — [earlier date] + 1 day

Durations and times between two dates will be calculated only when both start and end dates
are available (imputed dates cannot be used for computation), apart for overall survival when
date of death has only day as missing).

Body surface area (BSA) will be recalculated based on the height and weight of the patient
using the following formula:

BSA (m?) = ([Height {cm} x Weight {kg}] / 3600)*
Body mass index (BMI) will be calculated using the following formula:
BMI (kg/m?) = Weight {kg} / Height? {m}

The last known date to be alive will be the latest date among all dates specified in the eCRF
except the following:

e Survival Follow-up date when status is either dead (in this case the date of death is
specified on the Adverse events or Study Completion/Early Discontinuation or SAE
reporting summary form) or lost to follow-up (in this case last date known to be alive
is specified on the Survival follow-up form)

o Study Completion/Early Discontinuation date when reason is either death or lost to
follow-up.

e A sample / record with test ‘Not Done’.

4.4 COMPUTING ENVIRONMENT

All statistical analyses will be performed using SAS statistical software (Version 9.2 or newer
version), unless otherwise noted.
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4.5 GRADING AND CODING OF ADVERSE EVENTS, LABORATORY
PARAMETERS AND MEDICATIONS

Laboratory results, adverse events, and other symptoms will be graded using the National
Cancer Institute (NCI) Common Terminology Criteria for Adverse Event (CTCAE), version
4.0, except where CTC grades are not available.

Adverse events and relevant Medical History data fields (i.e. prior symptoms / AEs) will be
coded using the most recent version of Medical Dictionary for Regulatory Activities (MedDRA)
dictionary available at the time of analysis.

Prior and concomitant anti-cancer therapy / other medications will be coded using the most
up-to-date version of the in house Genentech Drug Thesaurus Dictionary.

Dictionary versions used will be displayed in analysis outputs.

4.6 ADUSTMENTS FOR COVARIATES

When indicated, efficacy analysis will be adjusted i.e. the covariates will be incorporated in
the model used to assess the treatment effect upon the efficacy endpoints. The covariate
below will be considered:

e Patient response after induction treatment as per eCRF data: CR/PR vs. SD. For
inferential analysis, “SD” will be used as reference, unless otherwise specified.

(Of note: no adjustment will be made for region since most of patients are in Europe.)

4.7 SUBGROUP ANALYSIS

No subgroup analysis will be performed for Cohort 4.

4.8 ANALYSIS POPULATIONS

The following patient populations will be evaluated and used for presentation and analysis of
the data.

4.8.1 All Population

ALL Population: The ALL population consists of all screened patients with HER2-/MSI-H;
HER2-/MSS/BRAF"; HER2-/MSS/BRAF™Y/RAS™! biomarker profile who entered study
screening after June 28, 2016.

Induction Treatment Phase (ITP) Population: all patients included in the ALL Population
and who are treated in the ITP, i.e. who received at least one non-null dose of any study
medications during the ITP. The ITP population is the main population to be used to
summarize ITP data and Post Induction Treatment data. The 2 following groups will be
considered when tabulating ITP data: patients randomized into MTP versus patients not
randomized into MTP. Post Induction Treatment data will be summarized using one single
group, i.e. patients not randomized into MTP. ITP population will be the main population for
the data listings, unless otherwise specified; the 3 following groups will be displayed in listings:
patients randomized in the experimental group of MTP, patients randomized in the control
group of MTP, patients not randomized into MTP.
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4.8.2 Randomized Population

Maintenance Treatment Phase (MTP) Population is defined as all patients randomized into
the Cohort 4 MTP of the study, irrespective of whether or not they received study medication.
Patients will be allocated to the treatment group into which they were randomized (as per
interactive voice or web-based response system [IXRS]). The MTP population is the primary
population for the analysis of efficacy parameters and baseline characteristics for the MTP.
The MTP population will be used as well to report the Post Maintenance Treatment data.

4.8.3 Safety Population

Safety (SAF) Population: all patients randomized in Cohort 4 who have been treated, i.e.
who received at least one non-null dose of any study medications during the MTP.

Patients will be allocated to the treatment group they actually received using the following
rule:

o Patients receiving at least one dose (non-null) of cobimetinib or atezolizumab, while
on treatment will be allocated to the experimental group cobimetinib+atezolizumab.
Even if a patient was allocated to the control group and received by mistake a dose
of cobimetinib or atezolizumab, then this patient will be reallocated to the experimental

group.

o Patients who did not receive any dose of cobimetinib or atezolizumab will be allocated
to the control group FP+bevacizumab.

The SAF population is the primary population for the analysis of MTP safety parameters.

4.8.4 Per Protocol (PP) Population

As stated in the protocol, the PP Population will not be defined for this study but major protocol
violations will be listed.

4.8.5 Pharmacokinetic-Evaluable Population
Not applicable.

4.8.6 Biomarker-Evaluable Population
Not applicable.

49 ANALYSIS OF STUDY CONDUCT

This SAP focuses only on the description of the analysis required for cohort 4 data. All MTP
data will be reported. ITP data for patients with HER2-/MSI-H; HER2-/MSS/BRAF"; HER2-
IMSS/BRAF™Y/RAS™ biomarker profile randomized and not randomized into the MTP will be
tabulated in 2 separate columns. Post-treatment data will be reported separately for induction
and maintenance treatments. This Post-treatment data includes adverse events, deaths,
subsequent anti-cancer therapies and tumor assessments (until PD if PD not experienced
before study treatment discontinuation visit), but this last one applies only for Post
Maintenance treatment.
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4.9.1 Patient Disposition

The patient disposition table for ITP will be based on the ALL population and will include the
following information:

Number of patients enrolled (ALL)

Number of patients not treated in ITP who discontinued trial without being treated and
associated reason

Number of patients treated with induction treatment (ITP population)
Number of patients who completed the ITP

Number of patients treated in induction who discontinued early ITP and reason for early
discontinuation

Number of patients treated in induction and not randomized who went to post-treatment
follow-up phase post induction

Number of patients being treated in induction who discontinued study prior to MTP and
associated reason

The patient disposition table for MTP will include the following information:

Number of randomized patients (MTP population) (percentage based on MTP)
Number of randomized patients without being treated in MTP still on-trial

Number of randomized patients who discontinued trial without being treated in MTP and
the corresponding reason for trial discontinuation (percentages based on MTP)

Number of treated patients with maintenance treatment (SAF) (percentages based on
MTP)

Number of patients treated who discontinued all treatments received in MTP and the
reason for discontinuation from each maintenance treatment (percentage based on MTP).
All reasons for treatment discontinuation will be displayed and will be taken from the
individual treatment completion/Early discontinuation eCRF pages.

Number of patients treated in MTP who discontinued trial during MTP and the
corresponding reason for trial discontinuation (percentages based on MTP)

Number of patients who entered in the follow-up post-MTP

Number of patients being treated in MTP who discontinued trial during follow-up and the
corresponding reason for trial discontinuation (percentages based on MTP)

A consort flow diagram will be provided to show progress of screened patients and especially
for patients with HER2-/MSI-H; HER2-/MSS/BRAF"; HER2-/MSS/BRAF™!/RAS™ ! biomarker
profile. Another diagram for patients randomized in Cohort 4 will be provided.

The following supportive listings will be provided:

e Patient disposition (including the tumor response status at the end of ITP) and study
termination information based on ITP
e Patients who discontinue treatment due to AE (based on ITP)
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4.9.2 Protocol Deviations

All major protocol deviations from Protocol Deviation Management System (PDMS) will be
reported for each phase separately and will be summarized by group. The ITP population will
be used for ITP data and the MTP population for the MTP data.

The following will be displayed

o Number of patients having at least one major protocol deviation

¢ Number of patients by major protocol deviations category
Listings for protocol deviations will be provided based on ITP population. Listing for analysis
population will be provided on ALL population.

410 ANALYSIS OF TREATMENT GROUP COMPARABILITY

4101 Demographics and Baseline Disease Characteristics

Baseline and demographic characteristics will be summarized using descriptive statistics. No
formal statistical comparisons will be performed.

Summaries of Patient Demographics will be provided based on the ITP and MTP population
and will present the following information:

Age at informed consent (yrs)

Age categories (yrs): < 18, 18-64, 65-84, 85 and over

Sex

Ethnicity: Hispanic or Latino, Not Hispanic or Latino, Not reported, Unknown

Race

Region: Europe, Americas, Africa, Asia (derived based on country information from
the clinical database)

Smoking status: Never, Current, Previous

Alcohol use history: Never, Current, Previous

Drug Use: Never, Current, Previous

ECOG Performance Status at baseline: 0,1,> 1,

Baseline Weight (kg)

BMI (see definition in section 4.3)

BSA (see definition in section 4.3)

Baseline Height (cm)

Female reproductive status (for female participants only. Percentage will be based
on the total number of female patients)

The summary of patient’s characteristics based on MTP will include in addition the serology
results (positive, negative, not done) for the following parameters HIV, Hepatitis B surface
antigen (HBsAg), Hepatitis B core antibody (HBcAb), HCV Antibody, HCV RNA (only if HCV
Antibody positive). For the summary based on MTP only, ECOG and weight collected just
prior to or on the first day of MTP will be used as baseline. Please refer to sections 4.2.1 and
4.2.2 for further details related to definition of baseline evaluations.

All the biomarker outcomes will be summarized using descriptive statistics by treatment group
on MTP population:

Given that the end of the induction phase is the same timepoint as the baseline tumor
response for the MTP, two summary tables presenting the information as mentioned below
will be produced. One for the tumor response status at the end of the induction phase based
on ITP population and as per data collected on the eCRF and will present the following
information.
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Number of patients with CR or PR at end of ITP

Number of patients with SD at end of ITP

Number of patients with PD at end of ITP

Number of patients with NE at end of ITP

Number of patients with NA at end of ITP (i.e. no tumor response during ITP)

The number of patients in MTP population will be summarized by country and study center
(as per clinical database) and by treatment group based on the MTP population.

In addition, the number of patients will be summarized by the following stratification factors
as per IXRS, by treatment group on the MTP:

e Region
o European Union
o Rest of the world
e Tumor response at the end of ITP

o CR/PR
o SD
o Microsatellite stability
o MSI-H
o MSS

¢ RAS status
o Wild-type KRAS and NRAS
o mutant KRAS and/or NRAS

A table will show the concordance between the tumor response status at the end of ITP as
per IXRS and the tumor response status at the end of ITP as per data collected on the eCRF.
This table will be based on the MTP population and will display the following categories:

e CR/PR, SD, Total for the IXRS tumor response
¢ CR, PR, CR/PR, SD for eCRF tumor response

eCRF Tumor response status (CR, PR, SD, PD, NE) at the end of ITP is defined as the last
tumor response observed during the ITP. Patients without tumor assessment after first day
of induction treatment will be assigned a tumor response of NA (Not available).
Patients with only non-target lesions classified as having an eCRF tumor response status at
the end of the ITP of "Non-CR/Non-PD" are classified as SD for the 2 summary tables
mentioned above.

Summary of colorectal cancer history will be provided based on the ITP and MTP population
and will present the following information:

Histological grade at diagnosis

Location of primary tumor

Colon Location: left, right

Cancer type: colon, rectal

Initial AJCC/UICC stage

Initial diagnosis: synchronous, metachronous
Locally recurrent disease: yes, no

Metastatic disease: yes, no
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o Sites of metastatic disease at time of study enrolment (adrenal gland, ascites, bone,
liver, lung, mediastinum, skin, other)

Liver as metastatic site: yes, no

Extent of disease by number of sites at time of study enrolment: 0, 1, > 1

Time from initial diagnosis to first dose of ITP (in years)

Time from first diagnosis of locally recurrent disease to first dose of ITP (in years)
Time from first diagnosis of metastatic disease to first dose of ITP (in years)
Number of target lesions at baseline

Of note, if start and/or end dates are incomplete or missing the corresponding time between
the start and the end date cannot be derived. In this case, time from initial diagnosis to first
dose of ITP or time for first diagnosis of locally recurrent disease to first dose of ITP or time
from first diagnosis of metastatic disease to first dose of ITP cannot be derived and will be
missing.

The following listings will be provided:

e Patient Demographics based on ITP population
Biomarker status based on MTP population

e Patients by randomization stratification factors as per IXRS and eCRF (based on
MTP)

e Colorectal cancer history based on ITP population

4.10.2 Medical History

Medical history, as collected on the “General Medical History and Baseline Conditions” eCRF
page will be summarized using the ITP population. The summary table will include the number
and percentage of patients with at least one medical history by Primary System Organ Class
(SOC) sorted in a descending order of the total frequency count and by preferred term [PT]
(sorted in a descending order of the total frequency count within each SOC).

A patient with more than one occurrence of the same medical history in a particular SOC/PT
will be counted only once in the total of those experiencing events in that particular system
organ class/preferred term.

4.10.3 Prior and Concomitant Medications
410.3.1 Prior Anti-Cancer Treatment/Procedure

Prior anti-cancer treatments/procedures summaries based on the ITP population will present
the following information:

o Number of patients with prior colorectal cancer surgery: Yes, No

o Number of patients by site of prior colorectal cancer surgery: Colon, Rectum, Colon
and Rectum, Other.

Number of patients with prior radiotherapy: yes, no

Number of patients with prior anti-cancer therapies: yes, no

Number of patients by setting of prior systemic therapy

Number of patients with prior systemic adjuvant therapy: yes, no

Number of regimens for prior systemic therapy: 0, 1, 2, >=3.

The following listings will be provided based on the ITP population:

e Prior anti-cancer therapy
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e Prior and on-study cancer radiotherapy
e Prior and on-study cancer colorectal surgery

4.10.3.2 Non Anti-Cancer Treatment/Procedure

A prior medication/therapy is defined as any medication/therapy with an end date prior to the
start of the induction treatment.

Concomitant medication for ITP

Concomitant medication includes both medication concomitant at baseline and concomitant
medication initiated post-baseline. It is defined as any medication/therapy with

o start date before or on:
o the randomization date for patients randomized in the MTP
o last dosing date of ITP+30 days for patients not randomized in the MTP
¢ and end-date on or after first dosing date of the ITP or with a missing (ongoing) end-
date

Concomitant medication for MTP

It is defined as any medication/therapy with

o start date before or on last dosing date in the MTP+30 days
¢ and end-date on or after first dosing date of the MTP or with a missing (ongoing)
end-date.

Post-treatment Medication

It is defined as any medication/therapy with a start date more than 30 days after the last
dosing date.

In case a medication has an incomplete or missing start date/end date, please refer to section
4.14 for the rules to be applied in order to identify prior, concomitant or post-treatment
medications.

Prior Medications/therapies will be summarized. Summary tables will present number and
percentage of patients with any medication overall and by Drug Thesaurus Class and Generic
Name. At each level of summation (overall, Drug Thesaurus Class, Generic Name), patients
reporting more than one medication are counted only once. Drug Thesaurus Class will be
sorted in a descending order of the total frequency count and the generic names with the
highest frequency will be displayed first within each Drug Thesaurus class, unless otherwise
indicated. The analysis population will be the ITP population and the MTP population for ITP
data and MTP data, respectively.

The following tables will be provided:

e Concomitant medications during MTP based on MTP population

4104 Subsequent Anti-Cancer Therapy

Post Induction Treatment and Post Maintenance Treatment anti-cancer therapies will be
listed using the ITP population patients who have a study treatment discontinuation visit date.
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4.11 EFFICACY ANALYSIS

Efficacy analysis will be conducted on the data collected during the MTP/Post maintenance
treatment (when applicable) and using the MTP population. Analysis will be performed by
randomized treatment group. Tumor assessments collected during the ITP will not be part of
the efficacy analysis.

As Cohort 4 will not reach its target sample size, the analysis is not event driven as described
in the study protocol, but is time driven instead. As a consequence, all p-values will be
reported descriptively only, due to low power. All formal statistical tests will be two-sided and
performed at an alpha of 5%, therefore 95% two sided CI will be presented. No adjustment
will be made for multiplicity of testing secondary endpoints.

4111 Primary Efficacy Endpoint
The primary efficacy objective of this study is to evaluate PFS.

To answer the primary objective, the following null and alternative hypotheses will be tested

e HO: the distribution of the PFS time is the same in the two treatment groups, i.e.
PFS (Experimental group) = PFS (Control group)
o H1: the distribution of the PFS time is different in the two treatment groups, i.e. PFS
(Experimental group) # PFS (Control group)
The primary analysis of PFS will be a comparison between the experimental and the control
group using an unstratified log-rank test. Please refer to Appendix 4 for the SAS code to be
used.

PFS for each treatment group will be estimated using KM product-limit method estimates.
PFS will be summarized by treatment group and will display the following information:

Number of patients in the population (N)
Number of patients with PFS event
Number of patients censored
Median and two-sided 95% CI computed according to Brookmeyer and Crowley
method,
e 25th and 75th quantile, and the corresponding two-sided 95% CI computed
according to Brookmeyer and Crowley method,
e Minimum and maximum
The PFS rates (with the two-sided 95% CI) at 3, 6, 9, 12, 15 and 18 months
o Unstratified log-rank test p-value
KM plot of PFS by treatment group will be generated.

PFS time will be listed on MTP population in a dedicated time to event listing.

4.11.2 Secondary Efficacy Endpoints

4.11.21 Overall Survival

This study is not powered for OS, so adequately powered statistical testing for this endpoint
will not be possible. However, the results of an unstratified log-rank test will be provided in an
exploratory manner to assess the difference between treatment groups for OS.

The same analysis as those described for the primary endpoint will be repeated for OS on
MTP population The survival rate will be displayed at the following time points: 6, 9, 12 and
higher (every 3 months) if appropriate.

OS time will be listed on MTP population in a dedicated time to event listing.
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4.11.3 Exploratory Efficacy Endpoints

Not Applicable.

411.4 Sensitivity Analyses

In addition, the following sensitivity analyses will be performed on PFS, the primary efficacy
endpoint:

e The PFS hazard ratio, and its 95% two-sided confidence interval, of experimental
group versus control group, will be estimated using a Cox proportional hazards model
with treatment as the single covariate. Please refer to Appendix 4 for the SAS code to
be used.

e The PFS hazard ratio, and its 95% two-sided confidence interval, of experimental
group versus control group, will be estimated using different adjusted Cox proportional
hazards models, using as covariates the treatment and one of the stratification factors,
i.e. response at the end of induction treatment as mentioned below

o cov1 (SD vs CR/PR as per eCRF)

o cov1 (SD vs CR/PR as per IXRS)
Note: No adjustment on the region will be performed as almost all the patients are in
Europe.

The OS hazard ratio, and its 95% two-sided confidence interval, of experimental group
versus control group, will be estimated using a Cox proportional hazards model with
treatment as the single covariate. Please refer to Appendix 4 for the SAS code to be used.

4115 Subgroup Analyses
No subgroup analysis will be performed for Cohort 4.

412 PHARMACOKINETIC AND PHARMACODYNAMIC ANALYSES
Not applicable

413 SAFETY ANALYSES
Separate safety summaries will be produced for ITP and MTP.

For ITP data, outputs will be generated on the ITP displaying randomized vs. non randomized
patients in MTP. MTP outputs will be based on the SAF population and will be presented by
treatment group.

No inferential statistical analyses are planned.

4.13.1 Exposure of Study Medication

A patient will be considered as having initiated a cycle in the ITP if at least one (non-null)
dose of any study drugs of the ITP has been administered in the corresponding cycle.

The overall number of cycles initiated during the ITP is defined as the sum of all initiated
cycles (as defined above) in the ITP.

For the MTP, the overall number of cycles initiated (i.e. for drug combination) will be computed
as the sum of all initiated cycles as defined below:
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o Day 1 of a cycle is defined as the first day in the considered cycle when treatment is
administered.

e The cycle length is assumed to be 2 weeks
e For experimental group:

o a cycle will be assumed to be initiated if cobimetinib and atezolizumab are
administered at any time during the same cycle

e For control group:

o If capecitabine is administered: a cycle will be assumed to be initiated if
capecitabine and bevacizumab are administered at any time during the same
cycle

o If 5-FU/LV or LV substitute is administered: a cycle will be assumed to be
initiated if bevacizumab and 5-FU and LV or any LV substitute are
administered at any time during the same cycle

The overall duration (in weeks) for all components of maintenance treatment is defined as
follows:

e Experimental group:

[MAX(min(last dosing date of cobimetinib+6, death date), min(last dosing date of
atezolizumab+13, death date)) — MIN (first dosing date of cobimetinib, first dosing date of
atezolizumab) + 1]/7

o Control group:
o If capecitabine is administered in the last cycle:

[MAX(min(last dosing date of capecitabine+6, min(last doing date of bevacizumab+13,
death date)) — MIN (first dosing date FP, first dosing date of bevacizumab) + 1]/7.

o If 5-FU/LV is administered in the last cycle:

[MAX(min(last dosing date of 5-FU/LV+13, death), min(last dosing date of
bevacizumab+13, death date)) — MIN (first dosing date of FP, first dosing date of
bevacizumab) + 1]/7

with first dosing date of FP = min(fist dosing date of 5-FU, first dosing date of LV or any
LV substitute, first dosing date of capecitabine) and last dosing date of 5-FU/LV =
max(first dosing date of last administration of 5-FU, first dosing date of last administration
of LV or any LV substitute)

The number of cycles administered, duration of dosing, cumulative dose, dose intensity and
relative dose intensity (RDI) definitions are provided for each drug individually in Table 2 and
Table 3 for induction and maintenance, respectively.

According to protocol, the cycle length is 2 weeks, excepted for capecitabine in the control
arm for which each cycle length is as per local practise. A 2-week cycle schedule will be
considered for drugs other than capecitabine and for the drug combinations. For capecitabine,
a cycle is defined as any continuous administration separated by a rest period, regardless of
the duration of the continuous administration and the duration of the rest period. A patient will
be considered as having initiated a cycle in the MTP for a specific drug if at least one (non-
null) dose of this study drug has been administered in the corresponding cycle.
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Table 3: Exposure Definitions for Induction Treatments

FOLFOX

5-FU/LV

bevacizumab

Number of cycles

sum of all cycles in which at
least one non-null dose of
FOLFOX has been
administered

sum of all cycles in which at least
one non-null dose of 5-FU and LV
has been administered. Of note,
consider only cycles where
oxaliplatin is not administered
concomitantly with 5-FU/LV.

sum of all cycles in which at least
one non-null dose of bevacizumab
has been administered

Duration of dosing
(weeks) (1

[min (last date of FOLFOX+13,
death date) — first FOLFOX
dosing date+1]/ 7 or

If FOLFOX-4 or FOLFOX-7 or
modified FOLFOX-7 is
administered in the last cycle
initiated

[min (last date of FOLFOX
+12, death date) — first
FOLFOX dosing date+1]/ 7

max (min(last date of 5-FU+13,
death date), min(last date of LV+13,
death date)) — min (first date of 5-
FU, first date of LV) +1]/7

Of note, consider only
records/cycles where oxaliplatin is
not administered concomitantly with
5-FU/LV.

[min (last date of bevacizumab +13,
death date)) — (first bevacizumab
dosing date in the induction) +1] /7

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients discontinued treatment prior to the end of

the last cycle.
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Table 4: Exposure Definitions for Maintenance

Capecitabine 5-FU or LV bevacizumab atezolizumab

cobimetinib

Number of cycle

IThe sum of all cycles in which at least one non-null dose of <treatment> has been administered

Duration of dosing
(weeks) (1

[min (last dosing date of <treatment> + x, death date)) — (first <treatment> dosing date in the maintenance) +1]/7

Where x=6 for capecitabine, cobimetinib
x=13 for 5FU, LV, bevacizumab, atezolizumab

For 5-FU and LV, last dosing date of treatment will be replaced by the first dosing date of the last administration

Actual dose

<treatment> dose administered (in mg) as collected on the dosing eCRF page

Unit: mg

Planned dose

<treatment> planned dose (in mg) as collected on the dosing eCRF page

Unit: mg
Normalized dose dose / recalculated BSA® dose / weight®) NA NA
Unit: mg/m? Unit: mg/kg

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 4 (Version 1.0) 29




Capecitabine

5-FU or LV

bevacizumab

atezolizumab

cobimetinib

Cumulative dose

'The cumulative dose will be
derived for each records as
below: (end date of
administration - start date
of administration +1) *
normalized actual dose for
the record * 2

Cumulative dose= sum of
cumulative dose across all
records

Unit: mg/m2

sum of the all

<treatment > normalized
actual doses (in mg/m?)
administered in all cycles

sum of the all bevacizumab
normalized actual doses (in
mg/kg) administered in all cycles

sum of the all of
atezolizumab actual
doses (in

mg) administered in all
cycles

The cumulative dose will
be derived for each
records as below: (end
date of administration -
start date of
administration +1) *
actual dose for the
record

Cumulative dose= sum
of cumulative dose
across all records

Unit: mg

Dose intensity

Cumulative dose / (duration
of dosing *7)

Unit: mg/m?/day

Cumulative dose /
duration of dosing

Unit: mg/m?/week

Cumulative dose / duration of dosing

Unit: mg/kg/week

Cumulative dose /
duration of dosing

Unit: mg/week

Cumulative dose /
(duration of dosing * 7)

Unit: mg/day

Cumulative planned
dose (CPD)

Sum of all normalized
planned dose (in mg/m?) in
all cycles

Sum of all normalized
planned dose (in mg/m?)
in all cycles

Sum of all normalized planned dose
(in mg/kg) in all cycles

Sum of the all planned
doses (in mg) reported
in all cycles

Sum of all planned doses
(in mg) in all cycles
where ‘Planned
treatment break as per
protocol’ is not ticked

Planned dose
intensity

CPD/(duration of dosing *7)

Unit: mg/m?/day
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Relative dose
intensity (RDI) (%)

100 * (dose intensity) / (planned dose intensity)

(1) According to the proposed formula, the duration of dosing may be overestimated in case patients discontinued treatment prior to the end of the
last cycle.

(2) The BSA will be recalculated based on the height and weight (see point 3 for identification of weight) of the patient using the formula as mentioned
in section 4.3.

(3) The baseline weight will be used as reference. If the last available weight of the patient prior to or on the cycle start has changed by 10% or
greater (i.e. patient has gained or lost more than 10% of their body weight since baseline) the patient new weight will be set as the baseline
weight and will be used at the patient current and subsequent cycles. If a patient weight has changed by 10% or greater at a later cycle, then
this new weight will be set as the base weight as aforementioned.
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The following information will be tabulated for the ITP using the ITP population:

¢ Summary of total number of cycles initiated per patient
o Total number of cycles initiated (1,2,3,4,5,6,7,8)
o Summary statistics of total number of cycles initiated

The following information will be tabulated for the MTP using the SAF population:

e Summary of overall duration of treatment and overall number of cycles initiated
o Overall duration of maintenance treatment (in weeks)
o Overall number of cycles initiated: 1,2,3,4,5,6,7,8,9,10, 10-15, >=15
o Summary statistics of overall number of cycles initiated per patient
e Summary of drug exposure
o Total number of cycles administered (tabulated separately for each drug )
o Duration of dosing (in weeks) (tabulated separately for each drug )
o Cumulative dose (tabulated separately for each drug according to definition
provided in table 3)
o Dose intensity (tabulated separately for each drug according to definition provided
in table 3)
o Relative dose intensity: <90%, >90%-<100%, >100% (tabulated separately for
each drug according to definition provided in table 3) Note: Number and
percentage will be based on the patients who received the corresponding drug.

Supportive listings presenting the study drug administration as well as the exposure information
will be provided separately based on ITP population and SAF population for the induction and
for the maintenance, respectively.

41311 Cycle Delay

Cycle delay is applicable to the following treatments: FP (5-FU, LV or capecitabine), and
bevacizumab.

Cycle delay is defined as follow:

e For 5-FU, LV, bevazicumab, atezolizumab which have planned cycle of 2 weeks:

A cycle delay for <treatment> will be defined as the number of days in excess of the expected
days between two consecutive doses of <treatment> (14 days) and will be calculated as D1Cn+1
- D1Cn where D1Cn+1 and D1Cn correspond to date of administration of <treatment> in cycle
n+1 and cycle n, respectively. An excess of more than 3 days will qualified cycle Cn+1 as delayed
for <treatment>. Of note, the first cycle (C1) cannot be identified as cycle delay.

e For capecitabine:

Cycle delay will be defined as the number of days in excess of the expected days between two
non-zero administrations (21 days, i.e. 14 days of administration and a rest period of 7 days) and
will be calculated as D1Cn+1 - D1Cn where D1Cn+1 and D1Cn correspond to the start date of
the first administration of capecitabine in cycle n+1 and cycle n, respectively. An excess of more
than 3 days will qualify cycle Cn+1 as delayed for capecitabine. Of note, the first cycle (C1)
cannot be identified as cycle delay.

e For cobimetinib, which has planned cycle of 4 weeks (3 weeks on, 1 week off):
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Cycle delay will be defined as the number of days in excess of the expected days between two
non-zero administrations (28 days, i.e. 21 days of administration and a rest period of 7 days) and
will be calculated as D1Cn+1 - D1Cn where D1Cn+1 and D1Cn correspond to the start date of
the first administration of cobimetinib in cycle n+1 and cycle n, respectively. An excess of more
than 3 days will qualify cycle Cn+1 as delayed for cobimetinib. Of note, the first cycle (C1) cannot
be identified as cycle delay.

Cycle delay will be displayed in listing.

4.13.2 Adverse Events

Adverse events variables are defined in Table 5.
Table 5: Adverse Events Definitions

treatment phase
M

Variable Definition
Treatment Any adverse events (serious and non-serious) with an onset date on (only if the
Emergent “Event occurred prior to first study drug administration” from the AE eCRF page is
Adverse Events not checked) or after the first day of treatment of the ITP and up to the:
(TEAES) for the
induction o first day of treatment of the MTP (excluding) if it occurs within the 30 days

from last day of treatment of induction treatment for patients treated with
maintenance treatment

e within 30 days from last day of treatment of induction treatment (as defined
in section 4.2.1), for patients not treated with maintenance treatment or for
patients treated with maintenance treatment but with first day of treatment of
MTP being more than 30 days after last day of treatment of ITP.

TEAESs for the
maintenance
treatment
phase("

Any adverse events (serious and non-serious) with an onset date on (only if the
“Event occurred prior to first study drug administration” from the AE eCRF page is
not checked) or after the first day of treatment of the MTP and up to 30 days (for
patients in control group, i.e. not treated with atezolizumab) and 90 days (for
patients in experimental group, i.e. treated with atezolizumab) from the last day of
treatment of MTP (as defined in section 4.2.2)

Post induction
treatment
Adverse Events

Any adverse events (serious and non-serious):

e with an onset date more than 30 days after the last day of treatment of the
ITP (as defined in section 4.2.1) for patients not treated with maintenance
treatment.

e with an onset date more than 30 days after the last day of treatment of the
ITP and prior the first day of treatment of the MTP, for patients treated with
maintenance treatment with first day of treatment of MTP being more than
30 days after last day of treatment of ITP..
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Post maintenance
treatment
Adverse events

Any adverse events (serious and non-serious) with an onset date more than 30
days (for patients in control group, i.e. not treated with atezolizumab) and more than
90 days (for patients in experimental group, i.e. treated with atezolizumab) after the
last day of treatment of the MTP (as defined in section 4.2.2) (as defined in section
4.2.2).

Adverse Events
NCI CTCAE
grade

The adverse events grade will be the one with tick box checked for "AE most
extreme NCI CTCAE grade"

Serious Adverse
Events (SAEs)

Any adverse events qualified as “serious” by the investigator.

Adverse Events
with fatal
outcome

Any adverse events with outcome of “Fatal”.

Adverse events
related to
<FOLFOX,
bevacizumab, FP,
atezolizumab,
cobimetinib>

Any adverse events with an “AE suspected to be caused by study drug <FOLFOX,
bevacizumab, FP, atezolizumab, cobimetinib> as ‘Yes'.

For AE suspected to be caused by FOLFOX while starting in the maintenance
phase, the unique text “AE considered related to Folfox™ has been reported in the
comment field

Adverse events
leading to
<FOLFOX,
bevacizumab, FP,
atezolizumab,
cobimetinib>
discontinuation

Any adverse events with an “Action taken with <FOLFOX, bevacizumab, FP,
atezolizumab, cobimetinib> due to SAE/AE” of “drug withdrawn”

Adverse events of
Special Interest
(AESI) as
reported on eCRF

AESIs will be selected based on the tick box from the eCRF.

<Bevacizumab,
atezolizumab>
AESIs based on
pre-defined terms

AESiIs will be selected from AEs based on the <bevacizumab, atezolizumab> list of
pre-defined terms.

(1) Of note, in case an event has an incomplete or missing start date, which consequently prevents its
allocation to only one treatment phase of the study, the event will be allocated to both the induction
and maintenance phase. Refer to section 4.14 for further details.
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Safety summaries will be produced for the ITP on the ITP population and for the MTP on the SAF
population, unless otherwise specified. ITP summaries will display patients randomized vs.
patients not randomized in MTP. MTP summaries will be done by actual maintenance treatment
group as defined for the SAF. Descriptive statistics will be generated as appropriate. No
inferential statistical analyses are planned.

Summaries of adverse events for ITP and MTP will be generated for those events that are
considered treatment emergent. The AE tables will include the number and percentage of
patients with at least one AE, by MedDRA primary System Organ Classes (SOC) (sorted in a
descending order of the total frequency count) and MedDRA Preferred Terms (PT) (sorted by
descending order of the overall frequency count within each SOC) unless otherwise indicated. A
patient with more than one occurrence of the same adverse event in a particular system organ
class/preferred term will be counted only once in the total of those experiencing adverse events
in that particular system organ class/preferred term. For the overall summary tables, information
presented by grade will not be restricted to the worst grade per patient i.e. all events will be
presented. Any AEs with a missing CTC grade will be reported in the “missing” category grade.

An overview table will be produced for the ITP based on the ITP population and will present:

Number of TEAEs
Number of patients with at least one TEAE
Number of patients with at least one TEAE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related TEAE
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab
Number of patients with at least one serious TEAE
e Number of patients with at least one related serious TEAE
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab
¢ Number of patients with at least one TEAE with fatal outcome
o Number of patients with at least one TEAESs leading to treatment discontinuation of:
o Any study drug
o FOLFOX
o 5-FU/LV
o bevacizumab

An overview table will be produced for the maintenance phase based on the SAF and will present:

Number of TEAEs
Number of patients with at least one TEAE
Number of patients with at least one TEAE by CTC grade: 1, 2, 3, 4, 5, 23, missing
Number of patients with at least one related TEAE
o Any study drug
o Fluoropyrimidines
o bevacizumab
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o atezolizumab
o cobimetinib
o FOLFOX
¢ Number of patients with at least one serious TEAE
¢ Number of patients with at least one related serious TEAE
o Any study drug

o Fluoropyrimidines
o bevacizumab

o atezolizumab

o cobimetinib

o FOLFOX

Number of patients with at least one TEAE with fatal outcome
e Number of patients with at least one TEAEs leading to treatment discontinuation of:
o Any study drug
o bevacizumab
o atezolizumab
o cobimetinib
e Number of patients with at least one treatment emegent AESI (as reported on eCRF)
¢ Number of patients with at least one treatment emegent AESI (based on list of pre-
defined terms)
o bevacizumab,
o atezolizumab
¢ Number of patients with at least one serious treatment emergent AESI (as reported on
eCRF)

In addition, the following tables (number and percentage of patients) will be presented for the
ITP based on the ITP population and will display the number of patients (and corresponding
number of TEAESs) and percentage with any:

TEAEs by SOC and PT

TEAEs by SOC and PT and by Worst Intensity

Related TEAEs by SOC and PT: any study drugs, bevacizumab,

TEAESs leading to treatment discontinuation by SOC and PT: any study drugs
TEAES leading to dose reduction or interruption by SOC and PT: bevacizumab
Serious TEAEs by SOC and PT

Related serious TEAEs by SOC and PT: to any study drugs, bevacizumab
Treatment emergent AESI by AESI eCRF categories, SOC and PT
Bevacizumab treatment emergent AESI based on pre-defined categories

The following tables will be presented for the MTP only and will display the number and
percentage of patients (and corresponding number of TEAEs) with any:

e TEAEs by SOC and PT

e TEAEs by SOC and PT and by Worst Intensity

o Related TEAEs by SOC and PT: any study drugs, atezolizumab, bevacizumab,
cobimetinib

e Serious TEAEs by SOC and PT

o Grade 5 TEAEs or TEAEs with fatal outcome by SOC and PT

e TEAEs leading to treatment discontinuation by SOC and PT: any study drugs,
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o TEAEs leading to dose reduction or interruption by SOC and PT: atezolizumab,
cobimetinib

o Related serious TEAEs by SOC and PT: to any study drugs, atezolizumab,
bevacizumab, cobimetinib
Treatment emergent AESI by AESI eCRF categories, SOC and PT

o Bevacizumab treatment emergent AESI based on pre-defined categories during MTP
Atezolizumab treatment emergent AESI based on pre-defined categories during MTP

By-patient listings will be provided for AEs; they will include Post-treatment adverse events.
Appropriate flagging of study phase (ITP/MTP) as well as TEAEs/Post-treatment AEs will be
done. The following listings will be provided based on ITP population

o All adverse events

¢ All Grade 5 adverse events or any adverse events with fatal outcome
o All adverse events leading to treatment discontinuation

o All AESI (as reported on eCRF)

4.13.3 Death
The following summary tables will be provided and will present:

e The number of patients who died within 30 days from last day of treatment of MTP
(as defined in section 4.2.1) with the corresponding death reason using the SAF
population

e The number of patients who died more than 30 days from last day of treatment of
maintenance treatment and the corresponding reason of death based on patients
from the MTP population who has a study treatment discontinuation visit date

One listing will be generated for deaths based on the ITP population and including appropriate
flagging of study phase (ITP and MTP) and on-treatment/post-treatment deaths (i.e. within 30
days from last day of treatment/more than 30 days from last day of treatment).

All deaths information (including reason and date) will be retrieved from the Study
Completion/Early Discontinuation eCRF page.

413.4 Laboratory Data
The following laboratory parameters will be considered as CTC gradable parameters.

Haematology
e Absolute Neutrophils Count (ANC)

¢ Hemoglobin (Hb)
e Leukocytes/White Blood Cells counts (WBC)
e Platelet Count

Blood chemistry

e Albumin

e Alkaline Phosphatase (ALP)
e Calcium

e (Creatinine
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Creatine phosphakinase

Glucose

Potassium

SGPT or alanine aminotransferase (ALT)
SGOT or aspartate aminotransferase (AST)
Sodium

Total Bilirubin

Magnesium

Amylase

Lipase

Coagulation
e international normalized ratio (INR)

e activated partial thromboplastin time (aPTT)

The following parameters will be considered as non CTC gradable parameters.

Hematology
¢ Red blood Cell (RBC)

Hematocrit
Lymphocytes
Neutrophils
Eosinophils
Basophils
Monocytes

Blood Chemistry
Blood Urea Nitrogen

e Bicarbonate
e Chloride Lactate dehydrogenase (LDH)
o Phosphorus
o Total Protein
Urinalysis

e Urine Protein Dipstick
e 24-hour urine protein

Thyroid
e Thyroid-Stimulating Hormone (TSH)

e FreeT3
e FreeT4

All laboratory parameter information will be summarized for MTP only. Laboratory information
reported in tables will be restricted to the baseline and on-treatment measurements. The analysis
population will be the SAF population for the MTP.

Clinical laboratory values will be expressed using Systéme International (SI) units.
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When applicable, laboratory tables will display their High (hyper)/Low (hypo) values of a specific
parameter (e.g. calcium (high) and calcium (low) in separate tables.

In case of missing normal ranges for parameters that are not differential and have only grade 1
defined from normal ranges (e.g. Neutrophils, WBC, Albumin...) the worst case scenario will be
applied, i.e. grade 1.

A “Missing” category will be reported for patients with missing grades or missing reference range
indicators at baseline and/or on-treatment and patients with no laboratory assessments.

For hematology, blood chemistry and coagulation parameters which can be graded per CTCAE,
the information will be summarized by means of a shift table summarizing the baseline grade
versus the worst CTC grade per patient defined as the highest CTC grade among the on-
treatment evaluations. If there is no on-treatment evaluation, then the worst grade will be set to
‘Missing’.

Hematology and blood chemistry parameters which cannot be graded per CTCAE, the
information will be summarized by means of a shift table from baseline category to worst on-
treatment category. The following categories will be used:

e Baseline: Low/Normal/High/Missing/Overall

¢ Worst on-treatment: Low/Normal/High/Missing/Overall
Patient with “High” and “Low” for the same laboratory test (at different visits) is counted for each
direction in summary tables.

For urinalysis protein dipstick, all non-missing assessments excepted “0-absent” assessment will
be considered “Present”. A shift table presenting baseline category versus worst on-treatment
category will be produced with the following categories:

e Baseline: Absent/Present/Missing/Overall
¢ Worst on-treatment: Absent/Present/Missing/Overall

For urinalysis, 24-hour urine protein values will not be tabulated but listed only.

4.13.5 Vital Signs
Vital signs parameters include:

Temperature (°C)

Systolic blood pressure (SBP seated position) (mmHg)
Diastolic blood pressure (DBP seated position) (mmHg)
Weight (kg)

BSA (m?)

Heart rate (beats/min)

Respiratory rate (breaths/min)

Vital signs information will be summarized for each phase separately and by treatment group
when applicable. Vital signs information reported in tables will be restricted to non-missing
baseline and non-missing on-treatment measurements. The analysis population will be the SAF
population for the MTP.

Actual value and change from baseline for heart rate and systolic and diastolic blood pressure
will be summarized by treatment group for each visit using descriptive statistics. For the
experimental arm, vital signs are collected within 60 minutes before the infusion and at other
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timepoints when clinically indicated and at the first infusion. Only the timepoint ‘Within 60 minutes
before the infusion’ will be included in the summary table.

4.13.6 Other Safety Assessment

Blood oxygen saturation is measured only in patients randomized to the experimental treatment
group. Blood oxygen saturation will be measured by pulse oximetry.

Non-missing pulse oximetry values will be summarized by visit through descriptive statistics.
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4.14 MISSING DATA

Imputation of partial/missing death date will be done as follows:

o |f the date is completely missing, then the day of “Last known to be alive” +1 will be used

e [f only day is missing and year and month are same as “Last known to be alive”, then the
day of “Last known to be alive”+1 will be used otherwise the 15t day of the month will be
used

e |f day and month are missing and year is same as “Last known to be alive”, then the “Last
known to be alive”+1 will be used, otherwise 1%t of January will be used

Partially missing dates for adverse events (AEs) will be imputed as follows. Of note, imputation
of missing/partial AE date will be done only to identify treatment emergent AEs.

AE onset dates

» Partially missing onset dates will be imputed as follows
e When only Day is missing:

o If Month & Year of the onset date are the same as Month & Year of the
first day of treatment of the induction/maintenance treatment phase, the
imputed onset date will be imputed as the minimum of the first day of
treatment of the induction/maintenance treatment phase and the AE
resolution date (imputed if needed).

o Otherwise, the missing day will be replaced by “1”.

e When Day & Month are missing:

o If Year of the onset date is the same as Year of the induction/maintenance
treatment phase, the imputed onset date will be imputed as the minimum
of the first day of treatment of the induction/maintenance treatment phase
and the AE resolution date (imputed if needed).

o Otherwise, the missing Day & Month will be replaced by “01JAN”.

» Complete missing onset dates for AEs will be imputed by first day of treatment of the
induction/maintenance treatment phase and the AE will be considered as treatment
emergent, unless the end date of the AE (imputed if needed) or the end year of the
AE (if day and month are missing) is entered and is before the year of the first
treatment administration of the induction/maintenance treatment phase.

AE resolution dates

» Incomplete resolution dates will be replaced by the last day of the month (if day is
missing only), if not resulting in a date later than the date of patient's death. In the
latter case the date of death will be used to impute the incomplete resolution date

» In all other cases the incomplete resolution date will not be imputed

Of note, the above rules may allow allocation of an event to both the ITP and MTP treatment
phase.
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Partially missing dates for medications/therapies will be imputed as follows. Of note, imputation

of missing/partial medicationstherapies date will be done only to identify concomitant
medications/therapies.

Partial dates will be imputed as follow:

Start dates
o When only Day is missing: the missing day will be replaced by “1”
o When Day & Month are missing: the missing Day & Month will be replaced by
“01JAN”.
End dates
o When only Day is missing: the missing day will be replaced by the last day of the
month
o When Day & Month are missing: the missing Day & Month will be replaced by
“31DEC".

And rules described in section 4.10.3.2 and below will be applied using imputed dates.

In case of complete missing dates, the following will be applied:

If the start date of the medication/therapy is unknown (i.e. complete missing date) and
there is no end date, medication/therapy is flagged as taken prior to study but not as
ongoing then the medication/therapy will be considered as a prior medication.

If both the start date and end date of the medication/therapy is unknown (i.e. complete
missing date), then the medication/therapy will be considered as a concomitant
medication/therapy for both the induction and maintenance phase if the patient is treated
in the phase of interest.

If the start date of the medicationtherapy is unknown (i.e. complete missing date), but the
end date is known and is prior to the first dosing date of the considered phase, then the
medicationtherapy will not be considered as concomitant for the corresponding phase.

If the start date of the medication/therapy is available and the end date is unknown, then
the medication/therapy will not be considered as prior. Concomitance to ITP/MTP will be
assessed using the available start date.

Partially missing dates for surgery will be imputed as follows. Of note, imputation of

missing/partial surgeries date will be done only to identify concomitant surgeries.

Partial dates will be compared as follow:

When only Day is missing: Month & Year of the surgery will be compared to Month &
Year of the first dosing date of interest (either ITP or MTP). If on or after, the surgery will
be considered as concomitant to the period of interest. If on or before the first doing date
of ITP, the surgery will be considered as prior.

When Day & Month are missing: Year of the surgery will be compared to Year of the
dosing date of interest (either ITP or MTP). If on or after, the surgery will be considered
as concomitant to the period of interest. If on or before the first doing date of ITP, the
surgery will be considered as prior.

Of note, the above rules may allow a medication/procedure to be concomitant to both the ITP
and MTP treatment phase.
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For patients who discontinued study treatment but without any study treatment discontinuation
visit date, this visit will be imputed as follows:

o If patient was treated in the MTP, the last dose will be retrieved from the treatment drug
completion/early discontinuation page from the eCRF in the maintenance phase. The
maximum date among the date mentioned for each treatment during MTP + 30 days will
be considered.

o If patient was treated in the ITP, the last dose will be retrieved from the treatment drug
completion/early discontinuation page from the eCRF in the induction phase. The
maximum date among the date mentioned for each treatment during ITP + 30 days will
be considered

with the following exception:

o If a patient died within 30 days from last dose, the follow up phase does not exist

for this patient
Partially missing dates for date of initial histological diagnosis or date of first diagnosis of
metastatic disease or date of first diagnosis of locally recurrent disease will be imputed as follows:

Imputation of these partial dates will be done only to determine if the initial diagnosis is
synchronous or metachronous and only in case the date day is missing. The imputation will
consist in replacing the missing day by “1”. In case month and/or year are missing, no imputation
will be done.

No other dates will be imputed, unless otherwise specified. The original incomplete, missing or
partial dates will be presented in the listings, not the imputed dates.

4.15 INTERIM ANALYSES

No formal interim analyses on PFS or OS are planned.
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Appendix 1: Protocol Synopsis
Objectives

Efficacy Objectives

The primary efficacy objective of the study is to evaluate progression-free survival (PFS) within each
maintenance treatment cohort.

Secondary efficacy objectives include the evaluation of efficacy through other endpoints:

+ Overall survival (0S)

« Overall response rate (ORR)

« Disease control rate (DCR)

+ Time to treatment response (TTR)
+ Duration of response (DoR)

+« Change in Eastern Cooperative Oncology Group (ECOG) performance status
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Safety Objectives
Additional objectives for this study are to assess the safety of each treatment including:

+ the incidence, nature and severity of adverse events (AEs)

* |ncidence and reasons for any dose reductions, interruptions or premature discontinuation of any
component of study treatment

+  Clinically significant laboratory values

Adverse events (AEs) refer to all treatment-emergent adverse events occurring after the initiation of
study medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue
to be collected during the Maintenance Treatment Phase and Post-Treatment Follow-up Phase as
applicable.

Exploratory Objectives
The exploratory efficacy objective of this study is:

+ To evaluate PFS measured according to modified RECIST (mRECIST) in patients treated with
atezolizumakb

The exploratory biomarker objectives for this study are as follows:

+ To explore whether there iz differential benefit from treatment in patient subgroups defined by
different biomarkers, e.9. but not limited to biomarker panels {(mutation and expression profiles),
immune panels etc.

+ |f applicable, to assess comelations betwesen biomarkers/marker panels and safety
+  Where possible, to investigate if changes in expression/mutation panels of biomarkers during

treatment correlate with treatment efficacy or failure ie. to explore potential resistance/escape
mechanizms to (targeted) treatment

+ Explore prognostic and potentially predictive effects of markera/marker profiles

+ Explore prevalence of specific markers at Baseline and/or salvage/resistance markers to guide
targeted therapy approaches beyond MODUL, e.9. but not limited to programmed cell death-1
(PD-L1})

+ Explore and comelate microbiome with other biomarkers, baseline characteristics and clinical
outcome

Study Design

Description of Study

Thiz iz a randomised, multi-centre, aclive-controlled, open-label, parallel-group clinical trial of
biomarker-driven maintenance treatment for first-line metastatic colorectal cancer (mCRC). The
primary study endpoint is PFS according to RECIST 1.1 within each cohort. Secondary endpoints
include other efficacy measurements and safety. In addition, exploratory outcomes will focus on the
correlations between biomarkers and study outcomes.

Patients with mCRC who have not received any prior chemotherapy in the metastatic setting are
eligible for entry. The study will enrol patients in Europe, Asia, Africa, and South America.

For an individual patient, the study will consist of a Screening Phase (= 28 days), a 4-month Induction
Treatment Phase, a Maintenance Treatment Phase, and finally follow-up during the Post-Treatment
Follow-up Phasze.

Potential patients will undergo screening assessments to determine study eligibility within 28 days
prior to starting study induction treatment. Results from routine assessments conducted prior to
informed consent signature may be used as screening assessments as long as they were done within
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T days prior to informed consent signature. The primary tumour tissue block prepared at the time of
the initial diagnosis will be used for biomarker asszessment for maintenance treatment cohort
assignment (gee Appendix 17). If the tumour block is not available, = 20 slides cut from the primary
tumour sample will be accepted as an altemative. The sample (block or slides) must be shipped to the
designated laboratory and confirmation of sample receipt by the laboratory must be obtained before
the patient may be enrolled in the study.

All patients enrolled in the study will be asked to give written informed consent to provide blood
samples for exploratory biomarker analyses and to allow all available residual samples of tumour,
blood and plasma samples collected in the study be used for additional exploratory biomarker
research using the Roche Clinical Sample Repository (RCR). Mo additional sampling iz required for
RCR samples. Prior to May 2018, an optional metastatic tumour sample was collected from all study
patients. In addition, patients at selected centres were able to paricipate in an optional Supplemental
Biomarker Program (described in Appendix 18). As of May 2018, collection of the optional baseline
metastatic tumour sample has been dizcontinued and the Supplemental Biomarker Program has been
closed. Baseline metastatic tumour samples and Supplemental Biomarker Program samples collected
up to this time point may 2till be used for exploratory biomarker analyses.

Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based
on Investigator's choice (see Appendix &), will be either:

+ FEight 2-week cycles of S-fluorouracil (5-FU), lewcovorin (LY) and oxaliplatin {(FOLFOX) in
combination with bevacizumal

or

#  Six 2-week cycles of FOLFOX in combination with bevacizumab, followed by two 2-week cycles
of 5-FU/LY with bevacizumab

During the Induction Treatment Phase, patients will be asszessed for AEs at every cycle. Clinical
laboratory assessments will be conducted at each cyecle, however results from tests conducted every
second treatment cycle only will be collected in the case report form (CRF). Physical examinations
and documentation of concomitant medications will be done every two freatment cycles. Tumour
assessments will be evaluated according to the Response Evaluation Criteria in Solid Tumors version
1.1 (RECIST 1.1) during the Induction Treatment Phase. Tumour assessments during treatment will
be based on local standard of care, but are required at the end of the Induction Treatment Phase (see
Appendix 1).

Patients who prematurely discontinue study treatment for any reason during the Induction Treatment
Phase, or who experience PD at any time during or at the end of the Induction Treatment Phase, or
who refuse to proceed to the Maintenance Treatment Phase or who are not eligible for any study
cohort will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
treatment and will then enter the Post-Treatment Follow-up Phase. All patients need to be evaluated
for potential resection of metastasiz at completion of the induction pericd. This iz of parficular
importance for patients with liver metastases. If the patient is found to be resectable they will undergo
a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will
then enter the Post-Treatment Follow-up Phase. Patientz completing induction treatment who do not
have progressive disease and whose disease has not become resectable can proceed to the
Maintenance Treatment Phase. Informed consent based on the information specific to the assigned
maintenance cohort will be obtained prior to the conduct of any cohort-specific screening
assessments (uniess the study site has chosen to conduct informed consent including information for
induction regimens and all potential maintenance regimens prior to study entry).

Each maintenance treatment cohort will consist of a cohornt-specific experimental treatment am and a
standard control arm of fluoropyrimidine (3-FU/LY or capecitabine) and bevacizumab. At completion
of the Induction Treatment Phase of the study, patients continuing to the biomarker-driven
Maintenance Treatment Phase will be assigned to a maintenance treatment cohort based on the
biomarker profile determined from their primary tumour fissue. Biomarkers considered in maintenance
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treatment assignment include presence or absence of HER2 overexpression (HERZ2+ or HER2-
respectively), microsatellite stability status (microsatellite stable [MS5] or high microsatellite instability
[M3I-H]), wild-type or mutated BRAF gene (BRAF®= or BRAF™ respectively), and pressnce or
absence of RAS pathway mutation (RAS*® or RAS™ respectively; see Appendix 17 for the biomarker-
based cohornt assignment decizsion tree). Patients will be randomised within their assigned cohort on a
21 (experimental.control) basis to either the experimental treatment arm or the control arm of that
cohort and will begin treatment within 3 weeks of completing induction treatment. Randomisation will
be strafified according to specific biomarkers identified for each cohort, by geographical region, andfor
by patient response after the Induction Treatment Phase (CR/PR vs. 30). Stratification varables
applicable to each cohort are described in Section 4.2 of the protocol.

The study will follow an adaptive design, where additional cohorts can be added or existing cohorts
may be modified over the course of the study via protocol amendment (see Figure 1).

Cohort 1

Biomarker profile {all patients screened prior to June 3, 2016} BRAF™

Biomarker profile {all patients screened after June 3, 2016): HER2-MS55/BRAF™ 4 RAS™
S-FULY with cetuximal and vemurafenib
WE.
Fluoropyrimidine (5-FU/LY or capecitabine) and bevacizumab

Cohort 2 - CLOSED TO ENROLMENT

(No pafients screened after June 3, 2076 will be assigned fo this cohort)

Biomarker profile: BRAF™
Fluoropyrimidine (5-FU/LY or capecitabine) with bevacizumab and atezolizumakb
WS,

Fluoropyrimidine (5-FU/LY or capecitabine) and bevacizumab
Cohort 3
Biomarker profile: HER 2+
Capecitabine with trastuzumab and periuzumalb
WE.
Fluoropyrimidine (5-FUW/LY or capecitabine) and bevacizumab
Cohort 4 - CLOSED TO ENROLMENT
(As of February 12, 2018, no further pafients are assigned fo this cohort. See profocol Section 3.1.2.4.)
Biomarker profiles: HER2-MSl-H; HER2-MS5/BRAF*; HER2-'M55/BRAF™ /RAS™
Cobimetinib and atezolizumakb
WE.
Fluoropyrimidine (5-FUW/LY or capecitabine) and bevacizumab

See Appendix 17 for additional information on biomarker testing and biomarker-based cohort
assignment.

Study Enrgdment and Cohort Status Update:

+  Accrual to Cohort 2 wasz completed in November 2016.

Bevacizumab — F. Hoffmann-La Roche Ltd
Protocol MO23112, Version & 16

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 4 (Version 1.0) 48



+  Study enrolment and accrual into Cohort 4 were suspended in February 2018 as a result of an
unfavourable benefit-risk evaluation of Cohort 4 by the independent Data Monitoring Committee
(iDMC). Accrual to Cohort 4 was not re-opened after February 2018 due to iDMC
recommendations. See protocol Section 3.1.2.4.

&  Cohort assignment and randomization of any patients who were already enrclled and eligibie for
Cohorts 1 and 3 were continued following the February 2018 suspension of study enrciment.

+  No new or modified cohorts have been identified for addition to the study. In the absence of a
cohort with broad biomarker eligibility criteria (i.e. to replace Cohort 4), the majority of patients
would not be eligible for maintenance cohort assignment. For thiz reason, study enrolment will not
be re-opened following the February 2015 suspension.

All Cohoris
Mo other anti-cancer therapy is permitted during the study with the following exceptions:

+ local ablation for liver metastases during Induction Treatment Phase only and only if there are
other non-ablated sites of measurable disease that have been followed from bassline tumour
assessment (i.e. prior to start of induction treatment)

+ radictherapy for pain control during the either Induction or Maintenance Treatment Phases

For all patients who are not receiving atezolizumab, study maintenance treatment will continue until
dizease progression (based on Investigator's assessment), unacceptable toxicity, initiation of another
anti-cancer therapy, patient or physician decizion to discontinue, or patient death, whichever occurs
first.

For all patients who are receiving atezolizumab, study maintenance treatment may continue after the
first tumour assessment showing progression per RECIST 1.1 as long as patients meet the following
criteria as aszsessed by the Investigator:

+ Evidence of clinical benefit

+  Ahsence of symptoms and signs {including worsening of laboratory values, e.g. new or worsening
hypercalcaemia) indicating uneguivocal progression of disease

+ Mo decline in ECOG performance status that can be attributed to disease progression

+  Absence of tumour progression at critical anatomical sites (e.g. leptomeningeal disease) that
cannot be managed by protocol-allowed medical interventions

Treatment should be discontinued if the next follow-up tumour assessment continues to demonstrate
progression per RECIST 1.1 {as compared to the assesament at the end of induction treatment). If the
next tumour assesament does not show progression per RECIST 1.1, the patient may continue
maintenance treatment until such time as the freatment continuation criteria above are no longer met
andfor two sequential tumour azsessments show progression per RECIST 1.1.

Atezolizumalb treated patients may be discontinued from study treatment for the following reasons
other than loss of clinical benefit or persistent progression: unacceptable toxicity, initiation of ancther
anti-cancer therapy, patient or physician decision to discontinue, or patient death, whichever occurs
first.

Efficacy, safety and tolerability will be assessed during the entire Maintenance Treatment Phase.
While receiving study treatment during the Maintenance Treatment Phase, patients will be assessed
for AEs and concomitant medications at every treatment cycle. Clinical laboratory assessments will be
conducted at every cycle. For regimens with two week treatment cycles, clinical laboratory results
from every second treatment cycle only will be collected in the CRF. For regimens with three week
treatment cycles (zuch as Cohort 3 experimental regimen), clinical laboratory results from every cycle
will be collected in the CRF. Physical examinations will be done every treatment cycle {regimens with
three week cycles) or every two treatment cycles (regimens with two week cycles). Additional safety
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reviews (safety run-ins) will be conducted by the IDMC, when necessary, for a prespecified number of
initial patients receiving experimental combinations with inadequate prior safety experience to assurs
appropriate dosing {e.qg., as required for the initial patients treated with the experimental combination
of '5S-FUILY + cetuximab + vemurafenib'). Up to and including May 31, 2019, dizease status will be
evaluated during the Maintenance Treatment Phase as compared to the tumour assessment at the
end of induction treatment and in accordance with RECIST 1.1 (see Appendix 10) for all patients, and
additionally according to mRECIST (ses Appendix 11) for patients treated with atezolizumaly. Tumour
aszessments will be conducted every eight weeks. After May 31, 2019, disease status will no longer
be collected for study analyses and should be evaluated according to local practice. Schedules of
Aszessments for each cohort are provided in Appendices 2to 5.

Patients who discontinue study treatment for any reason during the Maintenance Treatment Phase
will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
treatment and will then enter the Post-Treatment Follow-up Phase.

Patients who prematurely discontinue treatment during the Induction Treatment Phase, who did not
proceed to the Maintenance Treatment Phase or who discontinue treatment during the Maintenance
Treatment Phase, wil be followed for new AEs for 28 days (patients discontinuing before
maintenance treatment and patients treated in all maintenance cohort control arms and Cohort 1
experimental arm) or 90 days (patients treated in experimental ams of Cohorts 2, 3 and 4 only)
following the discontinuation of study treatment. At the time of treatment discontinuation, any ongaing
AE/SAE will be followed until the event rezolves, the Investigator assesses the event as stable, or the
patient is lost to follow-up, dies or withdraws consent. The Sponsor should be notified if the
Investigator becomes aware of any SAE or AEs of special interest occurring after the end of the
adverse event reporting pericd if the event is believed to be related to prior study treatment.

All patients will undergo a Study Treatment Discontinuation visit within 30 days following their last
study freatment and will enter the Post-Treatment Follow-up Phase of the study. Before May 31,
2019, patientz will be followed every 3 months during the Post-Treatment Follow-up Phase for
subsegquent anti-cancer therapies, survival, and AEs (as applicable) including therapy-specific safety
assessments (e.g., investigations for squamous cell carcinoma in patients who received vemurafenib)
(see Appendices 1 to 5). After May 31, 2019, patientz in Cohors 2 and 3 who have completed the
adverse event reporting period and, if applicable, cohort-zspecific post-treatment follow-up safety
assessments will be discontinued from the study. Cohorts 2 and 3 patients who have completed the
adverse event reporting period (and cohort-zpecific post-treatment follow-up safety assessments if
applicable) prior to May 31, 2019 will be discontinued at their Post-Treatment Follow-up visit within the
3 months prior to and including May 31, 2019, See protocol Section 5.3.1 for adverse event reporing
periods and post-treatment follow-up safety assessments. All patients in Cohorts 1 and 4 will continus
in the Post-Treatment Follow-up Phase until the end of the study. Refer to Appendix 19 for
management of patients in each cohort based on their study status on May 31. 2019.

Patients who discontinue study treatment in either the Induction or Maintenance Treatment Phases
prior to dizease progression will also enter the Post-Treatment Follow-up Phase but will alzo continue
to be followed for progression, with dizsease status followed according to local practice (patients
discontinuing during the Induction Treatment Phasze) or every eight weeks (patients dizcontinuing
during the Maintenance Treatment Phase) until progression or May 31, 2019, whichever comes first.
After May 31, 2019, dizease status will no longer be collected for any study patient. Disease
asszessments in any patient who has not yet progressed as of May 31, 2019 should thereafter be
conducted according to local practice.

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
However, patients who received atezolizumak should not receive other immunomodulatory agents for
10 weeks after maintenance treatment discontinuation.
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BHAFTT Hanents and Sy Lisease HMroqression

BRAF™ patients experiencing early dizease progression during induction freatment will have the
option of proceeding immediately to receive second-line freatment with S-FUSLY, cetuximab and
vemurafenib if their primary tumour is M35, or with a fluoropyrimidine (5-FW/LY or capecitabine),
bevacizumab, and atezolizumab if their pimary tumour is M5I-H.

If a patient previously indicated to have a BRAF™= primary tumour (e.g. according to local testing)
progresses prior to the availability of results from the study primary tumour biomarker testing, the
Investigator may request an expedited biomarker report from the sponsor's Medical Monitor to confirm
BRAF™ status and to obtain MS status. Such patients will be allocated to the appropriate second-line
treatment and may begin treatment following approval from the Medical Monitor.

Early progressing BRAF™Y patients receiving 5-FUMLY, cetuximab and vemurafenib as second-line
treatment will be followed for safety and efficacy in accordance with the Maintenance Treatment
Phaze Schedule of Assesaments (including eligibility, biomarker sampling and post-freatment follow-
up) for Cohort 1 (see Appendix 2) and will be managed according to protocol recommendations and
requirements for the experimental am of Cohort 1. Early progressing BRAF™ patients receiving a
fluoropyrimidine (5-FUW/LY or capecitabine), bevacizumab, and atezolizumab as second-line freatment
will be followed for safety and efficacy in accordance with the Maintenance Treatment Phase
Schedule of Assesasments (including eligibility, biomarker sampling and post-treatment follow-up) for
Cohort 2 (see Appendix 3) and wil be managed according to protocol recommendations and
requirements for the expenmental arm of Cohort 2. This includes continuation of therapy beyvond
progression per RECIST 1.1 as described for Maintenance Treatment Phase patients receiving
atezolizumakb.
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Figure 1: Study Design
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b.  Randomization stratified by: Cohorts 1 and 2- region (EU, Americas, Africa or Asia), induction treatment response (CR/PR vs. SD), Cohort 3- induction treatment response (CR/PR
vs. SD), HER2 IHC (IHCO/ IHC1+/IHCZ+ vs. IHC3+); Cohort 4- region (EU vs. rest of world), induction treatment response (CR/PR vs. SD), microsatellite stability (MSI-H vs. MSS),

RAS status (wild-type KRAS and NRAS vs. mutant KRAS andf/or NRAS)
¢. Patients discontinuing study treatment for any reason during the Induction or Maintenance Treatment Phases will enter the Post-treatment Follow-up Phase.
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Study Conduct

A Steering Committes (SC) will be responsible for oversesing the general conduct of the study. An
iDMC will be responsible for evaluating the safety of the patientz participating in the trial at regular
intervals throughout the study. This includes ongoing evaluation of benefit-risk balance based on
accumulating safety and, as warranted, efficacy data. The iDMC will make recommendations as to
whether cohort recruitment should continue based on each interim evaluation. In addition, when
necessary due to the nature of prior experience with a particular experimental regimen, the iDMC will
conduct a safety run-in review of a pre-specified number of initial patients (e.9. as conducted for the
initial patients treated with 'S-FU/LY + cetuximab + vemurafenib’). Safety run-ing deemed necessary
for additional cohortz will be specified in the protocol. The schedule of IDMC reviews wil be
determined by the iDMC and described in the iDMC Charter. Additional data are provided in the
respective SC and IDMC Charters.

Number of Patients

Before study enrolment was clozed prematurely, approximately 1,820 patients were expected to be
screenad and approximately 1,400 patients were expectad to be enrolled in the Induction Treatment
Phase of the study in order to randomise the target sample size in each maintenance cohort. This
included 405 patients in Cohort 2. Accrual into Cohort 4 was terminated prior to reaching the target
sample size. Due to early closure of study enrolment, target sample sizes will not be reached for
Cohortz 1 and 3.

Screening procedures

For comparability reasons, only the archival primary tumour sample from the original diagnosis will be
used for the biomarker assesament which determines treatment assignment during the Maintenance
Treatment Phase, as this material will be available for all patients. To be eligible for the study, patients
must have an archival primary fumour sample for biomarker assessment for cohort assignment. If the
tumour block is not available, = 20 slides cut from the primary tumour sample will be accepted as an
altermative. The sample (block or slides) must be shipped to the designated lab with confirmation of
sample receipt provided by the laboratory prior to study enrolment. Biomarker analyses for cohort
assignment will be conducted during the Induction Treatment Phaze and these results will only be
available during the Induction Treatment Phase and not during Screening. Patients with an adeguate
tumour sample but with unknown biomarker status due to lack of determinant result {e.q. due to
technical issues) may still be included in the study depending on the addition of future cohorts.

For enrclment into the study, patients who do not meet the study eligibility criteria {screen failures)
may be re-zcreened within 7 days of the date they are determined to be screen failures. Re-screening
of a patient = 7 days after screen failure is allowed only with prior approval from the Medical Monitor.
Patients cannot be re-screened for the study more than once.

Target Population

The target study population consistz of patients with mCRC who have not received any prior
chemotherapy in the metastatic sefting. Cohort-zpecific target populations are further defined by
specific biomarker profiles.

The “All Cohort® eligikility criteria are evaluated prior to initiating the first cycle of study treatment
during the Induction Treatment Phase. Cohort-specific exclusion criteria must be assessed within 3
weeks of completing Induction Treatment Phase. Biomarker assessments will be completed prior to
randomisation, as the results of the biomarker assessments are required to identify the intended
cohort in order to complete the appropriate cohori-specific eligibiity assessments.
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Inclusion Criteria

Patients must meet the following criteria for study entry:

All Cohorts

FPatient Status

1
2
3.
4
5

Have provided written informed consent prior to any study specific procedures
Willing and able to comply with the protocol

z 18 years of age

ECOG status of = 2 (see Appendix 8)

At least 16 weeks of life expectancy at time of entry into the study

Disease-related

6.

T.
8.
9

Histologically confirmed CRC with mCRC confirmed radiologically

Measurable, unresectable disease according to RECIST 1.1

Mo prior chemaotherapy for CRC in the metastatic setling

Archival tumour formalin-fixed paraffin-embedded tiszue (FFPET) block from the primary tumour
obtained at the time of the initial diagnosis must be shipped to the Sponsors designated
laboratory with sample receipt confirmed by the laboratory. If the tumour block is not available,
2z 20 slides cut from the primary tumour sample will be accepted as an altemative (see
Appendix 17). The slides must be shipped with receipt confirmed by the Sponsor's designated
laboratory prior to study enrolment.

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from study entry:

All Cohoris

Other Prier or Current Treatments

1.

Leas than & months from completion of any prior necadjuvant or adjuvant chemotherapy or
radiotherapy

Prior or current treatment with bevacizumalb or any other anti-angiogenic drug (i.e. anti-VEGF or
vascular endothelial growth factor receptor [VEGFR] therapies or tyrosine kinase inhibitors)
Current or recent (within 10 days of stat of study induction treatment) use of aspirin

(> 325 magiday), clopidogrel (> 75 mglday), therapeutic oral or parenteral anticoagulants, or
thrombolytic agents for therapeutic purposes.

Mote: The wse of fulldoze oral or parenteral anticoagulants s permitted as long as the
international normalised ratio (INR) or activated partial thromboplastin time (aPTT) is within
therapeutic limits (according to the medical standard of the institution) and the patient has been
on a stable dose of anticoagulants for at least two weeks prior to the star of study induction
treatment. Prophylactic use of anticoagulants is allowed.

Requirement for treatment with any medicinal product that contraindicates the use of any of the
study medications, may interfere with the planned treatment, affects patient compliance or puts
the patient at high rizk for treatment-related complications

Treatment with any other investigational agent within 28 days or 5 investigational agent half-lives
(whichever is longer) prior to the start of study induction treatment
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Haematological, Biochemical and OQrgan Function

6. Inadequate haematological function indicated by one or more of the following:
—  Absolute neutrophil count (ANC) = 1.5 x 10%L
—  Platelet count = 100 x 10%L
— Haemoglobin = 9 gi/dL (patients may have fransfusions andfor growth factors o attain
adegquate hasmoglobin)
7. Inadequate liver function indicated by one or more of the following:
—  Total bilirukin = 1.5 x upper limit of normal {ULM)
—  Aspartate transaminase (AST) or alanine aminotransferase (ALT) 2 25 x ULM (= 5 x ULN in
patients with known liver metastases)
—  Alkaline phosphatase (ALP) = 2 x ULN (= 5 x ULN in patients with known liver metastases)
8. Inadequate renal function indicated by one or more of the following:
—  Serum creatinine = 1.25 x ULM or calculated creatinine clearance < S0 milfmin
—  Urine dipstick for proteinuria 2 2+ unless a 24-hour urine protein = 1 g of protein is
demonstrated
9. INR = 1.5 or aPTT = 1.5 x ULN within 7 days prior to the start of study induction treatment for
patients not receiving anti-coagulation. For patients, receiving anticoagulants INR and aPTT must
e within the medical standard of enrolling institution.
The use of full-dose oral or parenteral anticoagulants is permitted as long as the INR or aPTT is
within therapeutic limits (according to the medical standard of the enrolling institution) and the
patient has been on a stable dose of anticoagulants for at least two weeks prior to the start of
study induction treatment.
General Criteria
10. Active infection requiring intravenous antibiotics at the start of study induction treatment
11. Previous or concurrent malignancy, except for adequately treated basal or sguamous cell skin
cancer, in situ cervical cancer, or other cancer for which the patient has been disease-free for five
years prior to study entry
12. Evidence of any other disease, neurclogic or metabolic dysfunction, physical examination finding
or laboratory finding giving reasonable suspicion of a disease or condition that confraindicates the
use of any of the study medications, puts the patient at higher risk for treatment-related
complications or may affect the interpretation of study results
13. Inadequately controlled hypertension (defined as systolic blood pressure = 150 mmHg andfor
diastolic blood pressure = 100 mmHg)
14. Prior history of hypertensive crisis or hyperiensive encephalopathy
15. Clinically significant {i.e. active) cardiovascular dizease, for example cerebrovascular accidents =
& months prior to start of study induction tfreatment, myocardial infarction = 6 months prior to study
enrolment, unstable angina, New York Heart Association (NYHA) Functional Classification Grade
2 or greater congestive heart failure, or serous cardiac arrhythmia uncontrolled by medication or
potentially interfering with protocol treatment
16. History or evidence upon physical or neurclogical examination of central nervous system (CMNS)
disease (e.g. seizures) unrelated to cancer unless adequately treated with standard medical
therapy
17. Significant vascular disease (e.g. aortic aneurysm reguiring surgical repair or recent arterial
thrombosis) within & months of start of study induction treatment
18. Any previous venous thromboembolism = Mational Cancer Institute (NCIl) Common Teminology

Criteria for Adverse Events (CTCAE) Grade 3 within 12 months prior to start of study induction
treatment
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19.

200

21.

22

23.

24.

25.
26.

27.

28.
29.

3.

Active, symptomatic or untreated CNS metastases; CHS dizease other than supratentorial or
cerebellar metastases (i.e. patients with metastases to midbrain, pons, medulla or spinal cord are
excluded); history of or known carcinomatous meningitis.

Mote: Treatment of brain metastases, either by surgical or radiation techniques, must have been
completed = 4 weeks prior to start of study induction treatment. Patients requiring anticonvulsants
or corticosteroids for symptom control and patients with evidence of interim progression between
the completion of CNS-directed therapy and study baseline dizease assessments are excluded
from the study.

Mote: Patients without measurable dizease outside the CNS are excluded from the study.
History of haemoptysis = Grade 2 (defined as = 2.5 mL bright red blood per episode) within 1
maonth of start of study induction treatment

History or evidence of inherited bleeding diathesis or significant coagulopathy at risk of bleeding
(i.e. in the absence of therapeutic anticoagulation)

surgical procedure (including cpen biopsy, surgical resection, wound revision, or any other major
surgery involving entry into a body cavity) or significant traumatic injury within 28 days prior to
start of study induction treatment, or anticipation of need for major surgical procedure during the
course of the study

Minor surgical procedure including placement of a vascular access device, within 2 days of stant
of study induction treatment

History of abdominal fistula, gastrointestinal (Gl) perforation, intra-abdominal abscess or active Gl
bleeding within & months prior to start of study induction treatment

Senious, non-healing wound, active ulcer, or untreated bone fracture

Known hypersensitivity to any component of any of the study induction or maintenance treatment
medications

History of severe allergic, anaphylactic, or other hypersensitivity reactions to chimeric or
humanized antibodies or fusion proteins

Known dihydropyrimidine dehydrogenase (DPD) deficiency

Pregnancy or lactation. & serum pregnancy test is reguired within 7 days prior to start of study

induction freatment, or within 14 days with a confirmatory urine pregnancy test within 7 days prior
start of study induction treatment

. For women who are not post-menopausal (< 12 months of non-therapy-induced amenorrhea) or

surgically sterile (absence of ovaries andfor uterus): refusal to use a highly effective contraceptive
method (i.e. with a failure rate of < 1% per year such as sexual abstinence, hormonal implants,
combined oral contraceptives, vasectomised partner), during both the Induction and Maintenance
Treatment Phases and for at least 7 months after the last dose of study medication. Periodic
abstinence [g.g., calendar, ovulation, symptothermal, postovulation methods] and withdrawal are
not acceptable methods of confraception. & combination of male condom with cap, diaphragm or
sponge with spermicide (double barrier methods) is not considered highly effective, birth control
methods. Acceptable methods of contraception may include total abstinence in cases where the
lifestyle of the patient ensures compliance. A vasectomised pariner iz a highly effective birth
control method provided that partner is the sole sexual partner of the MODUL tral participant and
that the vasectomised partner has received medical assessment of the surgical success. Some of
the study-related medication, such as vemurafenib may decrease the plasma exposure of those
hormonal contraceptives predominantly metabolized by CYP34A4. In these cazes, the use of an
alternate highly effective method of contraception must be considered.

For men: refusal to use a highly effective contraceptive method (i.e. with a failure rate of = 1% per
year such as vasectomy, sexual abstinence or female partner use of hormonal implants or
combined oral contraceptives) during both the Induction and Maintenance Treatment Phazes and
for a period of at least 6 months after the last dose of study medication. Periodic abstinence [e.q9.,
calendar, ovulation, symptothermal, postovulation methods] and withdrawal are not acceptable
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methods of contraception. A combination of male condom with either cap, diaphragm or sponge
with spermicide {double bamier methods) is not considered highly effective, birth control methods.
Acceptable methods of contraception may include total abstinence in cases where the lifestyle of
the patient ensures compliance. A vasectomised MODLUL trial paricipant is a highly effective birth
control method provided that the MODUL trial participant has received medical assessment of the
surgical success. Men must also agree not to donate sperm for at least & months after their last
doze of study drug.

Cohort-Specific Exclusion Criteria

The following criteria will be assessed following biomarker-based cohort assignment:

Additional criteria for Cohort 1

1.

Have not provided informed consent to participate in Cohort 1.

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-specific
conzent after cohort assignment and prior to cohort-gpecific eligibility assessments other than
eligibility assessments already conducted as part of routine care.

Inakility to swallow pills.

Refractory nausea and vomiting, malabsorption, external biliary shunt or significant bowel
resection that would preclude adequate absorption.

History or presence of clinically significant ventricular or atrial dysrhythmias =2 NCI CTCAE
Grade 2

Commected QT (QTc) interval = 450 msec as assessed within 3 weeks prior to randomization, long
QT syndrome, uncorrectable electrolyte abnormalities (including magnesium) or requirement for
medicinal products known to prolong the QT interval

For women who are not post-menopausal (= 12 months of non-therapy-induced amenorrhea) or
surgically sterile (absence of ovaries andfor uterus): refusal to use an altemate highly effective
contraceptive method (i.e. with a failure rate of < 1% per year such as sexual abstinence,
vasectomised partner) other than hormonal contraceptives, during both the Induction and
Maintemance Treatment Phases and for at least 7 months after the last dose of study medication.
Yemurafenib may decrease the plasma exposure of those homonal contraceptives
predominantly metabolized by CYP34A4.

ECOG PS5 = 2.

Mote: Due to the potential risks associated with treatment in the experimental arm of Cohort 1,
patients with ECOG PS5 = 2 and a low body mass index (BMI) must be judged by the Investigator
as adequately physically fit to receive treatment with 5-FU/LY + cetuximal + vemurafenib to be
congzidered eligible. See protocol Section 4.3.2.2.2

Additional criteria for Cohort 2

1.

Have not provided informed consent to participate in Cohort 2

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-zpecific
consent after eohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Known hypersensitivity or allergy to Chinese hamster ovary cell products

History of autoimmune disease including but not limited to myasthenia gravis, myositis,
autoimmune hepatitis, systemic lupus enythematosus, rheumatoid arthntis, inflammatory bowel
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disease, wvascular thrombosis associated with antiphospholipid syndrome, Wegener's
granulomatosis, Sjigren’s syndrome, Guillzsin-Barré syndrome, multiple sclerosis, vasculitis, or
glomerulonephritis (see Appendix 9 for a more comprehensive list of autoimmune diseases)

Patients with the following are eligible:

— a history of autoimmune-related hypothyroidism on a stable dose of thyroid replacement
hormone

— controlled Type 1 diabetes mellitus on a stable insulin regimen

— eczema, psoriasis, lichen simplex chronicus, or vitiligo with dermatologic manifestations only
(e.g. patients with psoratic arthritis would be excluded) are pemmitted provided that they
meet the following conditions:

= rash must cover less than 10% of body surface area (BSA)

= disease is well controlled prior to randomization and only reguires low potency topical
steroids
= no acute exacerbations of undedying condition within the previous 12 months (not
requiring PUVA [psoralen plus ultraviolet & radiation], methotrexate, retincids, biclogic
agents, oral calcineurin inhikitors, high potency or oral steroids)
4. Prior allogeneic bone marrow transplantation or prior solid organ transplantation
5. History of idiopathic pulmonary fibrosis (including pneumonitis), drug-induced pneumonitis,
organizing pneumonia (i.e., bronchicliis obliterans, cryptogenic organizing pneumonia), or
evidence of active pneumaonitiz on most recent chest imaging (CT scan or MEI)

Mote: History of radiation pneumonitis in the radiation field (fibrosis) is permitted.

6. Positive test for human immunodeficiency virus (HIV)

Active hepatitis B (defined as having a positive hepatitis B surface antigen [HBsAg] test prior to
randomization) or hepatitis C

Mote: Patients with past hepatitis B virus (HBY) infection or resolved HBY infection {defined as
having a negative HBsAg test and a positive antibody to hepatitis B core antigen [anti-HBc]
antibody test) are eligible.

Patients positive for hepatitis C virus (HCV) antibody are eligible only if polymerase chain reaction
(PCR) is negative for HCY RMA.

Active tuberculosis

Severe infection within 4 weeks prior to start of maintenance treatment including, but not limited to,
hospitalization for complications of infection, bacteremia, or severe pneumonia; has signz or
symptoms of significant infection or has received oral or IV antibictice within 2 weeks prior to start
of maintenance treatment.

Mote: Patients receiving prophylactic antibiotics (e.g. for prevention of a urinary tract infection or
chronic cbstructive pulmonary disease) are eligible.

10. Administration of a live, attenuated vaccine within 4 weeks prior to start of study maintenance
treatment or anticipation that such a live attenuated vaccine will be reguired during the study

11. Prior treatment with CD137 agonists, anti-CTLA4, anti-PD-1, or anti-PD-L1 therapeutic antibody
or pathway-targeting agents

12. Treatment with systemic immunostimulatory agents (including but not limited to interferons or
interleukin-2) within 4 weeks or five half-lives of the drug, whichever is longer, prior to start of
study maintenance treatment

13. Treatment with systemic corticostercids or other systemic immunosuppressive medications
(including but not limited to prednisone, dexamethasone, cyclophosphamide, azathioprine,
methotrexate, thalidomide, and anti-lumour necrosis factor [TNF] agents) within 2 weeks prior to

Bevacizumab — F. Hoffmann-La Roche Ltd
Protocol MO29112, Version & 26

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 4 (Version 1.0) 59



14.

start of study maintenance treatment, or requirement for systemic Immunosuppressive
medications during the trial.

Maote: The use of inhaled corticostercids for chronic obstructive pulmonary disease (= 100 mg oral
prednisone or equivalent), mineralocorticoids (e.q., fludrocortisone) for patients with orthostatic
hypotension, and low-dose supplemental coricostercids for adrenocortical insufficiency are
allowed.

Patientz who have received acute, low-dose (= 10 mg oral prednizone or equivalent), systemic
immunosuppressant medications may be enrolled in the study after discussion with and approval
by the Medical Monitor.

If receiving a RANEKEL inhibiter (e.g. dencsumab), unwilling to adopt alternative treatment such as
(but not limited to) bisphosphonates, while receiving atezolizumab.

Additional criteria for Cohort 3

1.

10.

1.

Have not provided informed consent to paricipate in Cohort 3

Mote: At study centers where a single informed consent form is used, informed consent to
participate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohont-specific
consent after cohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Inability to swallow pills

Left wentricular ejection fraction (LVEF) < 50% as assessed after completion of induction
treatment by either 20 echocardiogram (ECHO) or multiple-gated acquisition (MUGA) (ECHO is
the preferred method).

Clinically significant cardiovascular disease, including unstable angina, history of or active
congestive heart failure of =2 NYHA Grade 2, history of or ongoing serious cardiac arrhythmia
requiring treatment (except for controlled atrial fibrillation andfor paroxysmal supraventricular
tachycardia).

Current uncontrolled hypertension (systolic = 150 mmHg andfor diastolic = 100 mmHg) with or
without medication

Current dyspnoea at rest due to complications of advanced malignancy or other dizsease requiring
confinuous oxygen therapy

Insulin-dependent diabetes
Current known infection with HI'V, HBY, or HCV (active infection or camiers)

Requirement for concurrent use of the antiviral agent sorivudine (antiviral) or chemically related
analogues, such as brivudine

Malabsorption syndrome, disease significantly affecting gastrointestinal function, resection of the
stomach or small bowel, or ulcerative colitis

Known hypersensitivity to murine proteinz

Additional Criteria for Cohort 4

1.

Have not provided informed consent to paricipate in Cohort 4

Mote: At study centers where a single informed consent form is used, informed consent to
parficipate in any maintenance cohort will have already been provided at study entry. Patients
enrolled at centers using two informed consent forms must provide maintenance cohort-specific
consent after eohort assignment and prior to cohort-specific eligibility assesaments other than
eligibility assessments already conducted as part of routine care.

Inability to swallow medications
Known hypersensitivity or allergy to Chinese hamster ovary cell products
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4. History of autcimmune disease including but not limited to myasthenia gravis, myositis,
autocimmune hepatitis, systemic lupus erythematosus, rheumatoid arthrtis, inflammatory bowel
disease, wvascular thrombosis associated with antiphospholipid syndrome, Wegener's
granulomatosis, Sjigren’s syndrome, Guillain-Barré syndrome, multiple sclerosis, vasculiis, or
glomerulonephritis (see Appendix @ for a more comprehensive list of autoimmune diseases)

Patients with the following are eligible:

— a history of autoimmune-related hypothyroidism on a stable dose of thyroid replacement
hormone

— confrolled Type 1 diabetes mellitus on a stable insulin regimen

— ecZema, psoriasis, lichen simplex chronicus, or vitiligo with dermatologic manifestations only
(e.g. patientz with psoriatic arthritis would be excluded) are permitied provided that they
meet the following conditions:

= rash must cover less than 10% of body surface area (BSA)

= disease iz well controlled prior to randomization and only requires low potency topical
stercids

= no acute exacerbations of underlying condition within the previous 12 months (not
requiring PUVA [psoralen plus ultraviolet A radiation], methotrexate, retinoids, biclogic
agents, oral calcineurin inhikitors, high potency or oral steroids)

5. History of idiopathic pulmonary fibrosis (including pneumonitis), drug-induced pneumonitis,
organizing pneumonia (i.e., bronchicliis obliterans, cryplogenic organizing pneumonia), or
evidence of active pneumaonitis on most recent chest imaging (CT scan or MEI)

Mote: History of radiation pneumonitis in the radiation field (fibrosis) is permitted.

Malabsorption condition that would alter the absorption of orally administered medications
Amylase or lipase = 1.5 = LULN within 14 days prior to maintenance treatment initiation
Serum albumin < 2.5 gfidL

oomNEm

LVEF < institutional lower limit of nomnal or < S0%, whichever is lower.

10. Poorly controlled hypertension, defined as a blood pressure consistently above 150090 mmHg
despite optimal medical management.

11. Uncontrolled pleural effusion, pericardial effusion or ascites requiring repeated drainage more
than once every 28 days. Indwelling drainage catheters (e.g. Pleurx®) are allowed.

12. Unstable angina, new onset angina within last 3 months, myocardial infarction within last 6
months and current congestive heart faillure =z NYHA Grade 2

13. History of stroke, reversible ischemic neurclogical defect, or transient ischemic attack within &
months prior to initiation of maintenance treatment

14. History or evidence of intracranial hemomhage or spinal cord hemorrhage
15. Evidence of clinically significant vasogenic edema

16. Any hemorrhage or bleeding event 2 NCI CTCAE Grade 3 within 28 days prior to initiation of
maintenance treatment

17. History or evidence of retinal pathology on ophthalmologic examination that is considered a nisk
factor for central serous retinopathy, retinal vein occlusion, or neovazscular macular degeneration

Patients will be excluded if they currently have any of the following risk factors for retinal vein
occlusion:

—  Uncontrolled glaucoma with infra ocular pressure =z 21 mmHg

—  Uncontrelled hyperchelesterolemia = 300 mgfdL or 7.75 mmolfL

—  Uncontrelled hypertriglyceridemia = 300 mg/dL or 3.42 mmol/L

—  Fasting hyperglycemia = 160 mg/dL or 8.9 mmaol/L
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18.
19.

20.
21.

22,
23.

24,

25.

26.

27.

28.

29.

Positive HI' test
Active hepatitis B (defined as having a positive HBsAg test prior to randomization) or hepatitis C

Mote: Patients with past HBY infection or resolved HBY infection (defined as having a negative
HBsAqg test and a positive anti-HB«¢ antibody test) are eligible.

Patients positive for HCV antibody are eligible only if PCR is negative for HCWV RNA.

Active tuberculosis

Severe infection within 4 weeks prior to start of maintenance treatment including, but not limited to,
hospitalization for complications of infection, bacteremia, or severe pneumocnia;, has signs or
symptoms of significant infection or has received oral or IV antibiotics within 2 weeks prior to start
of maintenance treatment.

Mote: Patients receiving prophylactic antibiotics (e.g. for prevention of a urinary tract infection or
chronic obstructive pulmonary disease) are eligible.

Prior allogeneic bone mamow transplantation or prior solid organ transplantation

Administration of a live, attenuated vaccine within 4 weeks prior to start of study maintenance
treatment or anticipation that such a live attenuated vaccine will be required during the study

Prior treatment with CD137 agonists, anti-CTLA4, anti-PD-1, or anti-PD-L1 therapeutic antibody
or pathway-targeting agents

Prior treatment with a MEK or ERK inhibitor

Treatment with systemic immunostimulatery agents (including but not imited to interferons or
interleukin-2) within 4 weeks or five half-lives of the drug, whichever is longer, prior fo start of
study maintenance treatment

Treatment with systemic coricosteroids or other systemic immunosuppressive medications
(including but not limited to prednizone, dexamethasone, cyclophosphamide, azathioprine,
methotrexate, thalidomide, and anti-THMF agentz) within 2 weeks pror to start of study
maintenance treatment, or requirement for systemic immunosuppressive medications during the
trial.

Mote: The uze of inhaled corticostercids for chronic obstructive pulmonary disease (= 10 mg oral
prednisone or eguivalent), and mineralocoricoids (e.q., fludrocorisone) for patients with
orthostatic  hypotension, and low-dose supplemental corticostercids  for  adrenocortical
insufficiency are allowed.

Mote: Patients who have received acute, low-dose (= 10 mg oral prednisone or equivalent),
systemic immunosuppressant medications {e.g. a one-time dose of dexamethasone for nausea)
may be enrolled in the study after discussion with and approval by the Medical Monitor.

If receiving @ RAMKL inhibitor (e.g. denosumab), unwilling to adopt altemative treatment such as
(but not limited to) bisphosphonates, while receiving atezolizumakb.

Consumption of foods, supplements or drugs that are potent CYP3A4 enzyme inducers or
inhibitors = 7 days before initiation of study maintenance treatment or expected concomitant use
during maintenance treatment. These include 5t John's wort or hyperforin {potent CYP344
enzyme inducer) and grapefruit juice (potent cytochrome P450 CYP34A4 enzyme inhibitor).

Length of Study

Study recruitment started in April 2015, Patient scresning was temporarnily suspended beginning in
June 2016 for the addition of maintenance Cohorts 3 and 4. Screening and enrolment were again
suspended in February 2018 to accommodate closure of accrual to Cohort 4. Study enrclment will not
be re-opened. The entire study duration is estimated to be approximately 5 years.
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End of Study

The end of the study iz defined as the date when all study patients have dizcontinued study treatment
and completed the adverse event reporting period and, if applicable, cohor-specific post-treatment
follow-up safety assessments (see protocol Section 5.3.1 for adverse event reporting periods and
post-treatment follow-up safety assessmentz). After this, the trial will end and no further data will be

collected in the clinical database for this study.

Continued access to Roche investigational medicinal products (IMP3) used in the study will be in
accordance with the Roche Global Policy on Continued Access to Investigational Medicinal Product.

Efficacy Outcome Measures

All Cohoris

Efficacy ocutcome measures will be assessed within each cohort (experimental arm vs. control am)
during the Maintenance Treatment Phase.

Primary

PFS defined as the time from randomisation into the Maintenance Treatment Phase until dizsease
progression per Investigator assessment wsing RECIST 1.1 or death from any cause, whichewver
occurs first.

Secondary

+ 05, defined as the time from randomisation into the Maintenance Treatment Phase to death from
any cause

* ORR (defined as PR or CR) during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at the end of the Induction Treatment Phase.

+* [DCR (defined as CR, PR or 50) during the Maintenance Treatment Phase. Response will be
determined by the Investigator according to RECIST 1.1 based on comparisons to the tumour
assessment done at the end of the Induction Treatment Phase.

+ TTR defined as the time from randomisation into the Maintenance Treatment Phase to the first
subzequent cccumence of a documented objective response (PR or CR), as determined by the
Investigator according to RECIST 1.1.

+ [DOR, defined as the time from the first occurrence of a documentad objective responzse (PR or
CR) during the Maintenance Treatment Phase to the time of progression, as determined by the
Investigator according to RECIST 1.1, or death from any cause

+ ECOG performance status during and after treatment

Safety Outcome Measures

All Cohaorts

The safety outcome measures for this study are as follows:

+ |ncidence, nature and severity of all adverse events (graded according to NCI CTCAE v4.0)
* |ncidence and nature of all Grade 3 — 5 AEs

* Grade 5 AEs or AEs leading to death on study treatment

* Al SAFEs
+ |ncidence and reasons for any premature dizcontinuation of any component of study treatment
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* |ncidence and reasons for any dose reductions or interruptions of any component of study
treatment

+  AFEs of special interest

*  Clinically significant changes in laboratory values

Adverse eventz refer to all treatment-emergent adverse events occurring after the initiation of study
medication (i.e. on or after Day 1, Cycle 1 of the Induction Treatment Phase). AEs will continue to be

collected during the Maintznance Treatment Phase and Post-Treatment Follow-up Phase as
applicable.

Exploratory Outcome Measures

Cohorfs 2 and 4- Experimental Arms Only

PFS in patients treated with atezolizumab defined as the time from randomisation into the
Maintenance Treatment Phase wuntil diseasze progression per Investigator assessment using
mRECIST or death from any cause, whichever ocours first.

All Coharls

The exploratory biomarker and microbiome outcome measures for thiz study include molecular
markers/marker profiles and efficacy and/or safety outcomes. Efficacy outcomes considered for this
analysis may include, but are not limited to, ORR, PFS and 05, as appropriate. Biomarkers,
biomarker profiles and microbiomes may be assessed using various methodologies including, but not
limited to, immunohistochemistry (single and multiplex), RNA and DMNA analysis (2.9 polymerase
chain reaction; next generation seguencing; and mutation, expression and microsatellite instability
analyses) of tumour and blood samples collected from all study patients as well az additional tumour
zamples and stool samples collected from patients participating in the Supplemental Biomarker
Program.

Study Treatment

Induction Treatment Phase

All Coharls

All patients will receive 4 months of study treatment in the Induction Treatment Phase. Treatment
during this phase, based on Investigator's choice, will be either:

+  gight 2-week cycles of 5-FULY and oxaliplatin (FOLFOX) in combination with bevacizumab
or

*  s5ix 2-week cycles of FOLFOX in combination with bevacizumakb, followed by two 2-week cycles of
3-FULY with bevacizumab

and should be in accordance with locally approved prescribing information including any
recommendations for pre-treatment (i.e. antiemetic therapies). The |nvestigator will select the
FOLFOX regimen (eg. FOLFOX-4, FOLFOX-5, modified FOLFOX-6, FOLFOX-T or modified
FOLFOX-T, see Appendix §) also in accordance with local standards.

Maintenance Treatment Phase

All Coharls

Each cohort will contain an experimental treatment arm based specifically on the patient's biomarker
status based on the patient’s archival tumour sample from the initial diagnosis (see Appendix 17 for
additional detailz on cohort assignment). Patients with an adequate tumour sample but with unknown
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biomarker status due to lack of determinant result (e.g. due to technical issues) may still be ligible
depending on the addition of future cohors. Each cohort will also include a control treatment am
containing a fluoropyrimidine and bevacizumab. Maintenance treatment will begin within 3 weeks of
completing induction treatment.

For patients in Cohorts 1 and 3, and the control arms of Cohorts 2 and 4, study treatment during the
Maintenance Treatment Phase will continue until disease progression (based on Investigator's
assessment according to RECIST 1.1), unacceptable toxicity, initiation of another anti-cancer therapy,
patient or physician decision to discontinue, or patient death, whichever occurs firat.

For patients randomised to the experimental arms of Cohorte 2 and 4 (i.e. patients who are receiving
atezolizumak), study treatment during the Maintenance Treatment Phase may continue after the first
tumour assessment showing progression per RECIST 1.1 as long as they meet the following criteria
as assessed by the Investigator:

= Evidence of clinical benefit

+ Absence of symptoms and signs (including worsening of laboratory values, e.g. new or worsening
hypercalcasmia) indicating unequivocal progression of disease

+ Mo decline in ECOG performance status that can be attributed to disease progression

+ Abhsence of tumour progression at critical anatomical sites (2.g. leptomeningeal disease) that
cannot be managed by protocol-allowesd medical interventions

Treatment should be discontinued if the next follow-up tumour assessment continues to demonstrate
progression per RECIST 1.1 {as compared to the assesament at the end of induction treatment). If the
next tumour assessment does not show progression per RECIST 1.1, the patient may continue
maintenance treatment until such time as the treatment continuation criteria above are no longer met
and/or two sequential fumour assesasments show progression per RECIST 1.1.

Atezolizumab treated patients may be discontinued from study treatment during the Maintenance
Phase for the following reasons other than loss of clinical benefit or persistent progression:
unacceptable toxicity, initiation of anmother anti-cancer therapy, patient or physician decision to
discontinue, or patient death, whichever occurs first.

Dose reductions or interruptions of IMPs are only allowed as recommended in the applicable
Investigator's Brochure. |If any drug of any study treatment regimen in either the Induction or
Maintenance Treatment Phase iz dizscontinued or held for = 21 days, approval from the Medical
Monitor will be required before treatment can be re-initiated. ¥ Medical Monitor approval is not
obtained, the patient will come off all study treatment and will enter the Post-Treatment Follow-up
Phase.

All Cohoris - Confrol Arms

The maintenance treatment regimen is the same for the control arms of all cohorts.

Fluoropyrimidine (5-FU/LV or capecitabine): dose and schedule will be according to local label,
where applicable, or otherwise will be determined per the Investigator's discretion. Administration
should be according to local prescribing information.

Bevacizumab: 5 mg'kg via 15 — 30 minute IV infusion on Day 1 of every 2-week cycle.
Bevacizumab should be prepared and administered in accordance with local prescribing
information.

Cohort 1 — Experimental Arm

Patients assigned to the experimental arm of Cohort 1 with an ECOG PS5 =2 and a low BMI must be
carefully azssessed by the Investigator for physical fitness adequate for receipt of this regimen prior to
initiating treatment. Such patients must be clozely monitored through the maintenance treatment
period.
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5-FU: The first six patients in this cohort received 1,600 mg/m? 5-FU administered via 46-hour IV
infusion, in combination with L' 400 mg/m* administered via 2-hour infusion, on Day 1 of every 2-
week cycle.  Subsequent patients in this cohort will receive 1,600 - 2400 mg/m?* 5-FLU
administered via 46-hour I'V infusion (I bolus is not permitted), in combination with L' 400 mg/m?
administered via 2-hour infusion, on Day 1 of every 2-week cycle.

Cetuximab: The dose and scheduling of cetuximab is 500 mgim? via IV infusion on Day 1 of
every 2-week cycle. Cetuximab must be administered in hospital under the supervigion of a
physician experienced in the use of antineoplastic medicinal products. Cetuximab must be
administered via infusion pump or syringe pump at a rate not exceeding S ma/min for the first
administration and 10 mg/min for subsequent administrations. Close monitoring is required during
the infusion and for at least 1 hour after the end of the infusion. Availability of resuscitation
equipment must be ensured. Prior to the first infusion of cetuximab, patients must receive
premedication with an antihistamine and a corticostercid. Thiz premedication is recommended
prior to all subsequent infusions. Refer to cetuximab Package Insert (Appendix 14).

Vemurafenib: The dose and scheduling of vemurafenil i 960 mg b.i.d by mouth. Vemurafenib
should be taken at approximately the same times each day, the first doze is to be taken in the
moming and the second dose iz to be taken approximately 12 hours later in the evening. Each
dose should always be taken in the same manner i.e. either with or without a meal. Missed doses
will not be made up.

Mote: A safety run-in review of the first six patients treated with the experimental combination of
"-FUILY + cetuximab + vemurafenib’ was conducted in February 2016. The iDMC recommended
that patients allocated fo this regimen may now receive 5-FU at doses up to 2,400 mg/m2. The
iDMC  will continue to monitor initial patients in this regimen treated with 5-FU doses
= 1,600 mgi/m? and have also recommended that patients with ECOG PS = 2 and a low BMI be
carefully assessed by the Investigator for physical fitness adequate for receipt of this regimen.

Cohaort 2 - Experimental Ammn

Fluoropyrimidine (5-FU/LV or capecitabine): 1,600 — 2,400 mg/m? 5-FIJ administered via 46-
hour IV infusion (I bolus is not permitted) on Day 1 of every 2-week cycle, and LYV 400 mg/m?
administered via a 2-hour infusion on day 1 every 2 weeks; or 1000 mag/m?® twice-daily
capecitabine (b.i.d.) by mouth given days 1-14 every 2 weeks followed by a one-week treatment
break.

Bevacizumab: The dose and schedule of bevacizumab is 5 mg'kg via 15 — 30 minute |V infusion
on Day1 of every Z-week cycle. Bevacizumab should be prepared and administered in
accordance with local prescribing information. Patients may be at risk of developing infusion /
hypersensitivity reactions with bevacizumab. Close obhservation of the patient during and following
the administration of bevacizumab iz recommended as expected for any infusion of a therapeutic
humanised monockonal antibody. If a reaction occurs, the infusion should be dizcontinued and
appropriate medical therapies should be administered. A systematic premedication iz not
warranted.

Atezolizumab: Atezolizumab is administered at a fixed dose of 800 mg via 60-minute [V infusion
on Day 1 of every 2-week cycle. Atezolizumab must be administered in hospital under the
supervision of a physician experienced in the use of anfinecplastic medicinal products. For the
first infusion, the patient's wvital signs (heart rate, respiratory rate, blood pressures, and
temperature) should be determined within 60 minutes before the infusion, every 15 * 5 minutes
during the infusion, and 30 £ 10 minutes after the infusion. For subsequent infusions, vital signs
will b2 collected within 60 minutes before the infusion and should be collected during or after the
infugion if clnically indicated or if symptoms occurred in the prior infugion. If the initial infusion is
well tolerated, subsequent infusions will be done over a 30-minute time period. Mo premedication
iz indicated for the first dose of atezolizumab. Patients who experience an infusion-related
reaction with Cycle 1 of atezolizumab may receive premedication with antihistamines or
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antipyretics/analgesics (e.g. acetaminophen) for subsequent infusions. The rate of atezolizumab
infusion should be modified in the event of an infusion-related reaction.

Cohort 2 - Experdmental Arm

Capecitabine, trastuzumab and pertuzumab will be administered according to the doses and
schedules described below. For the first treatment cycle, pertuzumab should be administered on
Day 1, followed by the first dose of frastuzumab and capecitabine on Day 2. If the administration
of all three agents is well tolerated in the first freatment cycle, they may be given sequentially on
Day 1 (pertuzumab and trastuzumab should not be mixed in the same infusion bag) in
subzequent cycles thereafter. If a patient cannot tolerate all three drugs given on the same day,
periuzumab should continue to be delivered on Day 1, with trastuzumab and capecitabine
delivered on Day 2 for subsequent treatment cycles.

Capecitabine: 1000 mg/m? twice-daily capecitabine (bi.d.; for a total daily dose of 2000 mg/m=)
by mouth given days 1-14 every 2 weeks followed by a one-week treatment break administerad in
accordance with local prescribing information. See Appendix 7 for capecitabine dose calculations
by body surface area with comesponding tablet counts.

Trastuzumab: Trastuzumab is administered by I infusion on Day 1 of every 3-week treatment
cycle at an initial loading dose of 8 moglkg followed by & mgfkg for subsequent doses.
Trastuzumakb must be administered in hospital under the supervision of a physician experienced
in the use of antineoplastic medicinal products. The first infusion should be delivered over
S0 minutes followed by a 60 minute cbservation period. If the first infusion is well tolerated
without infusion-associated AEs, the second and subseguent infusions may be delivered over
30 minutes with an observation period of 30 minutes. Longer infusion andfor observation times
can be maintained if there is any doubt about tolerability. Mo premedication will be allowed for the
first dose of trastuzumab. Premedication may be administered for subsequent cycles at the
discretion of the treating physician. The rate of trastuzumab infusion should be modified in the
event of an infusion-related reaction.

Pertuzumab: Pertuzumab iz administered by IV infusion on Day 1 of each 3-week treatment
cycle at an initial fixed loading dose of 840 mg followed by 420 mg for subsegquent doses.
Pertuzumab must be administered in hospital under the supervision of a physician experienced in
the use of antineoplastic medicinal productz. The first infusion should be delivered over
&0 minutes followed by a 60 minute observation period. The observation period for subseguent
infusions may be between 30 and 60 minutes if the first infusion is well tolerated without infusion-
associated AEs. No premedication will be allowed for the first dose of pefuzumab. Premedication
may ke administered for subsequent cycles at the discretion of the treating physician. The rate of
periuzumab infusion should be modified in the event of an infusion-related reaction.

Cohort 4 - Experimental Armn

In an Urgent Safety Measure Letter dated July 25, 2018, the Sponsor advised investigators to strongly
consider discontinuing treatment in any Cohort 4 patients receiving expermental treatment.
Investigators were advised to discuss appropriate next treatment oplions, including combination
treatment with a fluoropyrimidine plus bevacizumab, with patients discontinuing experimental
treatment. Please refer to protocol Section 3.1.2.4 for further details of the basis for Sponsor
decisions for Cohort 4 and management of ongoing patients randomized to the experimental arm.

Cobimetinib: Cobimetinib iz administered orally at a dose of 60 mg for 3 weeks followed by a
1 week treatment break (21/7 schedule). Treatment cycle length in this arm is 2 weeks.
Cobimetinik will be administered daily every day of each odd numbered 2-week treatment cycle,
and for the first ¥ days only of each even numbered 2-week treatment cycle. Cobimetinib should
be taken at the same time every day with or without food. If a dose is missed or vomiting occurs
when a dose iz taken, dosing should be resumed at the next scheduled dose.
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Atezolizumab: Atezolizumab is administered at a fixed dose of 840 mg via 60-minute 'Y infusion
on Day 1 of every 2-week cycle. Atezolizumab must be administered in hospital under the
supervision of a physician experienced in the use of antineoplastic medicinal products. For
anaphylaxis precautions, see Appendix 16. For the first infusion, the patient's vital signs (heart
rate, respiratory rate, blood pressures, and temperature) should be determined within 60 minutes
before the infusion, every 15 = 5 minutes during the infusion, and 30 = 10 minutes after the
infusion. For subseguent infusions, vital signs will be collected within 60 minutes before the
infusion and should be collected during or after the infusion if clinically indicated or if symptoms
occurred in the prior infusion. If the initial infusion iz well tolerated, subsequent infusions will be
done over a 30-minute time perod. Mo premedication is indicated for the first dose of
atezolizumab. Patients who experience an infusion-related reaction with Cycle 1 of atezolizumak
may receive premedication with antihistamines or antipyreticsfanalgesics (e.g. acetaminophen)
for subsequent infusions. The rate of atezolizumab infusion should be modified in the event of an
infusion-related reaction.

Post-Treatment Follow-up Phase

All Cohorts

Second-line treatment during the Post-Treatment Follow-up Phase is at the Investigator's discretion.
However, patients who received atezolizumab should not receive other immunomeodulatory agents for
10 weeks after maintenance treatment discontinuation.

BRAF" Pafients and Eany Disease Progression

Exceptionally, BRAF™MSS patients experiencing early disease progression during the induction
treatment will have the opfion of proceeding immediately to receive second-line treatment with 5-
FU/LY, cetuximab and vemurafenib. These patients will be followed for safety and efficacy in
accordance with the Maintenance Treatment Phase Schedule of Assessments (including eligibility,
biomarker sampling and post-treatment follow-up) for Cohort 1 (see Appendix 2) and will be managed
according to protocol recommendations and requirements for the experimental arm of Cohort 1.

Similary, BRAF™/MSI-H patients experiencing early disease progression during induction treatment
will have the option of proceeding immediately to receive second-line treatment with a
flugropyrimidine (5-FU/LY or capecitabine), bevacizumab, and atezolizumab. These patients will be
followed for safety and efficacy in accordance with the Maintenance Treatment Phase Schedule of
Assessments (including eligibility, biomarker sampling and post-treatment follow-up) for Cohort 2 (see
Appendix 3) and will be managed according to protocol recommendations and requirements for the
experimental arm of Cohort 2.

Investigational Medicinal Products

The IMPs used in this study include:

#  all non-fluoropyrimidine agents comprising the experimental arms of each maintenance treatment
cohort (ie. eetuximab and vemurafenib in Cohort 1, bevacizumalb and atezolizumab in Cohort 2,
trastuzumab and pertuzumakb in Cohort 3, cobimetinib and atezolizumak in Cohort 4)

*  bevacizumab in the Induction Treatment Phase
*  bevacizumab in the control ams of each maintenance treatment cohort

+  cetuximab, vemurafenib, bevacizumab and atezolizumab administered as optional second-line
treatments to early progressing BRAF™® patients

Mon-Investigational Medicinal Products

Mon-IMPs used in this study include all fluoropyrimidine agents (i.e. 5-FU and capecitabing) and
leucovorin adminigtered during the Induction and Maintenance Treatment Phases and as optional
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second-line treatment to eary progressing BRAF™ patients. Oxaliplatin administered as part of
induction treatment is also considered a non-IMP.

Statistical Methods

All Cohoris

The cohorts will be based on different biomarkers (see Appendix 17), with each cohort consisting of
an expenmental treatment arm and a control arm. The inclusion of a control group allows
digerimination of patient outcomes caused by the experimental treatment from ocutcomes caused by
other factors. Randomisation avoids systematic differences (bias) between the groups with respect to
known or unknown baseline variables that could affect outcome. The treatment for patients in the
control arms represents standard of care.

The primary objective of the study is to evaluate PFS per RECIST 1.1 within each cohort.

Praovided the iDMC does not recommend discontinuation of enrclment to a cohort or enrolment is not
otherwise discontinued prior to a cohort reaching its target sample size, the primary analysis will occur
for each cohort when the target number of PFS events has been reached. Secondary endpoints will
also be summarised at this time. Analyses of any cohort closed to accrual before its target sample
zize is reached will be described in an AP and will depend on accrual at the time of closure.

ate on statistical analysis plans and cohort status following premature closure of study enrolment:
Accrual to Cohort 2 was completed in November 2016, Accrual to Cohort 4 was closed in February
2018 due to iDMC recommendations as a result of an unfavourable benefit-risk evaluation (see
protocol Section 3.1.2.4). Study enrolment was suspended at the time of discontinuation of accrual to
Cohort 4 {(February 2018) and will remain permanently closed to further enrolment. Cohorts 1, 3 and 4
will not reach their target sample size. As originally planned for cohorts reaching their target number
of PFS events (applies to Cohort 2 only), an update analysis of efficacy and safety parameters will be
conducted based on 24 months survival follow-up after the clinical cut-off date (CCOD) for the primary
analyzis. The CCOD for the Cohort 2 primary analysis was May 31, 2017. The Cohort 2 update
analysis will be conducted based on a CCOD of May 31, 2019, The primary analysis for cohoris 1, 3
and 4 will be conducted at the same time as the Cohort 2 update analysis (i.e. based on the same
CCOD of May 31, 2019).

The final study analysis for all cohoris will be conducted after all patientz in the study have
discontinued study treatment and completed the adverse event reporting pericd and any applicable
post-treatment follow-up safety assessments (see protocol Section 5.3.1 for adverse event reporting
periods and post-treatment follow-up safety assessments). Data will be summarised using appropriate
summary statistics: mean, standard deviation, median, quartiles and range {minimum and maximum)
for continuous variables, and number and percentage for categorical variables.

Analysis Populations

For each cohort, the Intent-To-Treat (ITT) Population will include patients entered into the
Maintenance Treatment Phase of the study, imespective of whether or not they received study
medication. In this population, patients will be allocated to the study maintenance treatment into which
they were randomised. The ITT Population will be used for all efficacy analyses.

The Per Protocol Population will not be defined for this study but major protocol viclations will be listed.

The Safety Population will include all patients who received at least one dose of study medication
during the Induction or Maintenance Treatment Phases. Patientz will be allocated to the treatment
regimen that they actually received. The Safety Population will be used for all safety analyses.
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Statistical Hypotheses

Cohors 1 and 3

The null and akkernative hypotheszes when comparing PFS between the two randomised treatments in
Cohort 1 (Arm A: 5-FU/LY with cetuximab and vemurafenib wvs. Amn B: fluoropyrimidine and
bevacizumakb) and in Cohort 3 (&rm A: capecitabine with trastuzumab and pertuzumab vs. Arm B:
fluoropyrimidine and bevacizumalb) are:

Ha: the distribution of the PFS time is the same in the two treatment groups
PFS (Arm A) = PFS (Arm B)
Hy: the distribution of the PFS time is different in the two freatment groups
gspecifically PFS (Arm A) = PFS (Arm B)
If the hazard ratio (HR) of Arm A compared to Arm B is assumed to be constant over time, then the
null and alternative hypotheses are:
Ho:HR =1 ws. Hi-HR = 1
Due to the relatively low prevalence of mCRC patients with HERZ2+ or BRAF™ disease, the formal

statistical tests for Cohorts 1 and 3 will be one-sided and performed at an alpha level {type | error rate)
of 10%.

Cohaoris 2 and 4

The null and akkernative hypotheses when comparing PFS between the two randomised treatments in
Cohort 2 (Am A fluoropyrimidine with bevacizumab and atezolizumak vz, Arm B: flucropyrimidine
and bevacizumab) and in Cohort 4 {Arm A: cobimetinib with atezolizumab vs. Arm B: fluoropyrimidine
and bevacizumab) are:

Ha: the distribution of the PF5 time is the same in the two treatment groups
PFS (Arm A) = PFS (Arm B)
Hi: the distribution of the PFS time iz different in the two freatment groups
PFS (Arm A) # PFS (Arm B)
If the HR of Arm A compared to Arm B is assumed to be constant over time, then the null and
altemative hypotheses are:
Ha: HR =1wvs. H: HR #1

The formal statistical tests for Cohorts 2 and 4 will be two-sided and performed at an alpha level (type
| error rate) of 5%.

Primary Endpoint

All Coharts

The primary efficacy endpoint of PFS is defined as the time from randomisation into the Maintenance
Treatment Phase until disease progression per Investigator assesament using RECIST 1.1 or death
from any cause, whichever occurs first. Tumour size will be calculated using the sum of the longest
diameters of all target lesions, and reduction will be based on comparsons to the tumour assessment
done at the end of the Induction Treatment Phase.

Patients without an event will be censored at the date of their last evaluable tumour assessment or, if
thiz i= not available, at the date of randomisation. For each cohort, the primary analysis of PFS will
occur when the target number of PFS events has been reached.
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Within each cohort, PFS will be presented graphically for each treatment group using the Kaplan-
Meier method. Estimates and the comesponding 95% confidence interval will be reported by treatment
group for median survival time, and for the 4-, 6- and 12-month PF5 rates.

Within each cohort, the comparison of PFS between the treatment groups will be performed using an
unstratified log-rank test. In addition, a Cox regression will be performed with treatment and applicable
sfratification variables (biomarkers, geographic region and/or response after induction treatment) as
terms in the model. The estimated hazard ratio and itz comesponding 95% confidence interval will be
presented.

The timing and methods of the primary efficacy endpoint analyses for any cohort closed to accrual
before its target sample size is reached may differ from abowve. These will be described in the SAP
applicable to the cohort and will depend on accrual at the time of early closure.

Secondary Efficacy Endpoints

ANl Cohorts

The secondary efficacy endpoints for each cohort are 05, ORR, DCR, TTR, DoR and ECOG
performance status.

05 is defined as the time from randomisation until death from any cause. Patients who are still alive

at the time of analysiz (clinical cut-off) and patients who are lost to follow-up will be censored at their
last clinical assessment date.

Best overall response will be assessed for all patients after randomisation until disease progression.
ORR will be calculated as the proportion of patients with a best overall response of CR or PR
determined according to RECIST 1.1. ORR will be summarized and presented along with the 95%
Clopper-Pearson confidence interval.

DCR will be calculated as the proportion of patients with a best overall rezsponse of CR, PR or 3D as
determined according to RECIST 1.1. DCRE will be summansed and presented along with the 95%
Clopper-Pearson confidence interval.

TTR will be calculated as the time from randomisation to the first occurrence of a documented
objective responzse (CR or PR) determined according to RECIST 1.1.

DoR will be assessed for all patients after randomisation until PD. Only patients with a best overall
response of CR or PR per RECIST 1.1 are considered responders. The duration of response is the

time from the firat assessment of CR or PR until disease progression or death from any cause,
whichever occurs first.

The secondary time-to-event endpoints will be analysed by the same methods and at the same time
as the primary endpoint.

ECOG performance status will be summarised over time.

Safety Endpoints

All Cohorls

Verbatim adverse event (AE) data will be mapped to Medical Dictionary for Regulatory Activities
{MedDRA) thesaurus terms.

All treatment-emergent AEs occurring during or after the first dose of study medication will be
summarized by treatment group in frequency tables, as follows:

+ By preferred term and system organ class

+ By severity of all adverse events (graded according to NCI CTCAE v4.0)
* i(srade 3 -5 AEs

* (Grade 5 AEs or AEs leading to death on study treatment
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*  All SAEs

+ AFEs lzading to premature discontinuation of any component of study treatment

+ AEs leading to doze reduction or interruption of any component of study treatment
+  AEs of special interest

The above safety data will be summarised separately for the Induction and Maintenance Treatment
Phases overall and by individual maintenance treatment cohort.

Deaths reported during the study treatment period and those reported during follow-up after treatment
com pletion/discontinuation will be summarised.

Study medication exposure will be separately summarised by number of cycles, duration, dose and
dose intensity.

‘Vital signs data, clinical laboratory parameters, concomitant medication and subsequent anti-cancer
therapy will alzo be summarsead.

Analysis for Exploratory Qutcome Measures

Cohorts 2 and 4 - Expenmental Arms Only

The exploratory efficacy endpoint of PFS in patients treated with atezolizumab is defined as the time
from randomisation into the Maintenance Treatment Phase until dizease progression per Investigator
assessment using mRECIST or death from any cause, whichever occurs first. Patients without an
event will be censored at the date of their last evaluable tumour assessment or, if this is not available,
at the date of randomisation. PFS may be presented graphically using the Kaplan-Meier method.
Estimates and the corresponding 95% confidence interval may be reporied for the 4-, 6- and 12-
month PFS rates.

All Cohorts

Biomarker analyses will be of exploratory nature only, utilizing all available data obtained from archival
tumour samples from initial diagnoses, all tumour and blood samples collected during the study
{including addiional tumour samples collected from Supplemental Biomarker Program participants),
and stool samples collected during the study from Supplemental Biomarker Program participants.
These analyses will be of exploratory nature only, using descriptive methods with no fixed hypotheses
testing.

With the ongoing analyses of the study's various biomarker-based cohorts, more information on the
concordance of different biomarkers will be collected and summarised. Relevant findings will be
discussed with the study's SC in order to conduct further exploratory biomarker analyses accordingly.

Interim Analyses

The iDMC will evaluate accumulating safety and efficacy data within each cohort to assure these data
continue to support an early positive benefit-risk ratio and to confirm that continued enrclment into
each cohort is appropriate. The amount of efficacy data to be assessed in a given cochort will be
determined by the IDMC at a preceding iDMC meeting. Details of this process are deserbed in the
iDMC charter. Decisions on what efficacy data have to be evaluated for each cohort will be
documented in the iDMC meeting minutes. In addition, the iDMC will review data from any safety run-
in patients required for an experimental regimen (e.g. as conducted for the initial patients treated with
the experimental combination of ‘S-FULY + cetuximab + wvemurafenib’). These safety run-ins will be
specified in the protocol.

Determination of Sample Size

Before study enrclment was closed prematurely, approximately 1,820 patients were expected to be
screened and approximately 1,400 patients were expected to be enrolled in the Induction Treatment
Phasze of the study in order to randomise the planned number of patients in each of the maintenance
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cohorts (see Table 1). Cohort 2 reached its target sample size and was closed to further accrual.
Cohort 4 was closed to accrual with 99 patients randomized (i.e. prior to reaching the target sample
size per Table 1). Due to early closure of study enrolment, target sample sizes will not be reached in
Cohort 1 {final n=60) or Cohort 2 {final n=3).

Within each cohort, the required sample size is based on the comparison of PFS between the
treatment groups and an assumed recruitment perod of 11 months for Cohorts 2 and 4. Median PFS
assumed for each cohort and treatment am are shown in Table 1.

Table 1: PES and Sample Size Estimates per Cohort

Median PFS (months)

. Control group Target Sample
Experimental Size
treatment grou (FP and
arotip bevacizumab)
Cohort 1 7 4.9 126
Cohort 2 11.5 7.5 405
Cohort 3 11.5 75 a0
Cohort 4 115 75 0=

Additional details of the sample size calculation inputs are found in the statisfical section of the
protocol.
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Appendix 2: Schedule of Assessments for All Patients (Screening / Baseline and Induction

Treatment Phase

Informed consent [d]

Screening / Baseline

Day 1
Cycle 1

Induction Treatment Phase [a]

Every 2 cycles
(every 4 weeks)

Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort

Study Treatment
Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Post-Treatment Follow-Up
Phase [c]

Every 3 months until May
31, 2019 (see Appendix 19)

Confirmation of general

Treatment Phase

eligibility [e] As required
Demographics and medical
history [f]
Vital signs and weight [g] X X X
Physical examination[h] X X X
ECOG performance status [i] X X X
Concomitant medications [j] X X X
Haematology and blood X X
chemistry [k]
INR, aPTT (select patients) [I] X
Urinalysis (dipstick) [m] X X
Pregnancy test [n] If clinically
indicated
Tumour assessments [0] Mandatory at end According to local standard of
of Induction care until disease

progression
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort

Study Treatment
Screening / Baseline Induction Treatment Phase [a] Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Post-Treatment Follow-Up
Phase [c]

Every 3 months until May
31, 2019 (see Appendix 19)

<7 Day 1 Every 2 cycles
<
< 28 days days Cycle 1 (every 4 weeks)

Archival primary tumour

tissue for biomarker X

assessment [p]

Metastatic tumour tissue for No sample

exploratory biomarker No sample collection

assessment [q] coIIecticFJ)n Supplemental

Collection of these samples Biomarker

discontinued as of May 2018 Program CLOSED

Whole blood sample [r] X

Plasma samples [r] At time of progression (if
X Cycles 4,6 and 8 patient has not yet

progressed)

Stool sample No sample

Supplemental Biomarker collection No sample

Program closed as of May Supplemental collection

2018. Collection of these Biomarker Supplemental

samples has been Program Biomarker Program

discontinued. CLOSED CLOSED

Adverse events (including .

SAES) [s] X X X Every cycle X X (as applicable)

Study medication X

administration [f] Administered every 2 weeks
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Patients who have PD during or at end of
Induction Treatment Phase or who refuse
Maintenance Treatment or who are not eligible
for any study cohort
e Post-Treatment Follow-Up
Phase [c]

Screening / Baseline Induction Treatment Phase [a] Discontinuation
Visit [b]

(= 30 days after
last dose of study
treatment)

Every 3 months until May
31, 2019 (see Appendix 19)

=7 Day 1 Every 2 cycles

<
< 28 days days Cycle 1 (every 4 weeks)

Subsequent anti-cancer X
therapies (see [c])
Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments should be performed within £ 7 days of the scheduled date.

b. Patients who experience PD during or at the end of the Induction Treatment Phase, or who refuse to go into the Maintenance Treatment Phase
or who are not eligible for any study cohort, will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study
medication. These patients will then enter the Post-Treatment Follow-up Phase. All patients need to be evaluated for potential resection of
metastasis at completion of the induction period. This is of particular importance for patients with liver metastases. If the patient is found to be
resectable they will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study treatment and will then enter the
Post-Treatment Follow-up Phase.

c. Patients in the Post-Treatment Follow-up Phase will be followed up every 3 months after their Study Treatment Discontinuation Visit. During
post-treatment follow-up subsequent anti-cancer therapies will be recorded and survival assessed up to May 31, 2019 only. Refer to Appendix
19 for management of patients based on their study status on May 31, 2019. Treatment during the Post-Treatment Follow-up Phase is at the
Investigator’s discretion; BRAF™YMSS patients experiencing early disease progression during induction treatment will have the option of
proceeding immediately to receive second-line treatment with 5-FU/LV, cetuximab and vemurafenib; BRAF™/MSI-H patients experiencing
early disease progression during induction treatment will have the option of proceeding immediately to receive second-line treatment with a
fluoropyrimidine (5-FU/LV or capecitabine), bevacizumab and atezolizumab. See Section 3.1.1.1 for further details including if disease
progression occurs prior to availability of study biomarker test results in a patient with a previous BRAF mutation-positive result (e.g. by local
test). Patients who discontinue study treatment during the Induction Treatment Phase prior to disease progression will also continue to be
followed for PFS, with disease status followed according to local practice until progression or May 31, 2019, whichever comes first. Disease
status will not be collected for the study after May 31, 2019.

d. Written informed consent for participation in the study must be obtained before performing any study-specific screening tests or evaluations and
before shipping primary tumour blocks or slides to the Sponsor-designated laboratory. However, results from routine assessments conducted
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prior to informed consent signature may be used as screening assessments as long as they were done within 7 days prior to informed consent
signature.

The “All Cohort” eligibility criteria are evaluated prior to initiating the first cycle of study treatment during the Induction Treatment Phase.

Medical history includes clinically significant diseases, surgeries, cancer history (including prior cancer therapies and procedures), reproductive
status, smoking history, use of alcohol and drugs of abuse, and all medications (e.g., prescription drugs, over-the-counter drugs, herbal or
homeopathic remedies, nutritional supplements) used by the patient within 7 days prior to the Screening visit. Demographic data will include
age, sex, and self-reported race/ethnicity (where permitted by federal regulations).

Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature. During
Screening, weight only required < 7 days.

Baseline assessment requires a complete physical exam. A complete physical examination should include an evaluation of the head, eyes,
ears, nose, and throat, and the cardiovascular, dermatological, musculoskeletal, respiratory, gastrointestinal, genitourinary, and neurological
systems. Abnormalities identified at Screening / Baseline will be recorded as baseline conditions. At subsequent visits (or as clinically
indicated), limited, symptom-directed physical examinations should be performed. Changes from Baseline, with new or worsened clinically
significant abnormalities, should be reported as AEs if appropriate.

ECOG status assessed within 7 days prior to Day 1 of Cycle 1 (Induction Treatment Phase) for eligibility determination. See Appendix 8.

Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the date of study discontinuation. Only concomitant medications used for supportive care, to alleviate
symptoms of mCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent visits, only
changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant medications
for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and prohibited
concomitant medications, see Section 4.4.

Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride, and bicarbonate. Hematology and blood chemistry tests must be conducted prior to each treatment
cycle, with the results available for review prior to start of treatment according to local standards for treatment management. However, only
tests conducted every second treatment cycle will be recorded in the eCRF. Clinical laboratory results constituting a clinically significant AE
should be recorded as such.

INR and aPTT are required for all patients at screening but only for patients receiving anticoagulants while on protocol-specified treatment.

. Urinalysis must be performed by dipstick at Baseline and within 48 hours prior to every cycle. A 24-hour urine collection is needed in the event
of proteinuria = t 2 by dipstick test.

Urine or blood pregnancy test, only for women of childbearing potential (i.e. not post-menopausal as indicated by < 12 months of non-therapy-
induced amenorrhea, nor surgically sterile [absence of ovaries and/or uterus]), including those who have had a tubal ligation. A serum
pregnancy test is required within 7 days prior to start of study induction treatment, or within 14 days with a confirmatory urine pregnancy test
within 7 days prior start of study induction treatment
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0. Willinclude radiology, chest and abdominal CT or MRI, and other scans to document all sites of disease. Include upper abdomen at Baseline.
A CT or MRI scan of the brain is required if there is clinical suspicion of CNS metastases at screening/Baseline or at any time during the
Induction Treatment Phase. Subsequent tumour assessments will be done according to standard of care at each study centre, with the
exception that all patients must have a tumour assessment at the end of the Induction Treatment Phase. Tumour assessments are not required
for study purposes after disease progression has been documented. Patients who discontinue study treatment during the Induction Treatment
Phase prior to disease progression will also continue to be followed for progressive disease, with disease status followed according to local
practice until progression or May 31, 2019, whichever comes first. After May 31, 2019, disease status will not be collected for the study.

p. Archival tumour tissue (FFPET) block from the primary tumour obtained at the time of the initial diagnosis. If the tumour block is not available, =
20 slides cut from the primary tumour sample will be accepted as an alternative. Before a patient can be enrolled, the sample (block or slides)
must be shipped to the designated laboratory with the corresponding pathology report and receipt of the shipment must be confirmed by the
laboratory. See Appendix 17.

g. Collection of the optional core biopsy of metastatic tumours was discontinued as of May 2018 (See Appendix 18).

r.  Whole blood and plasma samples will be collected from all study patients for exploratory biomarker analyses unless genomic analysis is not
allowed per local regulations. In such instances, only plasma samples will be collected. All samples will be sent to a designated laboratory.
Samples during treatment should be taken within 48 hours prior to study treatment Day 1 of each cycle indicated, unless otherwise specified
(see Appendix 17 and Laboratory Manual).

s. After the signing of the informed consent form, and prior to Day 1 of Cycle 1 (Induction Treatment Phase), any SAEs thought to be related to a
protocol-mandated intervention should be reported. Adverse events will be documented at every cycle during treatment. All patients will be
followed for new AEs for 28 days following the discontinuation of study treatment. At the time of treatment discontinuation, any ongoing AE/SAE
will be followed until the event resolves, the Investigator assesses the event as stable, the patient is lost to follow-up, dies or withdraws
consent. Death related to disease progression is not considered to be an SAE. The Sponsor should be notified if the Investigator becomes
aware of any SAE or AEs of special interest occurring after the end of the adverse event reporting period if the event is believed to be related to
prior study treatment.

t. Eligible patients will enter a 4-month Induction Treatment Phase. Treatment during this phase, based on Investigator’'s choice, will be either
eight 2-week cycles of 5-FU, LV and oxaliplatin (FOLFOX) in combination with bevacizumab or six 2-week cycles of FOLFOX in combination
with bevacizumab, followed by two 2-week cycles of 5-FU/LV with bevacizumab.
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Appendix 3: Schedule of Assessments During Maintenance Phase (Cohort 4

Study Treatment

Discontinuation Visit Post-Treatment

Follow-Up Phase [c]

. o Maintenance
Prior to randomization

Treatment Phase [a] b]

Every 2 cycles
(approximately every 4

Within 3 weeks of
completing Induction

(= 30 days after last

dose of study Every 3 months

Treatment Phase

weeks)

treatment)

Assignment of cohort [d] X
Cohort- specific informed consent X
(sites using 2 consent
forms only)
Confirmation of cohort-specific X
eligibility [e]
Randomisation [f] X

Vital signs and weight [g]

X X
Physical examination [h] X X
ECOG performance status [i] X X
Concomitant medications [j] Every cycle X
I[:?ematology and blood chemistry Every cycle X
INR, aPTT (select patients) [I] According to local standard
of care
Urinalysis (dipstick) [m] Every cycle X

Pregnancy test [n]

If clinically indicated

TSH, free or total T3, free or total
T4

(Experimental Arm only)

Prior to Cycles 1, 4,7, 10,
13, 16, 19, 22 and every 3
cycles thereafter

Pulse oximetry
(Experimental Arm only)

Prior to Cycles 1, 3, 5,7, 9,
11,13, 15 and every 2
cycles thereafter

Bevacizumab — F. Hoffmann-La Roche Ltd
Statistical Analysis Plan MO29112 Cohort 4 (version 1.0)

79




Prior to randomization

Within 3 weeks of
completing Induction
Treatment Phase

Study Treatment

Maintenance Discontinuation Visit

Treatment Phase [a] [b]

Every 2 cycles

(approximately every 4
weeks)

(< 30 days after last
dose of study
treatment)

Post-Treatment
Follow-Up Phase [c]

Every 3 months

Tuberculosis test [0] X
HIV, HBV, HCV serology [p] X
LVEF [q] Experimental arm only:

X Cycles 4, 10, 16, 22, 28, Experimental arm only

34, 40 and every 6 cycles
thereafter

Ophthalmology exam [r] Experimental arm only: .

X Cycles 4, 10, 16, 22, 30, Experimental Arm only

38, 46, 58 and every 12
cycles thereafter

Tumour assessments [s]

Up to and including May 31,
2019: Every 8 weeks
regardless of treatment
delays
After May 31, 2019: per local
practice

Up to and including May 31,
2019: Every 8 weeks until
disease progression
After May 31, 2019: per local
practice

Metastatic tumour tissue for
exploratory biomarker assessment
[t]

Supplemental Biomarker Program
closed as of May 2018. Collection of
these samples has been discontinued.

No sample collection

Supplemental Biomarker
Progranmi CLOSED

No sample collection
Supplemental Biomarker
Program CLOSED

Plasma samples [u]

Cycles 1,2, 4,6, 8, 10, 12,
14 and every 2 cycles
thereafter

And at time of PD

At time of progression (if
patient has not yet
progressed)
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Study Treatment

Maintenance Discontinuation Visit

Post-Treatment

Prior to randomization

Treatment Phase [a] [b] Follow-Up Phase [c]
Within 3 weeks of Every 2 cycles (< 30 days after last
completing Induction  (approximately every 4 dose of study Every 3 months
Treatment Phase weeks) treatment)
?tooi SamEI?B _ 1o P No sample collection No sample collection
‘h‘pp EMLENLLA 10OTHATKEY TOg‘-'ﬂ'HE SI!. I nt IB IC 3 S I ) 1 IB ) I\ i
PP emnenta 10Marker ‘pr Ementi 1OTHATKETD
closed as Of May 2018. Collection Of Program CLOSED Program CLOSED
these samples has been discontinued.
E‘-‘:c]iverse events (including SAEs) Every cycle % X (as applicable)
Study medication administration Every cycle
[w]
Subsequent anti-cancer therapies x
(see [c])
Patient survival (see [c]) X X

a. With the exception of Cycle 1, all other study visits and assessments should be performed within £ 7 days of the scheduled date. If a control
arm patient receives capecitabine administered according to a 3- week cycle, timing of all study procedures and assessments scheduled
according to 2-week treatment cycles (e.g. ECOG performance status) will be defined by the treatment cycles of concurrently administered
bevacizumab.

b. Patients who experience PD at any time during the Maintenance Treatment Phase, or who need to permanently discontinue study medication
for any reason, will undergo a Study Treatment Discontinuation Visit within 30 days after the last dose of study medication. These patients will
then enter the Post-Treatment Follow-up.

c. After discontinuation of study treatment and the Study Treatment Discontinuation Visit, patients will enter the Post-Treatment Follow-up Phase.
Beginning after the Study Treatment Discontinuation Visit, patients will be followed up every 3 months. Up to and including May 31, 2019, follow-
up will include disease status (patients discontimuing study treatment prior to disease progression only), i addition to safety evaluations and recording of
subsequent anti-cancer therapies and survival. After May 31, 2019, disease status will not bf, collected for the study.- Treatment during the Post-
Treatment Follow-up Phase is at the Investigator’'s discretion, however, patients treated with atezolizumab should not receive other
immunomodulatory agents for 10 weeks after study treatment dlscomlnuatlon Patients who discontinue study treatment prior to disease
progression will be followed for PFS, with disease status followed every 8 weeks until progression or May 31, 2019, whichever comes first.
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d. Patients completing the Induction Treatment Phase, and who have not experienced PD can then proceed to the Maintenance Treatment
Phase. Depending on the patient’s biomarker status (based on the archival sample from initial diagnosis), these patients will be assigned to a
maintenance treatment cohort. Cohorts 2 and 4 are closed to further accrual. Patients with an adequate tumour sample but with unknown
biomarker status due to lack of determinant result (e.g. due to technical issues) may still be included in the study depending on the addition of
future cohorts.

e. The cohort-specific exclusion criteria must be assessed prior to randomization to study maintenance treatment but assessment of cohort-
specific eligibility can only be completed after the biomarker analysis results from the patient’s archival tumour tissue from initial diagnosis are
known. Patients found ineligible for any cohort will undergo a Study Treatment Discontinuation Visit and enter the Post-Treatment Follow-up
Phase.

f.  Each cohort will consist of an experimental treatment arm and a control arm. Randomised on a 2:1 (experimental:control) basis to either the
experimental treatment arm or the control arm of that cohort. See Section 4.2.

g. Vital signs include measurements of systolic and diastolic blood pressure while the patient is in a seated position, and temperature.
Experimental arm only: For the first atezolizumab infusion, the patient’s vital signs (heart rate, respiratory rate, blood pressures, and
temperature) should be determined within 60 minutes before the infusion, every 15 + 5 minutes during the infusion, and 30 £ 10 minutes after
the infusion. For subsequent infusions, vital signs will be collected within 60 minutes before the infusion and should be collected during or after
the infusion if clinically indicated or if symptoms occurred in the prior infusion. Vital sign measurements from every second treatment cycle only
will be recorded in the eCRF.

h. Physical examinations will be symptom-directed, and will include changes from Baseline (pre-Induction) with new or worsened clinically
significant abnormalities being reported as AEs if appropriate.

i. See Appendix 8.

j. Concomitant medication includes any prescription medications or over-the-counter preparations used by a patient between the 7 days prior to
the date of informed consent up until the Study Treatment Discontinuation visit. Only concomitant medications used for supportive care, to
alleviate symptoms of mCRC, or to treat adverse drug reactions should be recorded on the Concomitant Medications eCRF. At subsequent
visits, only changes to current medications or medications used since the last documentation of medications will be recorded. Concomitant
medications for treatment of AEs related to study medication will continue to be recorded while the AE is being followed. For permitted and
prohibited concomitant medications, see Section 4.4.

k. Haematology includes haemoglobin, haematocrit, platelet count, red blood cell count, white blood cell count, and differential. Blood chemistry
includes ALT, AST, alkaline phosphatase, total bilirubin, total protein, albumin, blood urea nitrogen or urea, LDH, creatinine, glucose, calcium,
phosphorus, sodium, potassium, chloride, bicarbonate. For experimental arm only patients, blood chemistry will also include magnesium,
creatine phosphokinase, lipase and amylase. Haematology and blood chemistry tests must be conducted prior to treatment administration on
Day 1 of each treatment cycle with the results available for review prior to start of treatment according to local standards for treatment
management. Clinical laboratory results from every second cycle only will be recorded in the CRF. Clinical laboratory results constituting a
clinically significant AE should be recorded as such.
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Appendix 4: SAS code

The following SAS code will be used to obtain the log-rank p-value from the unstratified

log-rank test mentioned in section 4.11.1:

PROC LIFETEST data=dataset METHOD=KM CONFTYPE=LOGLOG;

TIME pfstime*censor(1l);

STRATA treat / test=logrank;

RUN;

* pfstime represents variable containing event/censor times;
* censor represents censoring variable (l=censored, O=event);
* treat represents treatment group variable;

Further options to control the output may be added.

The following SAS code will be used to obtain the hazard ratio and corresponding
confidence interval from the Cox Model with treatment as single covariate mentioned in

section 4.11.44.11.1:

PROC PHREG data=dataset;

CLASS treat;

MODEL pfstime*censor (1)=treat /RL TIES=EXACT;

RUN;

* pfstime represents variable containing event/censor times;
* censor represents censoring variable (l=censored, 0O=event);
* treat represents treatment group variable;

Further options to control the output may be added.

The following SAS code will be used to obtain the hazard ratio and corresponding
confidence interval from the adjusted Cox Model mentioned in section 4.11.4:
PROC PHREG data=dataset;

CLASS treat stratel;

MODEL pfstime*censor (l)=treat stratuml /RL TIES=EXACT;

RUN;

* pfstime represents variable containing event/censor times;

* censor represents censoring variable (l=censored, 0O=event);

* treat represents treatment group variable;

* stratel represents the categorical covariates related to stratification
factors;

Further options to control the output may be added.
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Appendix 5: List of Outputs
List of Outputs: Tables

Table Number Table Title Phase Population | Primary Final
analysis Analysis
Patient Disposition
14.1.1.1 Patient Disposition For Induction Treatment Phase ITP ALL X
14.1.1.2 Patient Disposition For Maintenance Treatment Phase MTP MTP X X
14.1.1.3 Duration of Follow-up MTP MTP X X
14.1.2.1 Major Protocol Deviations For Induction Treatment Phase ITP ITP X
14.1.2.2 Major Protocol Deviations For Maintenance Treatment Phase MTP MTP X X
Demographics and Baseline Characteristics
14.1.3.1 Summary of Baseline and Demographic Characteristics ITP ITP X
14.1.3.2 Summary of Baseline and Demographic Characteristics MTP MTP X
14.1.3.3 Summary of Baseline Biomarker Status MTP MTP X
14.1.41 Tumor Response Status (RECIST 1.1) at End of Induction (eCRF data) ITP ITP X
14.1.5 Randomization by Country and Study Center MTP MTP X
14.1.6 Stratification Factors as per IXRS MTP MTP X
14.1.7.2 Tumor Response (RECIST 1.1) at End of Induction as per IXRS versus eCRF MTP MTP X
Data
14.1.8.1 Summary of Colorectal Cancer History ITP ITP X
14.1.8.2 Summary of Colorectal Cancer History ITP MTP X
14.1.10.1 Medical History ITP ITP X
14.1.11.1 Summary of Prior Anti-Cancer Treatments/Procedures ITP ITP X
14.1.13.2 Concomitant Medications during the Maintenance Phase MTP SAF X
Exposure
14.1.16.1 Summary of Total Number of Cycles Initiated during ITP ITP ITP X
14.1.17.1 Summary of Overall Duration of Treatment and Number of Cycles Initiated MTP SAF X X
during MTP
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Table Number Table Title Phase Population | Primary Final
analysis Analysis
14.1.17.2 Summary of Drug Exposure during MTP MTP SAF X X
Efficacy

14.2.11 Summary of Progression Free Survival - Primary Analysis (Surgery Censored) MTP MTP X

14.21.2 Progression Free Survival: Hazard Ratio MTP MTP X

14.2.71 Summary of Overall Survival MTP MTP X X

14.2.7.2 Overall Survival: Hazard Ratio MTP MTP X X

Adverse Events

14.3.1.1.1 Treatment Emergent Adverse Events (TEAEs) during ITP: Overall Summary ITP ITP X

14.3.1.1.2 Treatment Emergent Adverse Events (TEAEs) during MTP: Overall Summary MTP SAF X X

14.3.1.2.1 Treatment Emergent Adverse Events by SOC and PT and by Worst Intensity ITP ITP X
during ITP

14.3.1.2.2 Treatment Emergent Adverse Events by SOC and PT and by Worst Intensity MTP SAF X X
during MTP

14.3.1.25 Treatment Emergent Adverse Events by SOC and PT during MTP MTP SAF X X

14.3.1.2.6 Treatment Emergent Adverse Events by SOC and PT during ITP ITP SAF X

14.3.1.3.1 Treatment Emergent Adverse Events Related to Any Study Drug by SOC and ITP ITP X
PT during ITP

14.3.1.34 Treatment Emergent Adverse Events Related to Bevacizumab by SOC and PT X
during MTP

14.3.1.35 Treatment Emergent Adverse Events Related to Any Study Drug by SOC and MTP SAF X X
PT during MTP

14.3.1.3.8 Treatment Emergent Adverse Events Related to Atezolizumab by SOC and PT MTP SAF X X
during MTP

14.3.1.3.9 Treatment Emergent Adverse Events Related to Bevacizumab by SOC and PT MTP SAF X X
during MTP

14.3.1.3.11 Treatment Emergent Adverse Events Related to Cobimetinib by SOC and PT MTP SAF X X
during MTP

14.3.1.41 Treatment Emergent Adverse Events Leading to Discontinuation of Any Study ITP ITP X
Drug by SOC and PT during ITP
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Table Number Table Title Phase Population | Primary Final
analysis Analysis

14.3.1.45 Treatment Emergent Adverse Events Leading to Discontinuation of Any Study MTP SAF X X
Drug by SOC and PT during MTP

14.3.1.54 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption | ITP ITP X
of Bevacizumab by SOC and PT during ITP

14.3.1.5.7 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption | MTP SAF X X
of Atezolizumab by SOC and PT during MTP

14.3.1.5.11 Treatment Emergent Adverse Events Leading to Dose Reduction or Interruption | MTP SAF X X
of Cobimetinib by SOC and PT during MTP

14.3.1.7.1 Serious Treatment Emergent Adverse Events by SOC and PT during ITP ITP ITP X

14.3.1.7.2 Serious Treatment Emergent Adverse Events by SOC and PT during MTP MTP SAF X

14.3.1.8.1 Serious Treatment Emergent Adverse Events Related to Any Study Drug by ITP ITP X
SOC and PT during ITP

14.3.1.84 Serious Treatment Emergent Adverse Events Related to Bevacizumab by SOC ITP ITP X
and PT during ITP

14.3.1.8.5 Serious Treatment Emergent Adverse Events Related to Any Study Drug by MTP SAF X X
SOC and PT during MTP

14.3.1.8.8 Serious Treatment Emergent Adverse Events Related to Atezolizumab by SOC MTP SAF X X
and PT during MTP

14.3.1.8.9 Serious Treatment Emergent Adverse Events Related to Bevacizumab by SOC MTP SAF X X
and PT during MTP

14.3.1.8.12 Serious Treatment Emergent Adverse Events Related to Cobimetinib by SOC MTP SAF X X
and PT during MTP

14.3.1.9.2 Treatment Emergent Adverse Events with Fatal Outcome by SOC and PT during | MTP SAF X X
MTP

14.3.1.10.1 Treatment Emergent AES| Based on eCRF Categories during MTP MTP SAF X X

14.3.1.10.2 Treatment Emergent AESI Based on eCRF Categories during ITP ITP ITP X

14.3.1.10.3 Bevacizumab Treatment Emergent AESI Based on Pre-Defined Categories MTP SAF X X
during MTP

14.3.1.10.4 Bevacizumab Treatment Emergent AESI Based on Pre-Defined Categories ITP ITP X
during ITP
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Table Number Table Title Phase Population | Primary Final
analysis Analysis

14.3.1.10.5 Atezolizumab Treatment Emergent AES| Based on Pre-Defined Categories MTP SAF X X

during MTP

Deaths
14.3.1.12.3 Deaths within 30 Days from Last Day of Treatment of MTP and Reason MTP SAF X X
14.3.1.12.5 Post Maintenance Treatment Deaths and Reason Post- SAF X X
Treatment
Laboratory Data

14.34.1.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for CTC MTP SAF X

Gradable Hematology Parameters
14.34.2.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for CTC MTP SAF X

Gradable Blood Chemistry Parameters
14.3.4.3.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for CTC MTP SAF X

Gradable Coagulation Parameters
14.34.4.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for Non CTC MTP SAF X

Gradable Hematology Parameters
143452 Shift Table (Baseline versus Worst On-Treatment) during MTP for Non CTC MTP SAF X

Gradable Blood Chemistry Parameters
14.3.4.6 Shift Table (Baseline versus Worst On-Treatment) during MTP for Non CTC MTP SAF X

Gradable Thyroid Parameters
14.34.7.2 Shift Table (Baseline versus Worst On-Treatment) during MTP for Urinalysis MTP SAF X

Protein Dipstick

Vital Signs

14.3.5.2 Summary of Vital Signs Over Time during MTP MTP SAF X
14.3.6 Summary of Blood Oxygen Saturation Over Time during MTP MTP SAF X
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List of Outputs: Figures

Figure Figure Title Phase Population Primary Final
Number analysis | Analysis
Disposition
14.1.1 CONSORT Flow Diagram for All Screened Patients All Screened X
14.1.2 CONSORT Flow Diagram for Patients Randomized in Cohort 4 All MTP X X
Efficacy
14.2.1.1 Kaplan Meier Plot of Progression Free Survival - Primary Analysis MTP MTP X
14.2.2.1 Kaplan Meier Plot of Overall Survival MTP MTP X X
List of Outputs: Listings
Listing Listing Title Phase Population Primary Final
Number analysis Analysis
Disposition
16.2.1.1 Patient Disposition and Study Termination Information ITP ITP X X
16.2.1.2 Patient Who Discontinue Treatment due to Adverse Event ITP ITP X X
16.2.2 Major Protocol Deviations from PDMS ITP/MTP ITP X X
16.2.3 Analysis Population ITP/MTP ALL X
Demographics and Baseline Characteristics
16.2.4.1 Demographics and Baseline Characteristics ITP/MTP ITP X
16.2.4.4 Baseline Biomarker Status MTP MTP X
16.2.4.5 Randomization Stratification Factors as per IXRS and eCRF MTP MTP X
16.2.4.6 Colorectal Cancer History ITP ITP X
16.2.4.8 Prior Anti-Cancer Therapy ITP ITP X
16.2.4.9 Cancer Radiotherapy: Prior and On-study ITP/MTP ITP X
16.2.4.10 Colorectal Cancer Surgery : Prior and On-Study ITP/MTP ITP X
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Listing Listing Title Phase Population Primary Final
Number analysis Analysis

16.2.4.12 Subsequent Anti-cancer Therapies Post- ITP X

Treatment
Drug Administration
16.2.5.5 Drug Exposure during ITP ITP ITP X
16.2.5.8 Drug Exposure during MTP MTP SAF X X
Efficacy
16.2.6.1 Progression Free Survival - Primary Analysis (Surgery Censored) MTP MTP X
16.2.6.9 Overall Survival MTP MTP X X
Safety

16.2.7.1 Adverse Events ITP/MTP/ ITP X X
Post-
treatment

16.2.7.2 Grade 5 Adverse Events or any Adverse Events with Fatal Outcome ITP/MTP/ ITP X X
Post-
treatment

16.2.7.3 Adverse Events Leading to Treatment Discontinuation ITP/MTP/ ITP X X
Post-
treatment

16.2.7.4 Adverse Events of Special Interest as Reported on eCRF MTP/ Post- ITP X X
treatment

16.2.7.5 Deaths ITP/MTP/ ITP X X
Post-
treatment
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