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1.0

04-Jul-2019

2.0

04-Jul-2019

3.0

16-Oct-2020

4.0

01-Apr-2021

No difference between versions 1.0 and 2.0. Version
2.0 was signed in ANGEL.

Implementing the CSP v6 and adding detals
regarding Modules 6 and 7.

Additional details for re-allocated subjects and safety
population flag.

Implementing the changes as discussion based on
Module 2 dry-run outputs. Updates to the following
sections:(1) Section 5.2: Change in the TEAE
definitions, change in planned reporting for PK and
added, update to Table 4 defimng the overall visit
responses.

(2) Section 6.3.2; Include local biomarker results in
case of missing central biomarker results taking mto
account the protocol version in which the patients
were enrolled. Fine-tune other rules for the
classification.

ﬂ Section 6.4.3.2.3; Addition of NG
{4) Section 6.4.3.7: Correction of indentation of “No
Progression”.

(5) Section 6.5.2; Update to TEAE defimtions and to
the 90-day follow-up penod considerations.
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TPCADZS Version 2
{basad on TROQADZE Vearsion 2)

{(6) Section 6.5.4.1: Remove the post-dose visit details
for Module 2,

(7} Section 6.5.4.2: Clanfy how ECG would be
calenlated for “iriplicates’.

(B) Section 6.6.3: Add details that dorvalumab data
will be reported at end of study.

{9) Section 7.1: Add a bullet to handle data in case
they are reported to 4 or more decimals, other details
for extent of lab, ECG, VS data to be included in
displays and additional COVID-19 culputs.

(10} Section 7.3.3.1: Update as per latest IDMC
charter.

(11) Section 7.3.3.2: Update to align with protocol.
(12} Section 8.3.2: Update vital signs for module 2.
(13) Section §.4.2: Include details with definition of
time from last prior immunotherapy to first dose of
study drg and duration i days for last pnior
mummotherapy, duration of smoking history.

{14) Section 8.5.1: Add details to handle if ATC level
4 is missing.

iljin Section §.6.2.2 add swimmer plot of [N

(16} Section £.7.2; Fine-tune certain summanes
presentation.
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Date

09-Nov-21

TPCAD2ZS Version 2
(based on TPOAD3E Version 2)

Revision
Author

PPD

Ciriginal

Comments

| (17) Section 8.7.2.3.1: Add details for log

transformation for certain parameters and detail that
climical sigmficance for local labs only will be added
to the listings.

{18) Section 8.7.2.3.2: Revise rule for selecting

subjects to include in patient-level sumunaries of Hy's
Law laboratory evaluations.

19} Section B.8.1:

Implementing the CSP version 7.0, v8.0 and v9.0

{1} Section 3.3: Update of safety endpomt and add
other safety assessments.

(2) Section 3.4:

(3) Section 4.1: Add 2 new modules, module 8§
(AZD6T38 monotherapy (ceralasertib)) and
module 9 (Durvalumab + AZD6738
{ceralasertib)).

(4) Section 4.3: Add sample size for module 9.

(5) Section 5.2: Remove few changes from the
analyses planned from the protocol.

(6) Section 6.2.4 Add additional penod for safety to
be used for selected summanes of patient deaths.
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TPCADZS Version 2

Revision
Author
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Comments

(7) Section 6.4.1.1 Add information about biopsies
which should not be included as intervenfion
unless specify by the investigator,

(8) Section 6.4.3.1 Add imputed death date among
the latest date possible for overall survival
calculation.

{9} Section 6.4.3.2.2: Update of the Disease Control
rate definition for module 3.

(10} Section 6.5.1: Add exposure information for
module 8 and 9.

(11} Section 6.5.2.3; Add Covid-19 infection
events section.

(12) Section 6.5.3; Complete mformation for
clinical laboratory evaluations of module 7.

(13) Section 6.5.4.1: Update for module 2 and
remove details for Modules 3 and 6.

(14) Section 6.6.2:

(15) Section 7.1 Provide information how the
listings for re-allocated subjects (second cohort
data) will be presented.

(16) Section 7.1.1 Add listing of subjects with
1issues reported due to Covad-19.
Coapy
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{I-'I-]n Section 7.3.1 Add imputation mules for
specific cases with partial AE date.

(18) Section 7.3.3 Add new section for imputation
of death date.

(199 Section 7.3.4.1: Update data monstoring
section.

(20) Section 7.3.4.2: Add module 9 information for
imterim analysis.

(21) Sections 8.1 and 8.3; Update of the enrolled
patients and safety analysis set defimtion.

(22) Sections £.6.2.1 and 8.6.2.6 Kaplan-Meier
summary and plot will be presented across all
cohort for OS and PFS respectively.

{23} Section 8.7.2: Add a listing for subjects with
confirmed/suspected COVID-19 infection.

(24) Section 8.7.2.1: Add Additional Information
for death categones.

(25) Section 8.7.3.2 Time points collected for vital
signs not as per protocol will be removed from

summary but provide in listing,

(26) Section 8.8.1:

Ovstnfabon

TPCADZS Version 2
{basad on TROQADZE Vearsion 2)

Ciriginal
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Version

6.0

Ovstnfbon

Date

07-Jul-22

TPCAD2ZS Version 2
(based on TPOAD3E Version 2)

Revision
Author

Ciriginal

Comments

(@7 Section 5.5.2:

vIi0.0

(2) Sections 4.1,4.2, 43,621,632, 64.2,643.2,
6435 651.662,.7.1, 7362 86,88.1 and
11: Add mformation about new Maodule 10.

(3) Section 6.2.2; Per CSP v10.0, re-allocation of

patients to a different treatment cohort 1s no
longer available.

{4) Section 4.3: To align with CSP v10.0, there is an
merease of sample size for each biomarker non-
matched cohort in Module 3 and no further
recruitment to Module 8 or Module 9,

{5) Section 6.4.1:

(6) Sections 6.5.2.1, 8.5.1. 8.7.2 and 11: Add
information related 1o AESIAEPT and imAE.

(7} Section 6.5.3: Upsdate of laboratory parameters:
eosinophil and monocyte counts have been added,
m relation to the expanded cohorts for Module 3.
and bicarbonate removed,

(8) Sections 6.6.1, 8.6.2.1: Screen failed patients who
were screened before protocol version 10.0 wall
be followed-up for survival uniil implementation
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of protocol version 10.0. Screen failed patients
who were screened after implementation of
protocol version 10.0 will not be follow-up for
survival.

(9) Section 7.1: Add mformation about ongoing
patients after the data cut-off and remove timing
of screen failure patient analyses.

(10} Sections 7.1, 8.3: Clarification relating to non-
production of listings if there are no re-allocated
subjects in the associated analysis set and relating
to defimition of analysis sets for re-allocated
subjects.

(11} Section 7.3: Add new imputation mles for
EOT dates, subsequent cancer therapy start date
and diagnosis date, laboratory values and update
for imputation of adverse event/ concomitant
medication stop date.

(12) Section 7.3.7.2 Add information about LA.

(13) Sections 7.4, 8.4.2, £.5.2, §.6.2.1; Update
summary/listing planned for screen failure
patients,

(14) Section 8.2: Update protocel deviations and
provide the list of category for [PD.

(15) Section 8.4.2 Provide comrection or additional
infm_maﬁnu_for fow deﬁniﬁp;]s.

TPCADZS Version 2
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(16)  Section 8.6:

(17} Section 8.7.3.5; Update the planned analyses
for visual acuity

10

8.0

Ovstnfabon

07-Feb-23

11-Jul-23

PPD

{ﬁSeclicms 2. 4.1: Add group C molecular aberration
mdependent patient population.

(2) Sectionz 4.1, 4.3, 6.3.2, 6.5.1, 6.5.3, 6.6.3, 7.3.8.2,
8.6, 882 and 11: Add information about new
Module 11.

(3) Section 4.3: Update of the sample size section.

(4) Section 5.2 4: SAP changes from the CSP version
11.0.

(5) Sections 7.1 and 11: efficacy endpoints will be
summansed by resistance assigned by the
mveshgator.

(6) Section 7.3.4: New section specific to imputation
of EOT dates,

(7) Section 7.3.8.2: First LA for Module 10 is
removed.

(8) Section 8.4.2: Add smoking caleulation rule.

(9) Section 8.5.1: Remove specific immAE listing.

(10) Section 8.7.2: Remove infusion
related hypersensitivity reaction for the specific
AESFAEPI'ImAE outputs,

(11} Section 8.8,1 Add dose regimen for Module
10 outputs.

(12) Add selecting outputs for IA modules 10 and
11.

-{I} In cover pa'ge and signﬁhne ]:la'ge.' chﬁngé author
name by PP

TPCADZS Version 2
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Ciriginal
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(2) Section 3.4: Add in a footnote that AZD6738is

also known as ceralasertib

(3) Section 4.2: Correction by figure 4 for reference
to core CSP for cohort naming,

{4) Section 4.3; Add that as per protocol version 12.0,
all three cohorts in Module 3 have been closed for
enrolment.

{5) Section 5.2: add an infroduction o explain
changes in subsections are not cumulative.

{6) Section 5.2.5: SAP changes from the CSP version
12.0.

(7) Sections 6.4.3.2.1, 6.4.3.2.2: Update Disease
Control Rate (DCR) definition to have
consistency with

(8) Section 7.1: Add details about management data
of patients from module 11 who will go onto the
combination therapy after disease progression.

(9) Section 7.3.8.2: Add that per protocol version
10.0, all three cohorts in Module 3 were expanded
and per protocol version 12.0, they have been
closed for enrolment.

(10) Sections 8.6.1, £.6.2.3,8.6.2.4, 8§.6.2.5: add
analysis using Evaluable for Confinned Response
analysis set for interim analyses when relevant to
be consistent with other sections.

(11} Section 8.7.3.7: New section "Interstitial Lung
Disease (ILD) (module 6)" added to deseribe 2
listings.

(12) Section 8.8.1:

{(13) Section 11; for interim analysis replace
Evaluable for Response analysis set” by

“Evaluable for Confinned Response analysis set”.

Ovstnfabon

TPCADZS Version 2
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(14)  Section 11: 2 listings added for ILD. Add
“Requested for M11 futility analysis™ to flag the
17 selected outputs for this analysis.

9.0 15-Feb-24 [FFD

(1) Section 5.2.6: Noted items in SAP version 9
that are changes from CSP version 13.

{2) Section 6.4.3.2.3: clanfy that the censonng
rule is the same as for progression-free
survival descnbed i Section 6.4.3.5,

{3) Section 6.4.3.3:

(4) Section 6.5.1:
- Update the durvalumab total treatment
duration formula for Module 6.

- Clanfy that actual cumulative dose 15
calculated up to the minimum of the following
dates: date of last dose date where dose = 0,
date of death, date of DCO.

(5) Section 6.5.2; Add defimtion of TEAE for
subjects from Module 11 who switch from
ceralasertib monotherapy to combination
ceralasertib + durvalumab.

{(6) Section 6.5.3: update the list of parameters for
CTCAE grading (Table 10)

{7) Section 6.5.4.1.2; For home BP
measurements, clanfy which observations will
be excluded from analysis.

(8) Section 7.1:

- Clanfy for Module 11 patients who go mto
combination ceralazertib + durvalumab what

[istribution Ciriginal

TPCADZS Version 2
{basad on TROQADZE Vearsion 2)
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Version | Date Revision Comments
Author

data is to be taken into account/presented for
laboratory, ECG and vital signs data.

(9} Sections £.1 and 8.3: Clanfy the defimition of
enrolled subjects.

(10) 8.7.2; Add rules in case several actions taken
are entered in AE forms.

(11} 8.7.2.1: In Table 14, update "additional
information” for categories "AE with onicome
of death only” and "AE with outcome of death
only (AE start date falling after the 90 day
follow-up penod)” for patients from Module
11 who go into combination therapy;
ceralasertib + durvalumab.

(12) 8.7.2.3.1: Clanfy that parameters with at least
one zero value will not have geometnc
statistics caleulated.

{13} 8.7.3.7: Add summary analysis of ILD events
that were submitted to the ILD adjudication
committee.

(14) 8.8.3: Specify that all data from local
laboratory tests and central laboratory tests
will be provided in analyses. Also add detmls

on the biomarker analyses.
Distrituution Crngani Capy
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1 LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS

Abbreviation or special term Explanation

ACQ Acquired resistance

ADA Anti-drug antibodies

AE Adverse event

AESI Adverse event of special interest

AEPI Adverse event of possible interest

ALC Absolute lymphocyte count

ALP Alkaline phosphatase

ALT Alanine aminotransferase

AM Ante Meridiem

ANC Absolute nentrophil ¢ount

APTT Activated partial thromboplastin time

ASRT Aspartare aminoiransferase

ATC Anatomical Therapeutic Chemical

ATM Ataxia telangiectasia mutated

B2M Beta-2 microglobulin

BMI Body Mass Index

BD Twice daily

BoR Best objective response

BP Blood Pressure

BRCA Breast cancer associated gene

BUN Blood urea nitrogen

CHF Congestive heart failure

CI Confidence interval

CM Concomitant Medication
Destntubon Cinginal Copy:
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Abbreviation or special term Explanation
COVID-19 Coronavirus disease 2019
CPT Clinical program team
CR Complete response
CEF Case Feport Form
CRP C-reactive protein
CSP Clinical study protocol
CSR Clinical study report
CcT Computed tomography
CTCAE Common Terminology Criteria for Adverse Events
et | —
DEL Database lock
DBP Diastolic blood pressure
DCO Data cut-off
DCR Disease control rate
DLT Dose-limiting toxicity
DNA Deoxynibonucleic acid
DoR Duration of response
ECD Early Clinical Development
ECG Electrocardiogram
ECHO Echocardiogram
ECOG Eastern Cooperative Oncology Group
EGFR Epidermal growth factor receptor
EOT End of treatment
Eqv Equivalemt
ETDRS Early Treatment Diabetic Retinopathy Study
eCRF Electronic case report form
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Abbreviation or special term Explanation

Effective Dafe; 27T August 2017

FDA Food and Dmg Administration

geomean Geometnic Mean

GGT Gamma glutamyl transferase

GEIm Gustave Eoussy Immune Score

HER.2 Human epidennal growth factor receptor 2

HL Hy™s Law

HRR Homologous recombination repair gene

IA Iuterim Analysis

ICF Informed consent form

IDMC Independent Data Monitoring Committee

IE Inclusion or exclusion

LD Interstitial Lung Discase

imAE Immune-mediated adverse event

INR International normalised ratio

(0] Immumo-oncology

13 Investigational product

IPD Important protocol deviation

QR Interquartile range

ImT Intention to treal

v Intravenous

KM Kaplan Meier

LD Longest diameter

LERBI1 Liver kinase Bl

LLOGQ Lower Lt of quantification

LRV Lower Reference Value

LVEF Left ventricular ¢jection fraction
Distnbution Chrgana Capy:
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Abbreviation or special term

Explanation

MAF
MedDRA
MHC-I'TT

MUGA

MNA
NCI

MNSCLC

TPCADZS Version 2
{basad on TROQADZE Vearsion 2)

BMutant Allelic Fraction

Medical Dictionary for Regulatory Activities

Major histocompatibility class 111

Magnetic resonance maging
Multi-gated acquisition

Not Applicable

National Cancer Institute

Not évaluable
Non-compliance Handling Flan
Non-small cell hing cancer
Non-target lesion

Objective response rate
Ovwerall survival

Progressive disease
Programmed cell death-1
Programmed cell death ligand |
Physical examination
Progression-free survival
Potential Hy's Law
Phamacokinetics
Pharmacokinetics analysis set
Post mendiem

Partial response

Primanry resisfance

Preferred Term

First quartile

Effective Dafe; 27T August 2017
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Abbreviation or special term Explanation
Q3 Third quartile
QR Quarterly Review
QTcF QT interval comected for heart rate (Fridericia comection)
RBC Red blood cell
RDI Relative dose intensity
RECIST 1.1 Response Evaluation Criteria in Solid Tumours, version 1.1
RMH Royal Marsden Hospital
ROS51 C-ras oncogene 1
RNA Ribomucleic acid
SAE Serious adverse event
SAF Safety analysis set
SAP Statistical analysis plan
SBP Systolic blood pressure
sD Stable disease
5D Standard Deviation
SDV Source data verification
| International system of wnits
SoA Schedule of Activities
S0OC System Organ Class
SRC Safety Review Committes
TBL Total bilirubin
TEAE Treatment emergent adverse events
TFL Table Figure Listing
™M Tumour, nodes and metastases
TL Target lesion
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Abbreviation or special term Explanation

TV Target Value

ULN Upper limit of normal

ULOOQ Upper limit of quantification

UN/UNK Unknown

UPC Urinary protein/creatinine ratio

WBC White blood cell

WHO World Health Organization

WHO-DDE+HD WHO-Dmug Dictionary Enhanced + Herbal Dictionary
Distabubon Oraganad Capy
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2 INTRODUCTION

As descnbed in Section 2.2 of the core Clinical Study Prolocol (CSP), immune checkpoint
mhibitors targeting the anti-programmed cell death-1 (PD-1)ant-programmed cell death-higand 1
(PD-L1) pathway have shown significant activity in the first- and second-line treatment settings in
patients with advanced non-small cell lung eancer (NSCLC). However, it 15 becoming evident that
there 15 a new and significant patient population emergzing that does not respond to anth-PD-1/PD-
L1 contaiming therapy (pnmary resistance) or progresses during anti-PD-1/PD-L1 contaming
therapy (acquired resistance). There is cumrently no established therapy for patients who have
developed resistance to PD-1/PD-L1 and having been exposed to platinum-doublet therapies, and
novel treatments for these patients are wrgently needed.

The amm of this umbrella study (D&185C00001) 15 to mvestigate multiple study dmgs for the
treatment of advanced NSCLC in molecularly matched and non-matched patient populations after
failure of immune checkpoint inhibitors and in the molecular aberration independent patient
population, and to identify patient populations who may respond favourably to novel anti-fumour
therapies. This analysis plan includes the below CSP amendments and provides the detaled
description of the statistical analyses

e CSP version 7.0 dated 21 May 2020
CSP version 8.0 dated 11 September 2020
CSP version 9.0 dated 14 May 2021
CSP version 10.0 dated 12 Apnl 2022
CSP version 11.0 dated 16 Aungust 2022
CSP version 12.0 dated 01 March 2023
CSP version 13.0 dated 14 December 2023

3 STUDY OBJECTIVES

3.1 Primary Objectives
Primary objective: Endpoint/variable:

To obtain an assessment of the efficacy of each | Objective response rate (ORR) based on Response
treatment by evaluation of objective response | Evaluation Criteria in Solid Trmours version 1.1

rate (RECIST 1.1)

Diistrtation Cirigina Copy
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3.2 Secondary Objectives
Secondary objective: Endpoint/variable:

To assess the efficacy of each therapy by  Overall Survival (O5)

evaluation of mmour response (Disease control ! : R
rate, Best perceniage change in fumour size, Endpoints based on RECIST 1.1 including:

Duration of response. Progression-free survival) » Disease control rate (DCR)

and Overall survival . Best percentage change in mumour size
. Duration of response (Do)
* Progression-free survival (PF5)

33 Safety Objectives

Safety objective: Endpoint/variable:
To assess the safety and tolerability of each Physical examinations. laboratory findings. vital
treatment signs and other safety assessments as specified.

Adverse events (AEs)serious adverse events
(SAEs) collected throughout the smdy, from
informed consent until the safety follow-up visit

34 Exploratory Objectives
Exploratory objectives: Endpointvariable:

o include, bt not
for investigation

To investigate changes in mmonr burden using Collection of plasma
limited to, exiraction of
5 In plasma of blood-bome cancer ;

Mutant Allelic Fraction (MAF) will be measured
in pre-dose and semal (post-dose) plasma

samples.
The results of this exploratory biomarker research
will not form part of the clinical study report

(CSR).
Diistrtation Oiriginad Copy:
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Exploratory objectives:

Endpoint/variable:

To investigate cancer-relevant immime stams

To mvestgate changes m cancer-related gene
mutations and aberrations

To collect and store DNA. derived from a blood
sample. for fumre exploratory research into
genes/genetic factors that may infloence response
e.g distribnmion, safery. tolerability and efficacy
of study treatments (optional)

[hestntuhion Ciriginay

TPCADZS Version 2
{basad on TROQADZE Vearsion 2)

Exploratory biomarker analyses of blood and
risspe samples, or utilisation of residual samples,
for the anmalysis of tmmoral and penpheral
biomarkers, may include (but are not limited to)
the presence of or changes i levels of RNA.
DNA: cpigenetic or mutational profiles or
SipmATUrEs. gene Or protein expression profiles
{eg. PD-L1, B2M, MHC-I, MHC-II); and the

number, phenotype, and expression profile of
inmmune cells.

The results of this exploratory biomarker research
will not form of the CSR.

To smdy therapeutic res-.pmwmcsmmcc nsing
radiomic analyses of non-invasive medical

images extracted from mumour evaluation mmages
(where available) of each measurable lesion o
obtain lesion phenotype dynamics in complement
o dynamics. The resulis of this
oratory research will not form part of the

-
C5R.

Relanonship berween genomic and genetic
abermations and response based on molecular
profile of archival tumour biopsy (where
available), pre-dose biopsies, tissue biopsies
taken dunng treatment or at disease progression.,
and liquid biopsies.

The results of this exploratory biomarker research
will not form part of the CSR.

Correlation of polvmorphisms with vanations in
safery or response parameters to study drgs.

The results of this exploratory biomarker research
will not form part of the CSR.

Effective Data: 27T August 2017
Frior Effeciive Date: 21 December 2016
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Exploratory objectives:

Endpoint/variable:

To investigate oulcomes in patients who screen
fail*

To assess the pharmacokinetics (PK) of
AZDI150 (Module 2), the PK of durvalumab and
AZD6T338 (Module 10). the PK of trastuzmmab
deruxiecan and durvalummab (Module &), and the
PK of cediranib (Module 7)

To mvestigate the mmunogenicity of
durvalumab, AZD9150, and trastuzmmab
denuxtecan

To collect and store blood and tissue samples
for furure exploratory research into markers
that may correlate with disease, climcal benefit
and tolerability.

To investigate the emergence of new lesions

To mvestgate the usage of subsequent anti-
cancer therapy

Overall survival will be presented and subsequent
anfi-cancer therapies will be summarised, fo
support the imterpretation of outcomes for
reatment interventions. Patients will be grouped
by cancer-related molecular changes as
determined by tissue or plasma - results.

Concentration of AZD9150, AZDGT3E.
tmastzumab  demxtecan, durvalumab, and
cediranib in blood will be summansed. as data
allow (sparse sampling)

Presence of anti-drug anfibodies (ADAs) for
durvalumab, AZD9150 and trastuzumab
demixtecan (confirmatory results: positive or
negative)

Correlation of markers with variations in safety

Or response parameters to smdy drgs. The
results of the exploratory research will not be

reported in the CSE.
In addition. exploratory work will be conducred
to understand, among others.

Mew lesions based on standard disease
assessment,
Subsequent anti-cancer therapy

Mote: per investigator brochure, AZD9150 is also known as danvatirsen. AZDET3E 15 also knovwn as cemlasertib,
¥ From profocol v10.0 mplementation. collection of survival follow-np data for screen faaled paticnts i no longer
recuared as sufficient data have now been collecied to mvestigate the outcome in patients who screen fail.

4 STUDY DESIGN

4.1 General Design

This 15 an open-label, mult-centre, umbrella Phase II study in patients who have recerved an
anti-PD-1/PD-L1 containing therapy and a platinum-doublet regimen for locally advanced or
metastatic NSCLC either separately or in combination. The patient mmst have had disease
progression on a prior line of anti-PD-1/PD-L1 therapy. The general study design is summarised in

Figure 1 of the core CSP.

Chestntuhion Cirigina!
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This study 15 modular in design, consisting of treatment modules with allocation to different cohoris
“matched” within each module according to different tumowr molecular profiles (iomarker
aberration) or biomarker “non-matched” prospectively stratified by thewr prior response to
checkpoint immumotherapy or a molecular aberration independent group. Efficacy, safety, and
tolerabality will be investigated for individual cohorts within each treatiment module.

The statistical methods described i the statistical analysis plan (SAP) will be performed on the
following starting modules and cohorts of the study.

Table 1: Cohorts within modules of treatment

Module | Combination therapy Group A cobort | Group B cobont Group T molecular
(biomarkes (omarker non- aberration
- " | maiched) _independent |

Moduole 1 | Durvahmmnb + olapanb AL HRE and B.1.PEI and NA
(AZD2281) AILLKB B.1ACO

hlodule 2 | Durvahumab + AZDE] 50 MNA B.2 PRI and HA
{damvatirsen) B2ACQ

Module 3 | Durvalumab + AZDG738 A AT B.3.PRI and MNA
(ceralasertib) B.3ACO

Module 4 | Durvalumab + vismsertib A RIC MA MA
(AZDI014)

Module 5 | Dunvalumab + eleclumab ASTIH B.5.PRI and NA
(MEDI9447) B.5ACO

Module 6 | Durvalumnab + trashusumalb ASGHERYe and | MA MA
deruxtecan (DS-8201a) ASHER2m

Module 7 | Durvalumab + cediranib MNA B.7.ACQ MNA
(AZD2171)

Module 8 | AZDGTIE monotserapy ABATM NA HA
(cernlasertib)

Module 9 | Durvalunab + AZDG738 MNA B.9.PRI and MNA
(eeralasertib) B9.ACO

Module Durcahumab + AZDG738 NA WA C.10.160 and

it {ceralasertily) C.10.340

Module | AZD6738 (ceralnsertib) NA NA C.11.240

11 msonatlerapy

The study treatment handling and administration details are descnibed in Section 6 of the module-
specific protocol appendices.

4.1.1 Safety run-in period for Module 6 only

For Module 6, there will be a safety run-in period. The purpose of the safety nin-in is confirmation
of the dose of frastuzumab demixtecan and durvalumab m combination. In this safety mn-in phase,

[hestntuhion Ciriginay
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approximately 6 patents will be followed for 2 cycles to assess safety. The study procedures and
safety assessments undertaken for the first 2 cycles will be as per the core protocol and module-
specific Schedule of Activities (SoA). The safety mn-in can comprise patients that are allocated to
either the HER2 expression cohort (A.6.HER2e) or the HER2 mutation cohort (A.6 HER2m) to
provide the earliest opporfunity to assess tolerability of the combination in those approximately 6
pahents.

After administration of the first dose to the first patient, at least 24 hours must be allowed before
administration to the second patient in case of unexpected acute toxicity.

A patient will be evaluable for dose-limiting toxicity (DLT) safety assessment if they have received
at least 75% of the scheduled dose. Any of the 6 patients who withdraw dunng the safety run-in
can be replaced. except if they dose reduced or discontinued due to toxicity.

After the completion of 6 weeks (2 ¢veles) dosing in the first 6 evaluable patients in Module 6, all
safety data (includmg, but not linuted to, DLTs and adverse events of special interest (AESIs)), wall
be assessed to ensure the combination 15 safe and tolerable. This assessment. and subsequent go-
ahead to continue dosing in the module, at a revised dose if indicated, will be undertaken by a Safety
Review Commifttee (SRC).

Fecrnntment to Module 6 will be paused whalst the SRC convenes to assess the safety data at the
end of the safety nm-in phase. Addinonal patients may be dosed once this decision has been taken.
If the combination dose is tolerated, patients from the safety nun-in phase will confribute to the
required enrolment total for the A 6 HER2e and A 6 HERm cohorts.

A separate SRC charter has been developed to elaborate on roles and responsibiliies of SRC
members, iming and purpose of SEC meetings.

The following DLT mles will be nsed in the safety mn-in (6 evaluable patients):
# 0to 1 patient with DLTs: continue recrutment
= =2 patients with DLTs: stop recruitiment.

DLT is defined as any treatment-emergent adverse event (TEAE) not atinbutable to disease or
disease-related processes that occurs during the DLT evaluation period (Day 1 to Day 42 in Cyeles
1/2) and 15 Grade 3 or above according to National Cancer Institute Common Termunology Criteria
for Adverse Evenmt (NCI-CTCAE) wversion 4.03, with the exceptions as defined below. A
comprehensive safery review of all safery data in the first 6 patients will be performed before

Distrituution Crngani Capy
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additional patients can be enrolled. This review will include all safety data from these 6 pahents up
until the sixth patient has completed 2 cyeles of study treatment.

For haematological toxicities, a DLT is defined as follows:

Grade 4 nentrophil count decreased lasting =7 days

Febrile neutropenia

Grade 4 anaemia

Grade 4 platelet count decreased

Grade 3 platelet count decreased lasting >7 days

Grade 3 platelet count decreased with clinically significant haemorthage

Grade 4 lymphoeyte count decreased lasting =14 days

For hepatic organ toxicities, a DLT 1s defined as follows:
L ]

Grade 4 aspartate aminotransferase (AST) or alanine aminotransferase (ALT) increased
AST or ALT =3 x upper limit of normal (ULN), if accompanied by Grade =2 blood bilirubin
mereased

In patients without liver metastases, AST or ALT =5 x ULN lasting =3 days

In patients with liver metastases, AST or ALT =5 x ULN lasting >3 days, if the baseline

level was =3 x ULN

In patients with liver metastases, AST or ALT =8 x ULN lasting >3 days, if the baseline
level was =3 x ULN

For non-haematological, non-hepatic major organ toxicities, a DLT 1s defined as follows:

Symptomatic congestive heart farlare (CHF)
Left ventricular ejection fraction (LVEF) decline to <40% or =20% drop from baseline

Other Grade =3 non-haematological, non-hepatic major organ toxicities.

The following TEAEs are NOT considered DLTs:

Grade 3 fatigne lasting <7 days

Grade 3 nausea, vomiting, diarthoea, or anorexia that has resolved to Grade =2 within
3 davys

Isolated laboratory findings not associated with signs or symptoms including Grade 3/4
alkaline phosphatase (ALP) increased. hyperuncemia, serum amylase increased, and lipase
increased, and Grade 3 hyponatrenua lasting <72 howurs developed from Grade 1 at baseline
Grade 3 lymphocyte count decreased.

Distrituution Crngani Capy
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If any of the above toxicities 15 observed duning the DLT evaluation period. whether or not the
toxicity is regarded as DLT will be determined based on consultation between the Investigator and
Sponsor. In addition, with regard to other toxicities that hinder the conduct of the scheduled study
treatment or anaenia with blood transfusion, whether or not they are regarded as DLT will be
determuned based on consultation between the Investigators and Sponsor.

4.2 Method of Assignment of Patients to Treatment Groups

Figure 3 mn the core CSP is a schematic explaining the cohort naming convention. Figure 4 in the
core CSP summarises the possible allocation cohorts stemming from the mmour molecular profile
and treatment module, The tumour molecular profile (from pre-exishng local data or prospective
central laboratory tumour testing) 15 used to allocate patients to either a biomarker-matched
treatment group (Group A) or a biomarker non-matched treatment group (Group B). Group C is a
molecnlar aberration independent group,

Group A patients should have the qualifying/inclusion biomarker specific to the cohort and should
not have any of the exclusion biomarkers. Imtially, elimble patients in Group A will be enrolled
concirrently nto the biomarker-matched cohorts, except not all cohorts may be open for allocation
at the same time.

Group B patients will be allocated according to whether they have primary resistance or acquired
resistance fo prior immunotherapy and should not have any of the exclusion biomarkers. The
primary resistance and the acquired resistance are defined as follows:

Pomary resistance; Patients who had ant-PD-1/PD-L1 contaimng therapy but had progression
of disease (PD) within =24 weeks from the start of that treatment.

Acquired resistance: Patients with progressive disease >24 weeks from the start of anti-FD-1/PD-
L1 containing therapy whilst still on that treatment.

This will be based on the time to progression on pnor anti-PD-1/PD-L1 contaning therapy.
Enrolment to the biomarker non-matched cohorts will be seguential in module number order, such
that once enrolment to the first primary (B.1.PRI) or acquired resistant (B.1.ACQ) cohont is
complete, patients will be enrolled to a subsequent primary or acquired resistant cohort. The
sequential order of the biomarker non-matched cohorts may be different between sites. In the event
that the mext’ sequential module has not vet been approved in all countnes, those countries where
the next module has been approved may be allowed to enroll patients i the next module to enable
the cwrent module to be completed in countries where the next module has not yet been approved.

Group C was added 1o protocol version 10.0. Patient allocation to Group C will be independent of
molecular aberration status.
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Module 10 patients will be randomly allocated m a 2:1 ratio to receive 1 of the following 2 doses
of AZD6738 in combination with durvalumaby;

o AZDGTIE 160 mg BD
o AYDGTIE 240 mg BD

Module 10 patients will be stratified by prior response to immunotherapy; primary resistance or
acquired resistance, as descnbed above for Group B, before being randomly allocated to a cohort
defined by the AZD6738 dose.

4.3 Determination of Sample Size

Biomarker matched and non-matched cohorts (Group A and Group H)

The primary efficacy endpomnt 15 ORR (see Section 6.4.2), This endpomnt is used to define the
sample size. ORR 15 a well-established endpoint in early oncology studies and has been well
reported m the literature for second-line NSCLC patients.

Per protocol version 9.0, approximately il evaluable patients will be in each treatment cohort, with
the option for possible expansion should an efficacy signal be observed, such as 4 or more
confinned objective responses (complete response (CR), partial response (PR)). This may be to
expand the size of a cohort to mclude approxmmately an additional 20 patients. Altermatively,
patients could be enrolled to a non-comparative andommsed expansion where approximately an
m:ldit'mnal. patients could be randomised to either study treatment or standard-of-care/treatment-
of-physician’s choice (to be determined and defined in the resulting amendment).

An analysis will be carried out after approximately lhe! evaluable patient in a cohort, or the final
patient dosed m a cohort if enrolment has ended early, has had the opportumty for 2 on-treatment

RECIST assessments or has discontimuned or withdrawn from study treatment. The analysis will
provide tolerability and safety data and will also give a reasonable chance of detecting any efficacy
signal in this cohort, should one exist.

If the true ORR 15 equal to ! then there 15 a probabili out of
patients. r'-'!.lﬂﬂ there 15 only a to see patients, 1f

e true ORER.) 15

Confidence intervals (E‘lq:rpper-l?em:nn}, will be constructed around the response rate observed in
a cohort to enable decisions to be made around the likely success of fuiure smdies.

For example, wiﬂl! patients, if the following response rates were observed, the- confidence
mterval (CT) a those response rates would be:
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In ﬁimlar. there is.. confidence that the true response rate would be l:-etweeu_ if

oul Df. patients were observed.

Wll].t. patients, if the following response rates were observed, the 8025 Cls around those response
rates would be:

Other efficacy endpoints including OS at 6, 9 and 12 months may be used to inform expansion
decisions, but this has not formed part of the sample size caleulations. Any decision to stop
recruitment i a specific cohort will be at the discretion of AstraZfeneca and will be based on
emerging efficacy, safety and tolerability data.

|'1....'

5 CHANGES IN PLANNED ANALYSES
5.1 Changes in the conduct of the study
ot applicable.

5.1 Changes from the analyses planned from the protocol

Any change to the planned analyses from the protocol will be listed i this section. Withan each
subsection, all the changes between the SAP and the CSP versions mentioned in the title will be
provided. Changes are not cunmlative from one subsection to another.

521 Changes within SAFP v4.0 (01 April 2021, used for the modules 2 and 4
CS5R) from CS5P v6.0 (05 November 2019)

e (CSP Section 6.4.1.3 Table 4 Overall Visit Response: Add rows for cases with target lesion
at baseline not apphcable.

# CSP Section 8.2.3 of Appendix O: Patients will record their blood pressure (BP) data using
handheld electronic devices, to be provided by the smdy Sponsor. However, the BP device
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used to record these addiional measurements will also record the pulse rate. Hence pulse
rate will also be measured along the BP measurements.

CSP Section 8.5.3 Table 10 ADA blood sample schedule for durvalimab and trastuzumab
demxtecan: Pre-dose durvalumab for Module 3 was inadvertently removed.

CSP Secnon 9.3 Populations for analyses. This section 15 shghtly updated m the SAP for
further clanty.
CSP Section9.4.1:

CSP Section 9.4.1: Censonng for progression-free survival. Protocol states if the patient has
no evaluable visiis or does not have pre-dose data, they will be censored at 0 days unless
they die within 2 visits of pre-dose. There is change in terminology for ‘0 days” which wall
be interpreted as “Day 17 in the rest of the SAP document.

CSP Section 9.4.1; Progression-Free Survival. If the patient progresses or dies after two or
more missed visits, the patient will be censored at the time of the latest evaluable RECIST
assessment prior to the two missed visits.

CSP Section 9.4.2; General considerations. Thas section states that for each hiomarker-
matched cohort, the efficacy endpomnts will be suunmansed for all patients and by ther
ceniral test result. However, in certain circumstances and as descnbed fiwther down in
Section 6.3.2, local test resulis might be used.

CSP Section 9.4.2; General consideratons. This sechon states that demographic data wall
be summansed on the safety population set. However, demographics data will be
summansed using Intention-to-Treat (ITT) analysis set.

CSP Section 9.4.4 states that total exposure (date of last dose minus date of first dose+1)
and total time on study (date of discontinuation minus date of first doset1) will be
summansed. Total exposure caleulation 15 referred to as total treatment duration, and the
definition of total exposure duration per module are clanfied in Section 6.5.1 and total tune
on study 1s not caleulated and will not be reported as part of the study.

CSP Section 9.4.5.2:

o For the intenim analysis, along with

L | ] .

o The duration of response section states Kaplan-Meier plots of DoR in the responding
patients will be produced and appropriate deseriptive summary statistics for DoR
will be presented (n, number of responses that have progressed, median, quartile,
minimum and maximom DoR). However, the muninvwm and maximuom DoR. will not

be presented.
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o CSP Sechion 9.4.6 safety analyses states that for re-allocated patients, TEAEs are defined

as follows:

& TEAE for first cohort is defined as from first dose of first echort study drug up to 90 days
following first cohort study drg discontinuation or until the day prior to first dose of
second cohort study dmg

# TEAE for second cobort is defined as from first dose of second cohornt study dimg up to
90 days following second cohort study drug discontinmation. These data will be listed
only.

Thas 15 updated as follows:

# For patients not re-allocated to a second HUDSON treatment cohort:
A TEAE is defined as an event with an onset date or worsening in CTCAE grade on or
after the date of first dose of any study dmg and up to and mcluding 90 days following
the date of last dose of study dmg.

o For patients re-allocated 1o a second HUDSON treatment cohort:
TEAE is defined any AFE that started or worsened in CTCAE grade on or after the first
dose of any study drug from the first cohort, until 90 days follow-up after
discontinuation of study drug from the first cohort, unless the investigator assessed the
relatedness of the AE with onset during this interval to the non-durvalumab study drug
from the second cohort.

o CS5P Sechion 9.4.7.2
¢ CS5P Section 9.4.7.3
522 Changes within SAF v5.0 (09 November 2021) from CSP v9.0 (14 May
2021)
o CSP Section 3:
# CSP Section 8.2.1: Fibrinogen is listed as coagulation in SAP rather than haematology
parameter in CSP.
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CSP Section 9.3: Populations for analyses. This section 15 slightly updated mn the SAP for
further clarity. There is also a change in definition of the Enrolled Subjects analysis set.

CSP Section 9.4.1:

CSP Section 9.4.1: Progression-Free Survival. If the patient progresses or dies after two or
more missed visits, the patient will be censored at the time of the latest evaluable RECIST
assessment prior 1o the rwo missed visits.

CSP Section 9.4.2; In general, data relating to the re-allocation to a second cohort will be
listed only with limited summary tables including re-allocated subjects’ safety data, whereas
CSP has a general statement that re-allocated subjecis' safety data in the new cohort will be
summarised

CS5P Section 9.4.2; General considerations. This section states that demographic data wall
be summansed on the safety population set. However, demographics data will be
summarised using Intention-to-Treat (ITT) analysis set.

CSP Section 9.4.5.2: For the interim analysis, along with

CSP Section 9.4.6: safety analyses states that for re-allocated patients, TEAEs are defined
as follows:
For patients not re-allocated to a second HUDSON treatment cobort:

¢ TEAE is defined as any AE that started or worsened in CTCAE grade on or after
the first dose of any study drug until 90 days follow-up after discontinnation of
study dmg.

For patients re-allocated to a second HUDSON treatment cohort:

& TEAE is defined as any AE that started or worsened in CTCAE grade on or after
the first dose of any study drug from first cobort, until 90 days follow-up after
discontinuation of study drug from first cohort, unless the mvestigator assesses the
relatedness of the AE to "Other Study Treatment”.

# For the re-allocated patients, only AFs oceurring in the first cohort will be
considered for summaries/listings. AEs occurring in the second cohort will be
flagged in the datasets and in general, presented in listings only. Deaths of re-
allocated subjects will be included in the sunmary tables relating to all deaths
observed during the module.

This 15 updated as follows:

s For patients not re-allocated to a second HUDSON treatment ecohort:
A TEAE is defined as an event with an onset date or worsening in CTCAE grade on of
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after the date of first dose of any study drug and up to and mcluding 90 days following
the date of last dose of study dmg.

For patients re-allocated to a second HUDSON  treatment cohort:
TEAE is defined any AE that started or worsened in CTCAE grade on or after the first
dose of any study drug from the first cohort, until 90 days follow-up after
discontinuation of study drug from the first cohort, unless the mvestigator assessed the
relatedness of the AE with onset duning this interval to the non-durvalumab study drug
from the second cohort.

CSP Section 9.4.6; SAP clanfies text 'Any AE occumng within the defined 90-day
follow-up penod after discontinuation of study drug will be included mm the AE

summanes, AEs ocourring after the 90-day follow-up penod after discontmation of
study drug will be listed separately, but not included in the summaries.'

523 Changes from SAP v6.0 (07 July 2022) from the CSP v10.0 (12 April
2022)

# CSP Section 8.2.1: Fibrinogen is listed as coagulation in SAP rather than haematology
parameter in CSP.

s CSP Section 9.3: Populations for analyses. SAP Table 12 mcludes a new foomote which
clanfies how analysis sets are defined when presenting data following re-allocation. for re-
allocated patients.

s CSP Section 9.4.1: Progression-Free Survival. If the patient progresses or dies after two or
more missed visits, the patient will be censored at the time of the latest evaluable RECIST
assessment prior to the two missed visits,

& CSP Section 9.4.6: AEs occurring in the second cohort will be flagged in the datasets and

presented in listings only.

524 Changes from SAP v7.0 (07 February 2023) from the CSP v11.0 (16
August 2022)

& CSP Section Methods for statistical analysis: the section mention for non-matched cohort,
efficacy endpoints will be sunimarised by acmal resistance, but the resistance assigned by

the investigator will be used.
e (CSP Section 8.2.1: Fibrinogen is listed as coagulation in SAP rather than haematology
parameter in CSP.
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CSP Section 9.5: for module 10, the first LA with approximately 16 patients m the 160 mg
treatment cohort and approximately 8 patients i the 240 mg treatment cohort have
completed 2 cyveles of treatment has been removed from this SAP version.

5258 Change from this current SAP version from the CSP v12.0 (1 March
2023)

CSP Section Methods for statistical analysis: the sechion mention for non-matched cohort,
efficacy endpoimts will be summansed by actual resistance, but the resistance assigned by
the mvestigator will be used.

CSP Section 8.2.1: Fibnnogen is histed as coagulation in SAP rather than haematology
parmmeter in CSP.

CSP Section 9.5: the time to progression efficacy endpomt listed 1 the CSP for module 11
mterim analysis 15 no longer planned to be analysed.

5.2.6 Changes in this current SAP version compared to CSF v13.0 (14
December 2023)

In CSP Section 8.2.1 fibrimogen 15 listed as a haematology laboratory parameter, but in SAP
Section 6.5.3 fibnnogen 1s listed as a coagulation laboratory parameter.

In CSP Section 9.4.2 1t menhons that the safety data for ongomng patients following the data
cut-off for the modular CSRE. will be histed in a modular CSR addendum or final study CSE.
These analyses have been removed from thas SAP.

In CSP Section 9.4.5.3 1t mentions that screen failure OS5 analyses will be perfonmed by
biomarker status where available. These screen failure OS analyses by biomarker status
have been removed from this SAP.
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6 BASELINE, EFFICACY AND SAFETY EVALUATIONS

6.1 Schedule of Activities

The SoA for pre-screemng and screenming visits, on-treahment visits for each treatment module and
the optional re-allocated second on-treatment penod is described 1 detail m CSP version 13.0 and
respective appendices.

6.2 Time Point Algorithms

6.2.1 Study Day for First Study Treatment Allocation

The date of first dose of study medication will be considered as study day 1, and the day before the
first dose of study medication will be study day -1. Study day will be calenlated as:

# For days on or after first dose of study medication: Date of efficacy or safety assessment -
Date of first dose of any study dmg + 1

& For days prior to the first dose of study medication: Date of efficacy or safety assessment -
Date of first dose of any study dg

For Modules 2, 3 and 10, there is a 7-day lead-in period (Cycle 0) of monotherapy with AZD9150
(module 2) and AZDG6738 (modules 3 and 10). For these modules with a monotherapy lead-in
penod: study day 1 comesponds to Cyvele 0 Day 1. For modules without a lead-m penod: study day
1 corresponds to Cycle 1 Day 1. Study days will be calenlated only for complete assessment dates
{1.e., partial dates will have missing study day).

6.2.2 Definition of Study Day for re-allocated patients

For patients in Modules 1 to 5 re-allocated to a subsequent treatment module, study day relating to
data collected dunng the subsequent treatment module will be caleulated such that the date of first
dose of the second treatment om HUDSON will be considered study day 1:

¢ For days on or after first dose of second medication: Date of assessment in second on-
treatment period — Date of first dose of any smdy drug in second on-treatment period +1

* For days pnor to the first dose of second medication: Date of assessment i second on-
treatment period — Date of first dose of any study dmg in second on-treatment period

Re-allocation will be restricted to Modules 1 to 5 and will not be offered from Module 6 onwards.
From implementation of protocol version 10.0, re-allocation of patients to a different treatment
cohort 15 no longer applicable.
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6.2.3 Visit Windows

Analvysis visit windows for safety vanables will be based on scheduled visits of the SoA for each
treatment module with the exception of the addittonal blood pressure measurements for Module 7.
The handling of these additional blood pressure measurements will be desenbed in
Section 6.5.4.1.2, The baseline safety window ranges from the date of main screening visit to date
of first dose of any study dmg.

For all modules except Module 6, analysis visit windows for tumour assessment efficacy vanables
will be based on post baseline scans scheduled every 6 weeks for the first 24 weeks relative to Cycle
1 Day 1, and every 8 weeks thereafter until disease progression. For Module 6, post baseline scans
are scheduled every 6 weeks for the first 24 weeks relative to the date of first dose (Cyele 1 Day 1),
then every 9 weeks thereafter until disease progression.

Baseline scans are to be performed no more than 28 days before the first dose of any study dmg.

Generally, the window for the visits following start of first dose of any study dmg will be
constructed such that the upper limit of the interval falls halfway between the two visits. If a patient
has more than 1 assessment occurring in the same visit window, the data from the visit closest to
the scheduled study dav will be used. If two visits on different dates have the same distance from
the scheduled study day, the data of the visit before the scheduled study day will be used. If there
are multiple assessments on the selected study day then for quantitative variables the mean value,
and for qualitative variables the worst value (or best value, if selected for baseline), will be nsed.
Additional details for baseline visit windows are described in Section 6.3.1.

6.2.4 Analysis Period
The following 2 analysis penods for adverse events will be defined:

* On-treatment period: defined as the peniod between first dose of any study medication to
the last dose of study medication (inclusive),

s Safety follow-up period: defined as the period from last dose of any study medication +1
day to last dose of study medication + 90 days (inclusive).

An additional period will be used only for selected summaries of patient deaths after the end of the
safety follow-up period and prior to the DCO.
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6.3 Baseline Assessmenis
6.3.1 Baseline Value

For safety and efficacy variables, baseline will be the last non-missing value obtamed pnor to the
first dose of any study drug. Any mformation taken on and after time of first dose will be regarded
as post baseline information.

For hunour assessment, the baseline assessment should be performed no more than 28 days before
the first dose of any study dmg. or else the baseline tumour assessment will be missing. However,
depending on the patient’s chmical history and the time from baseline assessment to first dose of
any study drug, baseline tumour assessments recorded out of visit window could be exceptionally
used in the analysis if no other data is available for baseline. A RECIST scan performed up o but
not including 35 days prior to first dose of smdy dmg will be used. Any RECIST secan performed
between 35 and 42 days poor to first dose would require AstraZeneca mput. Any RECIST scan
performed more than 42 days prior to first dose should not be used,

If twvo visits are equally eligible to assess patient status at baseline (e.g.. screening and baseline
assessments both on the same date prior to first dose/administration with no washout or other
intervention in the sereening period), the average should be taken as the baseline value. In the
scenano where there are two assessments on the same day. one with time recorded and the other
without time recorded, the one with tune recorded would be selected as baseline. If no value exists
before the first dose of any study drug, then the baseline value will be treated as mussing.

The mean of the screening and Day 1 pre-dose assessment of the vital signs assessments will be
used as the baseline for the reporting for all vital signs measuremenis performed at the smdy site,
mcluding the additional vital signs measurements perfornmed at home by the patient for Module 7.

6.3.2 Allocation of Patients to Cohorts

The study 15 modular in design, i.e., there are multple modules m the study. Within each module,
there will be treatment cohorts. The cancer biomarker testing 15 nsed to stratify and allocate patients
into the multiple treatment arms of the study. Allocation to a treatment cobort will be guided by
analysis of umour biomarker profile to a biomarker-matched cohort (Group A). a biomarker non-
matched cohort (Group B) or a molecular aberration independent cobort {(Group C). Within Group
B (lmomarker non-matched). the cohorts will be stratfied into patients who had pnmary resistance
or developed acquired resistance while on immnmotherapy. Module 10 patients will be stratified on
their resistance fype, before being randomly allocated (in a 2:1 ratio to Cohort C.10.160 or Cohort
C.10.240) to a treatment cohort defined by the AZDG738 BD dose patients will receive. Module 11
patients will be sumumarized on their resistance type,

There are multiple routes for patient allocation in the study, and the diagnostic tumour sample
journey 15 descnibed n the HUDSON Pathology and Genomic Testing Manual.
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The confirmation of patient allocation fo a biomarker matched cohort will focus on detection of
qualifving biomarkers specific to the cohort and nome of the exclusion biomarkers. The
confinnation of patient allocation to a biomarker non-matehed cohort will focus on the detection of
any exclusion biomarkers.

Further details on the qualifying and exclosion biomarkers can be found in the HUDSON Pathology
and Genome Testing Mamual.

6.3.2.1 Analysis Classification of Patients to Biomarker Matched Cohort
(Group A)

For the statistical analysis of some efficacy endpomts. patients will be classified mto 1 of 4
calegories of biomarker tests result:

# If the central laboratory test detects a qualifving biomarker specific to the cohort and
does not detect any of the exclusion biomarkers. then these will be classified as
‘Qualifying biomarker detected'Exclusion biomarker not detected”.

s If the central laboratory test detects a qualifying biomarker specific to the cohort and
detects any of the exclusion biomarkers, then these will be classified as *Qualifying
biomarker detected Exclusion biomarker detected’.

# [fthe central laboratory test does not detect a qualhifving lomarker specific to the cohort,
then these will be classified as ‘Qualifying biomarker not detected’.

# [If the central laboratory testing fails or is not perfonued, then these will be classified as
“Unknown’ for the whole test sample, 1.e.. inknown result for all lhomarkers.

o Ifthere are multiple results for a test from central laboratories, then the results that detect
Qualifying biomarkers and those that detect Execlusion biomarkers will be considered
for classification.

For example, if there are any Qualifying biomarker results of “detected”, then these will
be classified as ‘Quahifyving biomarker detected’ (even if other results report not detected
or unknown/missing). If there are Exclusion biomarker results of “Detected’, then these
will be classified as “Exclusion biomarker detected’ (even if other results report not
detected or unknown/missing). If there are Exclusion biomarker results of ‘Not
detected’, then these will be classified as ‘Exclusion biomarker not detected” (even if
other results report unknown/missing).

In addition, where the results from the central laboratories are unknown/missing, the results
from the local laboratories will be used.

# For the patients enrolled under protocol version 3.1 and above, the local test results will
be used only if they are based on a local AstraZeneca approved test.
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For the patients enrolled prior to the protocol version 3.1, the local test resulis will be
used without ascertaining whether they are AstraZeneca approved test or not.

When the local test results are detectednot detected, then these results will be
considered as detected/not detected as applicable mstead of the unknown/missing resulis
from the central laboratory data.

A specific mle will apply to EGFR. The central laboratones will test EGFR. mutations
while the local laboratories will test for eight other EGFR alterations. The following
rules will apply:
o If at least one of the EGFR alterations 15 detected, then the results will be
considered as detected,

o If at least one of the EGFR alterations 15 unknown and the other alterations are
not detected, then the results will be considered as mmknown.

o If all the EGFR alterations are not detected. then the results will be considered
as not detected.

If there are multiple results for a test, then the results that detect Qualifying biomarkers
and those that detect Exclusion biomarkers will be considered for classification.

For example, if there are any Qualifying biomarker results of “detected’, then these will
be classified as *Qualifying biomarker detected’ (even if other results report not detected
or unknown/nussing). If there are Exclusion biomarker results of *Detected’, then these
will be classified as *Exclusion biomarker detected’ {(even if other results report not
detected or unknown/missing).

For the patients enrolled under protocol version 1, if the exclusion biomarkers EGFR,
ROS] and ALK are ‘not detected’ then these will be classified as ‘Exclusion Biomarker
not detected” (even if other results for EGFE, ROS1 and ALK report unknown/missing),

For the patients enrolled under protocol v2 and above, if there are Exelusion biomarker
results of ‘Not detected’ for EGFR and ALK, and “Not detected” or “Unknown’ for
ROS51. BRAF, MET or RET. then these will be classified as *Exclusion biomarker not
detectad’ (even if other results for EGFR and ALK report unknown/missing).

If any of the exclusion biomarker tests listed for the protocol version 1 (EGFR, ROS1
and ALK) or for the protocol version 2 and above (EGFR, ALK) that patients have been
enrolled to are ‘unknown® and none of them was “detected’ then these will be classified
a5 'Exclusion bromarker unknown'. If one 1s detected, 1t will be classified as “Exclusion
biomarker detected”™.

Any inconsistencies in the patient data qualifying biomarker (Le., patient is dosed although
qualifying biomarker is not ‘Detected”) will be discussed by AstraZeneca team members. If patient
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classification updates are required for the purpose of the analysis, they will be managed by the
means of an extermal file to be finalized prior to database lock (DBL).

6.3.2.2 Analysis Classification of Patients in Biomarker Non-Matched Cohort
(Group B)

For the statistical analysis of some efficacy endpoints, patients will be classified nto 2 categories
of biomarker tesis result:

If the central laboratory test does not detect any of the exclusion biomarkers, then these
will be classified as ‘Exclusion biomarker not detected’.

If the central laboratory test detects any of the exclusion biomarkers, then these will be
classified as *Exclusion biomarker detected’.

If there are multiple results for a test from central laboratories, then the results that detect
Exclusion biomarkers will be considered for classification,

For example, if there are Exclusion biomarker resulis of “Detected”, then these will be
classified as *Exclusion biomarker detected’ (even if other results report not detected or
unknown/missing). If there are Exclusion biomarker results of ‘Not detected’. then
these will be classified as *Exclusion biomarker not detected’ (even if other results report
unknown/missing).

In addition. where the results from the central laboratones are unknown/mussing, the results
from the local laboratories will be used:

For the patients enrolled mder protocoel version 3.1 and above, the local test results will
be used only if they are based on a local AstraZeneca approved test,

For the patents enrolled prior to the protocol version 3.1, the local test results will be
used without ascertaining whether they are AstraZeneca approved test or nol.

When the local test results are detectedmot detected, them these results will be
considered as detected/not detected as applicable mstead of the unknown/missing resulis
from the central laboratory data.

A specific rule will apply to EGFR. The central laboratories will test EGFR mutations
while the local laboratories will test for eight other EGFR alterations. The following
rules will apply:

o If at least one of the EGFR alterations 15 detected, then the results wall be

considered as detected.
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o If at least one of the EGFR alterations 15 unknown and the other alterations are
not detected, then the results will be considered as unknown.

o If all the EGFR alterations are not detected. then the results will be considerad
as not detectad.

» If there are multiple results for a test from local laboratories, only the results that detect

exclusion biomarkers will be considered for classification. For example, if there are
Exclusion biomarker results of ‘Detected’, then these will be classified as ‘Exclusion

biomarker detected’ (even if other results report not detected or nnknown/missing). If
there are Exclusion biomarker results of “‘Not detected’, then these will be classified as
‘Exclusion biomarker not detected’ (even if other results report unknown/missing).

* For the patients enrolled under protocol version 1. if the exclusion biomarkers EGFR.

ROS]1 and ALK are ‘not detected” then these will be classified as ‘Execlusion Biomarker
not detected”.

& For the patients enrolled under protocol v2 and above, if all 6 exclusion biomarkers
EGFR, ALK, ROS1, BRAF, MET and RET are ‘not detected’ then these will be
classified as ‘Exclusion Biomarker not detected”.

# If any of the exclusion biomarker tests listed for the protocol version 1 (EGFR, ROS!
and ALK) or for the protocol version 2 and above (EGFR. ALK, ROS1, BRAF, MET
and RET) that patients have been enrolled to are *unknown' and none of them is
‘detected” then these will be classified as 'Exclusion biomarker unknown'. If at least one
15 detected, it will be classified as “Exclusion biomarker detected™.

Any inconsistencies i the exclusion biomarker patient data (i.e. patient is dosed although exclusion
biomarker is detected) will be discussed by AstraZeneca team members. If patient classification

updates are required for the purpose of the analysis, they will be managed by the means of an
external file to be finalized prior to DBL.

Note: In all the above cases. "unknown' refers to Wo known result’ 1.e. no result of "detected’ or "not
detected’. This will mclude ‘not done’, or missing result, and thus the status on presence/absence of
the biomarker is "Unknown'.

6.4 Efficacy Variables
6.4.1 Evaluation Criteria and Response Categories using RECIST version

1.1

For all patients, the radiological tumour assessments will be used to determine each patient’s visit
response according to RECIST 1.1. The radiological mumour response assessments will also be used
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to determune if and when a patient has progressed in accordance with standard RECIST 1.1 and also
their best objective response to study reatment. As patients may be treated beyond progression,
tumour response data may be used to determine each patient’s visit re according to a
modified version of RECIST 1.1.

mﬁummﬂnhtenus w1 1.1 are used m this SAP. both reter to
version 1.1.

Baseline radiological tumour assessments are to be performed no more than 28 days before the first
dose of any study dmg and ideally as close as possible to the first dose of any smdy dmg (refer to
Section 6.3.1 for more details). Tumour assessments are then performed every 6 weeks (21 week)
relative to the Cyele | Day | for the first 24 weeks, and every 8 weeks (21 week) (every 9 weeks
for Module 6) thereafter until objective disease progression where objective disease progression as
defined by RECIST 1.1 and confirmed with a subsequent scan (in the absence of climcally
significant deterioration). Per protocol, scheduled radiological scans will contimue for patients with
confirmed radiological disease progression and who, in the opinion of the investigator, are still
receiving clinical benefit from continuing study treatment, These assessments will continne for as
long as the patient 15 shll recerving study treatment.

If an unscheduled assessment 15 performed, and the patient has not progressed. every attempt should
be made to perform the subsequent assessments at their scheduled visits. This schedule is to be
followed in order to mimimise any unintentional bias caused by some patients being assessed at a
different frequency than other patents.

From the investigator's review of the imaging scans, the RECIST tumowr response data will be
used to determume each patient’s visit response according to RECIST version 1.1. At each wvisit,
patients will be programmatically assigned a visit response of CR, PR, stable disease (SD) or
progressive disease (PD) according to RECIST 1.1, using the information from target lesions (TLs),
non-target lesions (NTLs) and depending on the status of their disease compared
with baseline and previous assessments. If a patient has had a tumour assessment which cannot be

evaluated, then the patient will be assigned a visit response of not evaluable (NE) (unless there 1s
evidence of progression in which case the response will be assigned as PD).

Please refer to Sections 6.4.1.1, 6.4.1.2 and 6.4.1 3 for definitions of target lesion, non-target lesion
and overall visit responses respectively. RECIST outcomes (i.e., PFS, ORR etc.) will be calculated
programmatically for the site investigator data from the overall visit responses,

6.4.1.1  Target Lesions Visit Response

Measurable disease is defined as having at least one measurable lesion, not previously uradiated
{unless lesion has clearly progressed since uradiation) or biopsied per the protocol (umless no other
lesions are sutable for biopsy), which 15 = 10 mm in the longest diameter (LD) (except lyimph nodes
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which must have short axis = 15 mm) with computed tomography (CT) or magnetic resonance
maging (MREI) and which 15 suitable for accurate repeated measurements. A patient can have a
maximmm of 5 measurable lesions recorded at baseline with a maxinmm of 2 lesions per organ
(representative of all lesions invelved and suitable for accurate repeated measurement) and these
are referred to as target lesions (TLs). If more than one baseline scan is recorded, then measurements
from the one that 1s closest and prior to the start of any study drg will be used to define the baseline

sum of TLs.

All other lesions (or sites of disease) not recorded as TL should be identified as NTLs ai baseline.
Measurements are not required for these lesions, but their status should be followed at subsequent

visits.
Tahble 2: TL Visit Responses
Yisit Reponses Description
Complete response (CR) Disappearance of all TLs since baseline. Any pathological lvmph

nodes selected as TLs mmst have a reduction i short axis to
< | Do

Partial response (PR)

At least a 30% decrease i the sum of diameters of TLs. taking as
reference the baseline sum of diameters. as long as critena for PD
are not met.

Progressive disease (PD)

A = 20% increase in the sum of diamerters of TLs and an absolute
increase of = 5mm, taking as reference the smallest sum of
diameters since treamment started including the baseline sum of
diameters

Stable disease (SD)

Neither sufficient shninkage to qualify for PR nor sufficient
imcrease to qualify for PD

Not evaluable (NE)

Only relevant if any of the TLs ar follow-up were not assessed or
not evaluable (e.g.. missing anatomy) or had a lesion inervention at
this visit; and scaling up conld not be performed for lesions with
InfErventions.

Norte: If the sum of dinmeters meets the PD criteria, PD overrides
not evaluable as a TL response

Rounding of TL Data
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For calenlation of PD and PR, the percentage changes from baseline and previous minmmum m sum
of diameters should be roumded to 1 decimal place before assigning a TL response, For example,
19.95% should be rounded to 20.0% but 19.94% should be rounded to 19.9%.

Missing TL Data

If all TL measurements are missing then the TL visit response 15 not evaluable ). Orverall visat
response will also be NE, unless there 15 a progression of non-TLs . In which case
the response will be PD.

Lymph Nodes

For lymph nodes, if the size reduces to < 10mm then these are considered non-pathological.
However, a size will still be given and this size should still be used to determune the TL wisit
response as normal. In the special case where all lymph nodes are < 10mm and all other TLs are
Omm then although the sim may be >0mm the calculation of TL response should be over-written
asaCR.

TL Visit Responses Subsequent to CR

A CR can only be followed by CR. PD or NE. If a CR has occurred. then the following mles at the
subsequent visits must be applied;

Step 1: If all the TLs have disappeared and all TLs meet the CE. cntena (1.e. Omm or a short axis <
10mm for lymph nodes respectively) then response will be set to CR_

Step 2: If not all lesions meet the CR. cnitena (e.g. progression of one lesion) and the sum of lesions
meets the criteria for PD then response will be set to PD.

Step 3: If after steps 1 and 2. a response can still not be determined, the response will be set to NE.
TL Too Big to Measure

If a TL becomes too big to measure this should be indicated in the database and a size (*x") above
which it cannot be accurately measured should be recorded. If using a value of x in the caleulation
of TL response would not give an overall visit response of PD, then thas will be flagged and
reviewed by the study team. It 15 expected that a visit response of PD will remain in the vast majonity
of cases.

TL Too Small to Measure

If a TL becomes too small to measure, then this will be indicated as such on the case report form
and a value of Smm will be entered mto the database and used i TL calculations. However, a
smaller value may be used if the radiologist has not mdicated ‘too small to measure’ on the case
report form and has entered a smaller value that can be reliably measured. If a TL response of PD
resulis, then this will be reviewed by the study team.
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Irradiated Lesions/Lesion Intervention

In general, previously mradiated lesions (1.e. lesion uradiated prior to entry mto the study) should
be recorded as NTLs and should not form part of the TL assessment. However, a previously
trradiated lesion can be included in the TL assessment if it has clearly progressed, as per the
mclusion eriterion 8. Any TL (includmmg lvimph nodes), which has had mtervention during the study
(for example, uradiation / palhative surgery / embolisation), should be handled i the following
way and once a lesion has had intervention then it should be treated as having intervention for the
remainder of the study noting that an intervention will most likely shrink the size of mmours, Note:
Biopsies should not be ncluded as an intervention unless in the Investigator's opinion there is a
sigmficant impact on the lesion size.

Step 1: The diameters of the TLs (including the lesions that have had intervention) will be summed
and the caleulation will be performed m the vsual manmer. If the visit response 15 PD this will remain
as a valid response category.

Step 2: If there was no evidence of progression after step 1, treat the lesion diameter (for those

lesions with intervention) as missing and if < 1/3 of the TLs have missing measarements then scale
up as descnibed 1n the *Scaling’ section below, If the scaling results in a visit response of PD then
the patient would be assigned a TL response of PD.

Step 3: After both steps, if PD has not been assigned, then if appropriate (1.e. if < 1/3 of the TLs
have missing measurements), the scaled sum of diameters caleulated in step 2 should be used, and
PR or SD then assigned as the visit response. Patients with intervention are evaluable for CR as
leng as all non-intervened lesions are 0 (or <10mm for lymph nodes) and the lesions that have been
subject to intervention have a value of 0 {or <10mm for lymph nodes) recorded. If scaling up is not
appropriate due to too few non-missing measurements, then the visit response will be set as NE.

At subsequent visits, the above steps will be repeated to determine the TL and overall visit response.
When calculating the previous minmmum, lesions with mtervention should be treated as missing and
scaled up (as per step 2 above).

Scaling

If = 1/3 of TL measurements are missing then TL response will be NE, unless the sum of diameters
of non-missing TL would result in PD (i.e. if using a value of 0 for missing lesions, the sum of
diameters has still mereased by 20% or more compared to nadir and the sum of TLs has mcreased
by =5mm from nadir),

If < 1/3 of the TL measurements are missing, then the results will be scaled up (based on the sizes
at the nadir visit to give an estimated sum of diameters) and this will be used in caleulations; this is
equivalent to comparing the visit sum of diameters of the non-missing lesions to the nadir sum of
diameters excluding the lesions with missing measurements.
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Example of Scaling

Lesion 5 15 nussing at a follow-up visit. The nadir TL sum mcluding lesions 1-5 was 74 mum. The
sum of lesions 1-4 at the follow-up is 68 num. The sum of the corresponding lesions at the nadir is
62 num.

Scale up as follows to give an estunated TL swm of 81 mm;
(Sum of lesions 1 — 4 ) ( MNadir TL sum )
at follow — up including lesions 1 -5/ 68x74
{Sum of corresponding 62
lesions at nadir
CR will not be allowed as a TL response for visits where there 15 nussing data. Only PR. 5D or PD
{or NE) could be assigned as the TL visit response in these cases. However, for visits with <1/3

lesion assessments not recorded, the scaled-up sum of TLs diameters will be included when defining
the nadir value for the assessment of progression.

Lesions that Split in Two

If a TL splits in two, then the LDs of the split lesions should be suunmed and reported as the LD for
the lesion that split.

Lesions that Merge

If two TLs merge, then the LD of the merged lesion should be recorded for one of the TL sizes and
the other TL size should be recorded as Ocm.

Change in Method of Assessment of TLs

In this study, the TLs will be assessed using CT or MRI. If a change in method of assessment occurs
between CT and MRI this will be considered acceptable and no adjustment within the programming
15 needed.

6.4.1.2 Non-Target Lt!ll]l!_ - site investigator data

At each visit, the mvestigator should record an overall assessment of the NTL response. This section

provides the defimitions of the cnitena used to determune and record overall response for NTL at the
mvestigational site at each visit.

= 81 mm

NTL response will be denived based on the Investigator’s overall assessment of NTLs as follows:
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Table 3: NTL Visit Responses

Visit Responses Description

Complete Response (CR) Disappearance of all NTLs present ar baseline with all lymph
nodes non-pathological in size (<10 mm short axis).

Progressive Discase (PD) Unequivocal progression of existing NTLs. Unequivocal

progression may be due 10 an important progression in one
lesion only or in several lesions. In all cases the progression
MUST be climically sigmficant for the physician to consider
changing (or stopping) therapy.

MNon-CR/MNon-PD Persistence of one or more NTLs with no evidence of
PrOSTEsSHoN.
Mot Evaluable (NE) Only relevant when one or some of the NTLs were not assessed

and. in the investigator's opinion, they are not able 1o provide an
cvaluable overall NTL assessment at this visit,
Mot Applicable (NA) Only relevant if there are no NTLs at baseline.

To achieve ‘unequivocal progression’ on the basis of NTLs, there must be an overall level of
substantial worsening in non-target disease such that, even in the presence of SD or PR in TLs, the
overall tmmour burden has mcreased sufficiently to merit a determination of disease progression, A
modest ‘merease’ o the size of one or more NTLs 15 usually not sufficient to quahfy for unequivocal
Progression status.

Patients with ‘symptomatic progression’ requiring discontinuation of treatment without objective
evidence of disease progression at that nme should continne to undergo mmour assessments where
possible until objective disease progression is observed.
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6.4.1.3  Overall Visit Response

Table 4 defines how the previously defined programmatically denved TL wisit response and
T A —

mvestigator NTL visit response

visil response.

Table 4: Overall Visit Responses

Target visit response | Non-Target visit

(programmatically response

derived) (imvestigator)

CR CRor NA

CR Non-CER/Non-PD or
NE

PR CE, Non-CR/MNon-PD,
NE or NA

sD CE. Non-CR/MNou-PD.
NE or NA

PD Any

Any PDy

Any Any

NE CE. Non-CR/Non-PD
or NE or NA

MNA CE

MNA Non-CR/MNon-PL

NA NE

Owerall Visit Response
(programmatically
derived)

CR

FR

PR

5D

FD
FD
FD
NE

CR
s5D
NE

MaA: Mot applicable (onby rebevant if there were no target lesion or son-target lesions at baseliawe). NE: Mot Evaluable
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6.4.2 Primary Efficacy Variable
6.4.2.1  Best ohjective response

Best objective response will be provided as a supportive endpoint for pnmary efficacy vanable-
ORR.

Best objective response (BoR) is caleulated based on the overall visit responses from each RECIST
assessment, described in Section 6.4.1.3_ It is the best response a patient has had following first
dose of any study drog but prior to staring any subsequent cancer therapy (including any
subsequent HUDSON study treatment ) and up to and meluding RECIST progression (unconfinmed
or subsequently confirmed) or the last evaluable assessment in the absence of RECIST progression.
Categorisation of BoR will be based on RECIST 1.1 using the following response categones: CR,
PR, 5D, PD and NE.

CR or PR. must be confirmed. For detemmmation of a best response of SD, the earliest of the dates
conmbuting towards a particnlar overall visit assessment will be used. For all modules except
Modules 2, 3 and 10, 5D should be recorded at least 6 weeks minus 1 week, 1.e. 35 days (to allow
for an early assessment within the assessment window of 1 week), after first dose/administration of
study medication. For Modules 2, 3 and 10, there is a 7-day lead-in period. Thus, SD should be
recorded at least 7 weeks minus 9 days, 1.e. 40 days (o allow for an early assessment within the
assessment window of 1 week + 2 days for Cyele | Day 1 assessment window), after first
dose/admmstration of study medication. For CR/PR. the imtial overall visit assessment which
showed a response will use the latest of the dates contributing towards a particular overall visit
assessment.

BoFR. will be determuned programmatically based on RECIST using all site investigator data up until
the first progression event. The denomunator will be consistent wath that used in the ORR. analvsis.

For patients whose progression event 15 death, BoR. will be calculated based upon all evaluable
RECIST assessmenis prior to death.

For all modules except Modules 2, 3 and 10, if a patient dies with no evaluable RECIST
assessments, and 1f the death occurs <13 weeks (Le. 12 weeks + 1 week to allow for a late
assessment within the assessment window) after first dose/administration of study medication, then
BoR. will be assigned to the PD category. For patients who die with no evaluable RECIST
assessments, if the death occurs =13 weeks after start of any study drug then BoR will be assigned
to the NE category.

For Modules 2, 3 and 10, if a patient dies with no evaluable RECIST assessments. and if the death
occurs = 100 days (1.e. 12 weeks + 1 week of lead-in cycle + 1 week to allow for a late assessment
within the assessment window + 2 days of Cycle 1 Day 1 assessment window) after first
dose/adiministration of study medication, then BoR will be assigned to the PD category. For patients
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who die with no evaluable RECIST assessments. if the death occurs =100 days after start of any
study drmg then BoR will be assigned to the NE category.

A patient will be classified as a responder if the RECIST criteria for a CR or PR are satisfied at any
time following first dose/administration of study medication, prior to RECIST progression and prior
to starting any subsequent cancer therapy (including any subsequent HUDSON study treatment).
All responses of CE. or PR must be confinned.

6.4.2.2  Objective response rate

The primary efficacy endpomt of this study 1s the ORE, where ORR. 15 defined as the percentage of
patients with a confirmed investigator-assessed response of CR. or PR.

A confinued response of CR/PR means that a response of CR/PR is recorded at 1 visit and
confimned by repeat imaging not less than 4 weeks after the visit when the response was first
observed with no evidence of progression between the mitial and CR/PR. confirmation visit. Data
obtained up until progression, or last evaluable assessment in the absence of progression, will be
mcluded in the assessment of ORR. Patients who discontinue study dmg without progression,
receive a subsequent anti-cancer therapy (note that for this analysis, radiotherapy is not considered
a subsequent anti-cancer therapy). mcluding any subsequent HUDSON study treatment. and then
respond will not be included as responders i the ORE. (1.e. both visits contnbuting to a response
must be pnor to subsequent therapy for the pahent to be considered as a responder).

In the case where a patient has two non-consecutive visit responses of PR, then, as long as the time
between the 2 visits of PR is greater than 4 weeks and there is no PD between the PR visits, the
patient will be defined as a responder. Sumlarly, if a patient has visit responses of CR, NE, CR,
then, as long as the tune between the 2 visits of CR 15 greater than 4 weeks, then a best response of
CE will be assigned.

6.4.3 Secondary Efficacy Variables

6431  Overall Survival

Overall survival (OS) is defined as the time from the first dose of any study drug until death due to
any cause regardless of whether the patient withdraws from stody treatment or receives subsequent
cancer therapy (1.e. date of death or censonng — date of first dose + 1). Any patient not known to
have died at the time of analysis will be censored based on the last recorded date on which the
patient was known to be alive (SUR._DAT, recorded within the SUR module of the electronic case
report form (eCRF)).

Note: Survival calls will be made in the week following the date of data cut-off (DCO) for the
analysis, and if patients are confimmed to be alive or if the death date 1s post the DCO date these
patients will be censored at the date of DCO. The status of ongoing, withdrawn (from the study)
and “lost to follow-up™ patients at the time of the final OS5 analysis should be obtamed by the site
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personnel by checking the patient’s notes, hospital records, contacting the patient’s general
practitioner and checking publicly-available death registnes. In the event that the patient has
actively withdrawn consent to the processing of their personal data, the vital status of the patient
can be obtained by site personnel from publicly available resources where it is possible to do so
under applicable local laws.,

WNote that for any OS5 analysis performed prior to the final OS analysis. in the absence of survival
calls being made, it may be necessary to use all relevant CRF fields to determune the last recorded
date on which the patient was known to be alive for those patients still on treatment (since the SUR
modale is only completed for patients off treatment if a survival sweep is not performed). The last
date for each individual patient 1s defined as the latest among the dates recorded on the case report
forms (CRFs) but not limated to the following:

. AF start and stop dates

. Admission and discharge dates of hospitalization
. Study treatment date

. End of treatment date

. Laboratory test dates

. Date of vital signs

. Disease assessment dates on RECIST CRF

. Start and stop dates of subsequent anticancer treatment
. Date last known alive on survival status CRF

. End of study date

. Pre-screening informed consent date

. Main screening mformed consent date

. Conecomitant procedures

. Consent withdrawal

In case the death date of a patient 15 partially recorded (see Section 7.3.3) then the patient will be
censored at the imputed date if it is the latest date among those recorded in the CRFs.

6.43.2 Disease Control Rate
6.4.3.2.1 All Modules except Modules 2, 3 and 10

Disease control rate (DCR) at 12 weeks 15 defined as the percentage of patients who have BoR of
CE or PR m the first 13 weeks after the start of any study drug (to allow for a late assessment
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within the assessment window), or with duration of SD for at least 11 weeks after the start of any
study drug (to allow for an early assessment within the assessment window) where duration of 5D
is caleulated as per Section 6.4.3.2.3.

Disease control rate (DCR) at 24 weeks is defined as the percentage of patients who have BoR of
CE or PR in the first 25 weeks after the start of any study dmg (to allow for a late assessment
within the assessment window), or with duration of 5D for at least 23 weeks after the start of any
study drug (to allow for an early assessment within the assessment window) where duration of 5D
is caleulated as per Section 6.4.3.2.3,

6.4.3.2.2 Modules 2, 3 and 10
For Module 2, there is lead-in penod of 7 days, 1.e. one week.

Disease control rate (DCR) at 12 weeks is defined as the percentage of patients who have BoR of
CE or PR in the first 100 davs (13 weeks + 1 week of lead-in period + 2 days of Cycle 1 Day 1
visit window) after the start of any study dmg (to allow for a late assessment of within the
assessment window + 2 days for Cyele 1 Day | assessment window), or with duration of SD for at
least 86 days (11 weeks + 1 week of lead-in period + 2 days of Cycle 1 Day 1 visit window) after
the start of any study drug (to allow for an early assessment within the assessment window) where
duration of SD 1s calculated as per Sechon 6.4.3.2.3.

Disease control rate (DCR) at 24 weeks is defined as the percentage of patients who have BoR of
CE or PR in the Mirst 184 days (25 weeks + 1 week of lead-in period + 2 days) after the start of
any study drug (to allow for a late assessment within the assessment window + 2 days for Cycle |
Day | assessment window), or with duration of 5D for at least 170 days (23 weeks + 1 week of
lead-in period + 2 days of Cycle 1 Day 1 visit window) after the start of anyv study dmg (to allow
for an early assessment within the assessment window) where duration of SD 15 caleulated as per
Section 6.4.3.2 3,

For modules 3 and 10, there 15 also a lead-in peniod of 7 days, 1.e. one week, a different approach s
nsed.

Disease control rate (DCR) at 12 weeks is defined as the percentage of patients who have BoR of
CE or PR. in the first 100 days (13 weeks + 1 week of lead-in period + 2 days of Cycle 1 Day 1
visit window) after the start of anv study drug (to allow for a late assessment within the assessment
window + 2 days for Cycle 1 Day 1 assessment window), or with duration of 5D for at least 82
days (11 weeks + 1 week of lead-in period - 2 days of Cvcle 1 Day 1 visit window) after the start
of any study dmig where duration of SD is calcnlated as per Section 6.4.3.2.3

Disease control rate (DCR) at 24 weeks 15 defined as the percentage of patients who have BoR of
CFE. or PE. in the first 184 days (25 weeks + 1 week of lead-in period + 2 days) after the start of
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any study drug (to allow for a late assessment within the assessment window + 2 days for Cycle 1
Day | assessment window), or with duration of SD for at least 166 davs (23 weeks + 1 week of
lead-in period - 2 days of Cyele 1 Day 1 visit window) after the start of any study dmg where
duration of SD is calculated as per Section 6.4.3.2.3

6.4.3.2.3

is defined as the time from first dose of study dmg until -

whiachever occurs first;

L

after the start of subsequent cancer therapy should not be included in this duration.
Censoring rules will follow those defined for progression-free survival in Section 6.4.3.5.

6.4.3.3  Best Percentage Change from Baseline in Tumour Size

The best percentage change mm tamour size from baselme will be reported, 1.e. the maximum
reduchon from baseline or the mmimum increase from baseline i the absence of a reduction from
baseline based on all post baseline assessments. Only assessments performed before patients
receive a subsequent anti-cancer therapy, including any subsequent HUDSON study treatment, will
be included in the calculation of best percentage change.

Tumour size is the sum of the longest diameters (or short axis measurements for lymph nodes) of
the target lesions. Target lesions are measurable tumour lesions. Baseline for RECIST 1s defined to
be the last evaluable assessment prior to starting treatment. The percentage change in farget lesion
tumour size ai each week x for which data are available will be obtained for each panient taking the
difference between the sum of the target lesions at each week x and the sum of the target lesions at
baseline divided by the sum of the target lesions at baseline mmultiplied by 100 (1e. (week x -
baseline)'baseline * 100),

Only patients with measurable disease at baseline should be meluded n summaries of best
percentage change in tumour size (measurable disease is as denoted on the CRF by the investigator
assessment). If, afier the scaling up rles have been applied. best percentage change cannot be
calculated due to missing data, a patient has no post baseline assessments, then the following
mmputation rules should be apphed:

a) If there is no observed TL tamour size measurement data post-progression (unconfirmed or
subsequently confirmed) but there is evidence of disease progression for the individual during

their time on study, where evidence of progression is defined as unequivocal progression of
NTLs. ﬁﬂ& determined by an mmvestigator (1.e. investigator’s
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opinion of response recorded on the RECIST eCRF 1s PD at that assessment or study treatment
was discontimued for progression in the assessment time window), and there are at least
5 patients within that cobort with non-missing TL tumour size who have also progressed then
mmpute & best percentage change from baseline as the median best percentage change from
patients with non-missing TL tmmour size who also have progressed. However, if there are less
than 5 patients within that cohort with non-mssmg TL tumour size who have also progressed
then impute a best percentage change from baseline as 20%,

b} If there is no evidence of progression, it will be assumed that the data 1s missing completely at
random; and the patient will be excluded from the analysis.

¢) If it 15 kmown that the patient has died. a best percentage change from baseline wall be imputed
as the maximum (1.e. comesponding to the biggest increase in TL tumour size) best percentage
change reported on the study for each module.

6434  Duration of Response

Duration of response will be defined as the ime from the date of first documented response (which
15 subsequently confirmed) until date of documented progression or death in the absence of disease
progression (1.e., date of PFS event or censonng — date of first response + 1).

The time of the initial response will be defined as the latest of the dates contributing towards the
first visit response of PR or CR (which was subsequently confinned). The end of response should
coincide with the date of PD or death from any canse used for the PFS endpoint based on RECIST

1.1. If a patient does not have PD followimng a response, then their duration of response wall use the
PFS censonng tume.

6435 Progression-Free Survival

Progression-free survival (PFS) 15 defined as the time from first dose of any study dmg until the
date of objective disease progression according to RECIST 1.1 or death (by any canse in the absence
of progression) regardless of whether the patient withdraws from study therapy or receives another
anti-cancer therapy prior to progression (1.e. date of PFS event or censorning — date of first dose + 1).

Patients who have not progressed or died at the time of analysis will be censored at the time of the
latest date of assessment from their last evaluable RECIST assessment. However, if the patient
progresses or dies after two or more missed visits, the patient will be censored at the time of the
latest evalunable RECIST assessment prior to the two missed visits. For all modules, the schedule
of assessments is 6 weekly following the first dose of combination therapy, until 24 weeks. With
the exception of Module 6 the schedule of assessments changes to 8 weekly after 24 weeks:; for
Module 6 the schedule changes to @ weekly after 24 weeks. See below for details on caleulating 2
missed visits between the last evaluable RECIST assessment (before the event) and the event.
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Table 5: Calculating 2 missed visits between last evaluable RECIST assessment for all
maodules except Modules 1, 3, 6 and 10

Last evaluable RECIST | Length of dme of 2 missed visits
mssessment before event
Baseling 2 x 6 weeks + 1 week for late assessment = 13 weeks
| RECIST visit 1 2 x (6 weeks + 1 week) = 14 weeks
| RECIST visit 2 2 x (6 weeks + | week) = 14 wecks
| RECIST visit 3 6 weeks + 1 week + 8 weeks + 1 week = 16 weeks
| RECIST visit 4 2 x (8 weeks + 1 week) = 15 wesks
| RECIST visit 5 ete. 2 x (8 weeks + 1 week) = 18 weeks
For Modules 2, 3 and 10, there is a lead-in period of 7 days, i.e. one week. This will increase the

baseline length by one week. Hence the below table will be used for calculating the 2 missed
visits between the last evaluable RECIST assessment (before the event) and the event for
Modules 2, 3 and 10:

Table 6: Calculating 2 missed visits between last evaluable RECIST assessment for Modules
2, 3 and 10

Last evaluable RECIST | Length of ilme of 2 missed visits

assessment belore event

Baseline 2 % 6 weeks + 1 week for Iate assessment + 1 week of lead-in + 2 days for late
assessment for Cyele 1 Day 1 = 14 weeks + 2 days = 100 days

RECIST visit | 2 % (6 weeks + | week) = 14 weeks

RECIST visit 2 2 % (6 weeks + | week) = 14 weeks

RECIST visit 3 6 weeks + 1 week + & weeks + | week = 16 weeks

RECIST visit 4 2% (8 weeks + | week) = 18 weeks

RECIST wvisit & ete. 2% (8 weeks + | week) = 18 weeks

For Module 6, the RECIST assessment 15 every 6 weeks = | week for the first 24 weeks relative
to the date of first dose (Cyele 1 Day 1), then every 9 weeks = 1 week thereafter, until objective

disease progression as defined by RECIST 1.1 and confinmed with a subsequent scan (in the
absence of clinically significant deterioration).

Table 7: Calculating 2 missed visits between last evaluable RECIST assessment for Module 6

Last evaluable RECIST | Length of time of 2 missed visits

assesament before event

Baseline 2 x &weeks + | week for late assessmsent = [ 3 weeks
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RECIST visit 1 2 % {6 weeks + | week) = 14 weeks
RECIST wisit 2 2 % {6 weeks + | week) = 14 weeks
RECIST visit 3 G oweeks + 1 weak + 9 weeks + | week = 17 weeks
RECIST wisit 4 2% (9 weeks + | week) = 20 weeks
RECIST visit § ete. 2 x (9 weeks + | week) = 20 wesks

If the patient has no evaluable visits or does not have baseline data, they will be censored at Day |
(first dose of any study dmg) unless they die within 2 visits of baseline (For all modules except
Modules 2, 3 and 10: 13 weeks. 1.e. 12 weeks plus 1 week allowing for a late assessment within the
visit window. For Modules 2, 3 and 10: 100 days 1.e. 12 weeks plus 1 week allowing for a late
assessment within the visit window + 1 week of lead in cyele + 2 days of Cyele 1 Day 1 window),

The PFS time will always be derived based on scan dates, not visit dates. Missing or partially
mcomplete scan dates will not be imputed.

RECIST assessments/scans contnbuting towards a particular visit may be performed on different
dates. The following rules will be apphed:

. Date of PD (unconfirmed or subsequently confirmed) will be determined based on the
earliest of the assessment/scan dates that led to assignment of an overall visit response
PD by RECIST 1.1

. When censonng a patent for PFS the patient will be censored at the latest of the
RECIST 1.1 assessment/scan dates contributing to a particular overall visit assessment

Overall visit assessments will be determined programunatically for each assessment (scheduled or
unscheduled) and will contnbute to the derivation of PFS.

Wote: for TLs only the latest scan date 15 recorded out of all scans performed at that assessment for
the TLs and similarly for NTLs only the latest scan date is recorded out of all scans performed at
that assessment for the NTLs.
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6.5 Safety Assessments

6.5.1

Duration of Exposure

Duration of exposure of patients will be assessed for each study dmg. The planned treatment
schedule of each study dmg in each of the treatment modules is described in Section 6 of module-

specific protocol appendices.

Duration of exposure will be evaluated in number of days (rescaled to months) for each of the study
drugs as descnibed in the table below:

Table 8: Total and Actual Treatment Durations

Study Drug

Durvalumab  (TV)
[Modules 1,2, 3, 4,
5.7.9. 10]

Total Treatment Duration (days)y*

Actmal  Treatmeni Duration
(daysy”

(min (last infusion date + 27 dare of death, Total reamment duration — any

cut-off date)— first mfision date + 1)

dose delays

Durvalumab  (IV)
[Module 6]

(nuin (last infiusion date + 20, dare of death, Total mreament duration — any

cut-off date)— first infsion dae + 1),

dose delays

Olaparib  (tabler)
[Module 1]
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Study Drug Total Treatment Duration (days)* Actual Treatment Duration
(days)*
AZD9150 IV} » (Last infusion date — first infusion date + 1). | Total reamment duration — any
[Module 2] if the last eyele is Cyele 0 and there were dose delays.
less than 3 doses,
# (min (last infusion date + &, death date, cot-
off date) - first infusion date + 1). for all
olher cases.
AZD6T38 (tabler) | (Last dose date  first dose date + 1). Total treatment duration — any
(Modules 3, §, 9 dose interruptions and planned
' L] L] n_m H ﬂl L3 ]
10 and 11] T
Vistusertib (tablet (Last dose date — first dose date + 1), Total reatment duration — any
l]:.;:,dult_q]{m ; dose interruptions and planned
non-dosimg days **

Olechunab  (TV)

# (min (last infusion date + 13, death date, cut=

Total reatment duration — any

[Module 5] off date) - first infusion date + 1), if the last | dose delays.

cycleis Cyele 1 or 2,

« {min (last infusion date + 27, death dare. cut-

off date) — first infusion date + 1), for all

other cases.
Trastnmish {min (last infusion date + 20, date of death, Total treatment durtion — any
Deruxtecan  (DS- | cut-off date) - first infusion date + 1). dose delays
8201a) (TV)
[Module 6]
Cediranib (Last dose date - first dose date + 1), Total reanment duration — any
(AZD2171) dose mtemqmnns and planned
{tablet) non-dosing days
[Module 7]

*The total and acheal freatment dusation 15 then rescaled to months using the below formmla:
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Total or actual treatment duration {months) = Toial or achoal reatment duration (days) / (365.25712)

*%. For the cakcolation of actual freatmvent duration, if patient recenved one dose on any day (even Day 1), thas will
contribube to “0.5" day for the acteal treatmvent duration. If the patient received two doses, this will contribate to 1" day
for tee achial treatment duration

The calculation of treatment durations and relative dose intensity will not be performed where the
study dmg administration details are missing in the exposure although the dmg accountability logs
indicate that the patient recerved the study dmg.

Exposure will also be measured by the number of cycles started (for drags which are administered
in cycles). A eycle corresponds to a period of 28/21 days as applicable. A eyele will be connted if

treatment 15 started even if the full dose i1s not dehvered. If a cycle is prolonged due to toxacity, this
should still be counted as one cycle.

L fificati
The Study Treatment Log records dosing details for each dosing day.

Dose mferruption 15 recorded in the treatment log and excludes any planned intermuptions in
accordance with the CSP. For the IV dmgs, drug mtermuptions will be recorded if there 15 an
mtermuphon/break dunng the infusion, Le. infusion imtemuptions dunng imfusion. For the non-IV
drugs, drog mtermuptions will be recorded if the study drug is temporanly stopped for some time
imterval.

Dose delays will be recorded for IV drugs only. If there is a delay in start of the IV infusion, then
this will be recorded as dose delay.

Dose reductions are recorded in the treatment log. Dose modification 1s defined as the total number
of reductions. mtemmuptions or dose delays (TV drugs) recorded i the treatiment logs.

For the non-IV study drugs, missed and forgotten doses should be recorded on the corresponding
CRF module (EXL, EXL1,EXL2, .. ) as a dose interruption with the reason recorded appropriately.
These mussed or forgotten doses will not be meluded as dose mtermuphions i the summary tables,
but the information will appear in the histing for dosing. However, these missed and forgotten doses
will be excluded in the denivation of actual exposure.

Further details on dose modification of the individual study drgs are detailed in respective modules
of the CSP.

Tune to first dose delay (only for IV dmgs) and dose intermuptions (for all study dmgs) will be
evaluated.

Tume to first delav/intepuption will be calculated as:

Date of first dose delay/mterruption — Date of first dose of study dmg +1.
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Dose Intensity
Dose Intensity for each of the study drugs will be addressed by considering relative dose intensity
(RDI).

Relative dose intensity (RDI) 15 the percentage of the actual dose amount delivered relative to the
mtended dose amount through to treatment discontimuation.

RDI = E ® 100%
D
where o 15 the actual cumulative dose i mg delivered up to the actual last dav of dosing where last
day of dosing 15 min{date of last dose date where dose > 0, date of death, date of DCO). )15 the
mtended cumulative dose in mg up to the actual last day of dosing. D is the total dose that would
be delivered if there were no modification to dose or schedule.

When deriving actual dose adnumstered for mfusion admimstered medications. the volume before
and after infusion will also be considered.

6.5.2 Adverse Events

An AE 1s defined as the development of any untoward medical o¢ccumence mn a patient or climical
study patient administered a medicinal product and which does not necessarily have a causal
relationship with this treatment. The term AE is used to include both serions and non-serious AEs
and can mclude a detenoration of a pre-existing medical occmrence.

AEs will be collected from the time of signature of the pre-screen informed consent form (ICF),
thronghout the treatment period and ncluding the safety follow-up (90 days after the
discontinuation of all study dmgs or until imitiation of another therapy, unless the investigator
assesses that the event occwring within 90 days after last dose of study treatment but after the
mittation of another therapy. 15 related to the study dmg).

A TEAE is defined as follows:

# For patients not re-allocated to a second HUDSON treatment eohort:
A TEAE is defined as an event with an onset date or worsening in CTCAE grade on of
after the date of first dose of any study drug and up to and including 20 days following
the date of last dose of study dmg.

o For patients re-allocated to a second HUDSON treatment cohort:
A TEAE 15 defined as any AE that started or worsened in CTCAE grade on or after the
first dose of any smdy drg from the first cohort, until 90 days follow-up afier
discontinuation of study drug from the first cohort, unless the mvestigator assessed the
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relatedness of the AE with onset dunng this interval to the non-durvalumab study dmg
from the second cohont.

» For patients in Module 11 who went on to receive durvalumab + ceralasertib
combination therapy as subsequent therapy:
A TEAE 15 defined as any AE that started or worsened in CTCAE grade on or after the
first dose of ceralasertib monotherapy, until 90 days follow-up after discontmuation of
ceralasertib monotherapy unless the mvestigator assesses the AE with onset dunng this
interval to be related to ceralasertib or durvalumab and the AE started after initiation
of durvalumab.

For the re-allocated patients, only AEs occuming in the first cohort will be considered for
sumunanes, AEs occumng m the second cohort will be flagged in the datasets and presented in
listings only.

Classification of the AE as a Cohort 1 AE or a Cohort 2 AE will be determined by whether the drug
recorded in the “Other Study Drug” field of the AE page was taken dunng Cohort 1 or Cohort 2.

Any AE occumng withmn the defined 90-day follow-up penod after discontmmuation of study dmg,
with the exception of those with onset during this interval for which the investigator assessed the
relatedness to the non-durvalumab study dmg from the second cobort, will be meluded in the AE
summanes. AEs occumng after the 90-day follow-up penod after discontimuation of study dmg,
and AEs with onset during the defined 90-day follow-up penod after discontinuation of study dmg
from the first cohort for which the mvestigator assessed the relatedness of the AE to the non-
durvalumab study drug from the second cohort, wall be histed separatelv, but not mcluded m the

SUnnanes.

For patients from module 11 who switched to durvalumab combination, any AE occuming within
the defined 90-day follow-up peniod after discontinuation of ceralasertib monotherapy. except for
those with onset during this interval after mitiation of durvalumab for which the mvestigator
assesses the AE to be related to cemlasertib or the durvalumab, wall be meluded n the AE
summanes. AEs occurring after the 90-day follow-up peniod after discontinuation of study drug,
and AEs with onset during the defined 90-day follow-up peniod after disconhinuation from
ceralasertib monotherapy for which the investigator assesses the AE to be related to ceralasertib or
durvalumab and the AE started after mitiation of durvalumab, will be listed separately, but not
mcluded mn the sumimaries.
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Any AE occumng before the first dose of study drug (1.e., before Cycle 0, Day 1. or Cycle 1, Day 1,
as appropriate for each study cohort) will be included in the data listings but will not be meluded n
the summary tables of AEs. In general, summary tables will include only TEAEs.

For Screen Failure patients (patients who signed the pre-screening ICF to participate in the study
but did not meet the cntena for pariicipation m the study. or were not subsequently assigned to a
treatment cohort, or were assigned to a treatment cohort but not dosed). only SAEs and procedure
related AEs will be collected.

Drug-related TEAEs will be defined as any TEAE with a cansal relationship to study treatment for
any study drug as assessed by the mmveshgator.

6.5.2,1 AEs of Special Interest, AEs of Possible Interest and immune-
mediated AEs

AEs of special interest for non-durvalumab drugs

Selected individual preferred terms and ligher-level terms have been considered to be “AESIs" for
each applicable non-duwrvalumab study drug in HUDSON. AESIs represent pre-specified risks that
are considered to be of imporiance to a clinical development program. These AESIs have been
wdentified as a list of prefered terms provided by the patient safety team for each of the specific
drgs.

Other categones may be added as necessary or existing ferms may be merged. An AstraZeneca
medically qualified expert after consultation with the Global Patient Safety Physician has reviewed
the AEs of interest and identified which higher-level terms and which preferred terms contribute to
each AESI. Further reviews may take place prior to DBL to ensure any further tenns not already
mcluded are captured within the categories.

AEs of special interest and AEs of possible interest for durvalumab

Some clinical concepts (including some selected individual preferred terms and higher-level terms)
have been considered “AEs of special interest™ {AESI) and “AEs of possible interest™ (AEPI) to
the durvalumab program. All AESIs are bemng closely momitored in climcal studies using
durvalumab alone, and durvalumab in combination with other anti-cancer agents,

AESIs are defined as AEs with a likely mflammatory or immune-mediated pathophysiological basis
resulting from the mechanism of action of durvalumab and requiring more frequent monitoring
and/or interventions such as corticosteroids, mmmunosuppressants, and/or endocrine therapy.
Endocnne therapies melude standard endocrne supplementation, as well as treatment of symptoms
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resulting from endocrine disorders (for example, therapies for hyperthyvroidism mclude beta
blockers [e.g., propranolol], calcimm channel blockers [e.g., verapamil, diliazem], methimazole,
propylthiouracil, and sodium perchlorate). In addition, nfusion-related reactions and
hypersensitivity/anaphylactic reactions are also considered AESIs.

AEPIs are defined as AEs that could have a potential mflammatory or immune-mediated
pathophysiological basis resulting from the mechanism of action of durvalumab but are more likely
to have occurred due to other pathophysiological mechanisms, thus, the likelihood of the event
being inflammatory or immune-mediated in nature is not high and/or i1s most often or usually
explained by the other canses. These AEs not routinely ansing from an inflammatory or imnnme-
mediated mechamsm of action — typically quate general climical terms that usually present from a
mmltitude of other causes —are classified as AEPIs.

These AESIs and AEPIs have been i1dentified as Pnewmonitis, Hepatic events, Diarrhea/Colitis,
Intestinal perforations. Adrenal Insufficiency, Type | diabetes mellitus, Hyperthyroid events,
Hypophysitis, Hypothyroid events, Thyroiditis, Renal events, Dermatitis/Rash, Pancreatic events,
Myocarchnis, Myvasthemia gravis, Guillain-Bamre syndrome, Myositis, Infusionhypersensitivity
reactions and Other rare/muscellaneons. Other categories may be added or existing terms may be
merged as necessary. An Astrafeneca medically qualified expert after consultation with the Global
Patient Safety Physician has reviewed the AEs of imterest and identified which MedDRA preferred
terms coniribute to each AESVAEPL A further review will take place prior to Database lock (DBL)
to ensure any further terms not already meluded are captured within the categones.

Immune-mediated Adverse Events (imAE) for durvalumab

Durvalumab belongs to a class of drogs called mmune checkpoint mhibitors, Because the
mechanism of action of this elass of dmgs is to block the inlabitory signals that prevent T-cell
activation, this drug may potentially cause immune-mediated adverse drug reactions (imAFs).
ImAEs will be identified from both AESIs and AEPIs based on programmatic mles that consider
mterventions mvolving systemic steroid therapy, immnmosuppressant use, and/or endocnne therapy
which. m the case of AEPIs. ocours after first considenng an Investigator's causality assessment
and/or an Investigator's designation of an event as immune-mediated. Endocrine therapies inelude
standard endocrine supplementation, as well as treatment of symptoms resulting from endocrine
disorders (for example, therapies for hyperthyroidism mnclude beta blockers [e.g.. propranolol].
calcnmm channel blockers [e.g.. verapamil, diliazem). methimazole, propylthiouracil, and sodnum
perchlorate).
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In addition, the Sponsor may perform medical review of those AESIs and classify them as imAEs
or not ImAEs via an independent manual adjudication process if required.

6.5.2.2 Procedure related AEs and SAEs

Procedure related AEs and SAEs only will be captured from the time of signature of the pre-screen
mformed consent for those patients who provide a new tumour biopsy dunng the study. AEs and
SAEs occumng up to and including 21 days after the new tumour biopsy procedure completed
during the study will be recorded and will be histed.

6513 COVID-19 infection events
All confirmed or suspected COVID-19 infection events will be recorded in eCRF.

6.5.3 Clinical Laboratory Evaluations

Haematology, clinical chemistry, urinalysis (see Table 9 for the list of laboratory safety variables),
and coagulation will be performed according to the times in the core and module-specific SoA in
the protocol.

For Module 6, tropomin-T (preferably high-sensitivity troponin-T) will be assessed at the imepoints
as described in SoA along with standard laboratory assessments. If it is not possible to assess
troponin T, then sites should assess troponin [ instead. All samples for a patient should be assessed
using the same Troponin test at the same laboratory throughout the study where feasible.

For Module 7, unne samples will be collected at Screeming, on Cyele 1 Day 1, Cycle 1 Day 15, and
Da}r 1 of each sub@equenl cycle and drug discontinnation to monrtor for protemuna. In addition,
urinary protein/creatinine (UPC) ratio will be collected.

For Modules 3, 10 and 11 only, eosinophil and monocyte counts will be recorded as part of the
routine white blood cell count safety assessment. For Module 3 patients already envolled at the time
of protocol version 10.0 m the expanded cohorts and who signed CSP v10.0 or onwards. counts
could be recorded retrospectively.

All patients who have any CTCAE Grade 3 or 4 laboratory values at the nme of completion or
discontinuation from study treatment must have further tests performed until the laboratory values
have returned to CTCAE Grade 1 or 2, unless these values are not likely to improve because of the
underlying disease, The results of further tests will be presented as unscheduled visits. The results
of unscheduled tests will be considered when summarising the data.

The clinical chemistry, haematology (including coagulation) and urinalysis will be performed at a
lecal laboratory at or near the investigator site. All parameters will be converted to intemational
system of umits (SI) when presented i summary tables and histings,

Tahle 9: List of laboratory parameters
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Haematology/Haemostasis (whole blood)

Urinalysis (dipstick)

B-Hacmoglobin U-Blood
B-Platelet count U-Colour and appearance
B-White blood cell (WBC) count U-Kelones
B-Absolute neutrophil count (ANC) U-pH
B-Absolute lymphocyte count (ALC) U-Protein
B-Eosinophil count U-Specific gravity
B-Monocyte count
B-Red bleod cell (RBC) count
Clinical Chemistry (serum or plasma 5/F)
S/P-Albumin S/P-Alkaline phosphatase (ALP)
5/P-Alanine aminotransferase (ALT) SP-Amylase
S/P-Aspanate aminotransferase (AST) S/P-Total calcium
S/P-Chlonde S/P-Creatimine clearance
S/P-Creatinine S/P-Gamma ghitamyltransferase (GGT)
S/P-Direct bilinibin S/P-Indirect bilirubin
S/P-Glucose (random) S/P-Lactate dehydrogenase
S/P Lipase S/P-Magnesium
S/P-Phosphate S/P-Potassium
S/P-Sodivmn S/P-Total bilitubin
S/P-Total protein S/P-TSH
TPCADZS Version 2 Effective Date: 27™ August 2017
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S/P-T; free (reflex)

S/P-T, free (reflex)

5/P-Urea or BUN, depending on local practice S/P-CRP
S/P-Haptoglobin 5P Troponin (Module 6 only)
Coagulation

Activated partial thromboplastin time (APTT)

International normalised ratio (TINR)

B/P-Fibrinogen

B - blood; BUN - blood urea nitrogen

. CRP - C-reactive protein; P - plasma: § - serum; Ts-

tniodothyronine; Ty - thyroxine; TSH - thyroid stimulating honmone; U - unine,

Haematology, climcal chemistry, and coagulation values will be classified as low (L), normal. and
high (H) according to the normal ranges. In addition, CTCAE grading (NCI CTCAE v4.03) taking

values Grade 1, 2, 3, or 4, will be used to classify selected parameters.

Table 10: Laboratory Parameters with CTCAE grading

Haematology/Haemostasis (whole blood)
Lymphocyies, parmicle concentration Absolite neutrophil count
Platelets, parficle conceniration Absolute vinphocyte commnt
Haemoelobin
Clinical Chemistry
Albmnin Alkaline phosphatase
Alanine aminotransferase Amvlase
Aspartate aminotransferase Crealining
Camma shuamyliransferase (GGT) Lipase
Phosphate Total bilirubin
Clinical Chemistry Bi-directional CTCAE
Magnesium Total calcium
Potassinm Glucose (random)
Sodinm
Coagulation
Activated parmial thromboplasiin time (APTT) | International normalised ratio (INE)
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6.5.4 Other Observations Related to Safety
6.54.1  Vital Signs

Vital signs ncluding blood pressure, pulse rate, body temperature, and respiration rate will be
evaluated according to the SoA of the corresponding module of the study. Body weight is also
recorded at each visit along with vital sigms.

For Module 2, the blood pressure and pulse rate will be collected on Cycle 1 Day 1 (first infusion
of durvalumab) prior to durvalumab infusion, during infusion, at end of infusion, and 1 hour afier
end of durvalumab infusion. It will be also collected at pre-dose for each cyele Day 1 and at C1D13
and C2D15.

For other modules, vital signs will be collected as per protocol.

6.54.1.1 Oxygen Saturation (Module &)

Sp0: will be measured to enhance the mvestigation and diagnosis of possible pnewmonitis for all
modules.

For Module 6, SpO: will be perfonned before and after infusion on Cyele 1 Day 1, Cyele 2 Day 1
and Cyele 3 Day 1, measured at any time at Cycle 1 Day 8 and Cycle 1 Day 15, and before
mfusion on Day 1 of each subsequent cycle (Cyele 4 Day 1 onwards), and at the end of treatment
visit and the follow-up visit.

6.54.1.2 Additional Vital Signs measurements recorded by
patients (Module 7 only)

All patients m Module 7 should check only their BP and pulse rate twice daly for at least the first
8 weeks after starting study drugs. or, if antibypertensive management is required, until a stable
anti-hypertensive regimen has been established, overall for at least 8 weeks and even if this requires
more than 8 weeks. Thereafter the monmitoring can be reduced to once daly, but twice daly
monitoring could be re-implemented (after any cediramb dose intermuption for at least 2 weeks or
until the pahent 15 re-established on a stable anthihypertensive remmen, wiuchever takes longer).
Patients should continne to check their BP and pulse rate for as long as they remain on cediramb
treatment and for 30 days after cediranib discontinuation.

Patients will record their BP and pulse data nusing handheld electromic devices, to be provided by
the study Sponsor, In case there are any technical 1ssues with the device, then the data will be
collected m clinical database vmtil the techmical 1ssue with the device 1s rectified. Thus the data will
either come from external vendor or from specific pages of the CRF (VSL3) which will be used to
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collect the home assessment data that could not be transferred electronically to extemal vendor,
Any records with TASKSTAT = “Inactive” or “New™ that have missing subject information from the
vendor file will be disregarded and excluded from analysis.

For each patient, the average of all the available BP measurements for moming and evening will
be calculated separately.

Momi | Eveting Ti il
Moming tume period will be defined as the time between 0:00 howrs and 11:59 hours. All the
measurements (AM measurements) collected during this time frame will be used to calculare the
moming average (AM average).

Eveming tune penod will be defined as the time between 12:00 howrs to 23:59 howrs. All the
measurements (PM measurements) collected during this time frame will be used to calculate the
evening average (PM average).

Daily moming and evening average:

If a patient records more than one measurement in the moming of a day, then the average of these

moming measurements will be calculated and considered for that daily morming average. If only

one measurement 15 recorded in the moming of a day, then that record will be considered for that
daily moming average.

A similar approach will be used to caleulate the daily evening average.
6.54.2 Electrocardiograms
Trplicate 12-lead ECG will be assessed at sereening and the timepoints specified in SoA.

For ECGs with normal overall evaluation, with borderline overall evaluation or with abnormal non-

clinically significant finding the mean of the triplicate values of each ECG parameter will be
recorded.

For ECGs with abnormal clinieally significant finding, the ECG will be recorded in tnplicate. The
mean of the ECG parameters to be collected as triplicate will be caleulated.

Continuous ECG parameters include heart rate, PR, RR. QRS and QT intervals. The QT intervals
will be corrected for hieart rate and calenlated using

Fridericia correction: QTcF in msec = (QT in msec)(RR in sec)'?

Categorical overall ECG miterpretation (normal, borderline, abnormal) and whether clinically
sigmficant will also be provided.
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6.5.4.3  Physical Examination

A complete physical examination (PE) will be performed at screeming and data collected. Targeted
physical examinations will be performed throughout the treatment penod at the tume specified in
the module-specific SoA. The baseline abnormality of PE will report as medical history, any new
or aggravated clinically relevant abnormal medical finding at a physical examination as compared
with the baseline assessment wall be reported as an AE.

Height will be measured at screening only.

6544 ECOG (Eastern Cooperative Oncology Group) Performance
status

The patient’s performance status will be assessed at screening only using the ECOG'WHO
Performance Status scale, please refer to Table 11.

Table 11: Eastern Cooperative Oncology Group Performance Status

Grade ECOG
active, able to camy on all pre-discase performance without resimction
1 Resmicred in phivsically stremnons activiry but ambulatory and able to carry out work of

a light or sedentary nature, &2, light houwsework. office work
Ambulatory and capable of all selfcare but unable to carry out any work activities, Up
and about more than 50% of waking hours

3 Capable of only linnited selfcare. confined to bed or chair more than 50%% of waking
hours

Completely disabled. Cannot carry on any selfcare. Totally confined to bed or chair
Dead

L]

.

6.54.5 Pregnancy Tests
Pregnancy tests will be performed for pre-menopausal women of ehildbeanng potential as specified
m the SoA.

6.54.6 Ophthalmologic assessments

For Module 6. ophthalmologic assessments will be performed as per the SoA of Module 6 CSP.
The assessments will inclode:

=  Visual acuity
Skt lamp examination
* Fundoscopy.
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Visnal Acuity

Visual acwty is measured using two of the following three charters:

* Early Treatment Diabetic Retinopathy Study (ETDRS) -
The ETDRS scores for both left and nght eve will be collected in CRF

s Spellen Equivalent (Eqv) -
The visual acuity scores will be collected either in 20/xx foot or 6/xx metre format for
both left and nght eye. The equivalent Snellen’s score converted to decimals for both eyes
will also be collected n CRF.

# Landolt Eqv -
The visual acuity scores will be collected either in 20/xx foot or 6/xx metre format for both
left and right eye. The equivalent Landolt’s score converted to decimals for both eyes will
also be collected in CRF.

The ETDRS is collected for all the patients. Only one of the pair of assessmenis among Snellen’s
or Landolt’s equivalent will be collected throughout the smdy for a patient.

Slit lamp Examination

The slit lamp examination results (normal; abnormal, not climically significant; abnormal, clinically
significant) will be collected.

Fundoscopy

The fundoscopy results (normal; abnormal, not clinically significant; abnormal, clinically
significant) will be collected.

6.54.7T LVEF

For Modules 6 and 7, LVEF will be measured using either echocardiogram (ECHO) or multi-gated
acquisition (MUGA) scan and will be performed as per the SoA of respective modules.
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6.6 Exploratory Variables
6.6.1 Overall Survival of Screen Failures

To mvestigate outcomes i patients who screen fail. the OS5 will be presented to support the
mterpretation of outcomes for treatment interventions. OS5 of screen failure patients 15 defined as
the time in days from the date of pre-screen informed consent until death due to any cause + 1. Any
patient not known to have died at the time of analysis will be censored based on the last recorded
date on which the patient was known 1o be alive (Section 6.4.3.1). Survival status 15 being obtained
for all screen fail patients who were screened before implementation of protecol version 10.0, until
mplementation of protocol version 10.0. As of protocol version 10.0. there 15 sufficient survival
follow-up data for these patients.

The CRFs to be considered are as follows:
* Pre-screening informed consent date
& Main screening mformed consent date
s Laboratory test dates
o Date of vital signs
* Date last known alive on survival status CRF
# Adverse event start and stop dates
# Date of consent withdrawal

+ Start and stop dates of subsequent anti-cancer treatment

The aim will be to select a group of screen failure patients that can serve as a control group in an
exploratory manner, to provide a context when interpreting the survival endpoints in the HUDSON
dosed patients. The outcome of this analysis will not form a part of CSE but may be mcluded in
other documentahion.

Propensity Scores (Rosenbaum and Rubin, 1983) will be nsed to create the control group. The
propensity score is a patient’s probability of treatment assignment, conditional on observed baseline
covariates. The propensity scores will be estimated using a logistic regression model. Potential
covanates i the model mclude baseline demographics, pattent prognostic outcome scores, such as
the Foval Marsden Hospital (RMH) score, the Gustave Roussy Immune (GERIm) score, pnior hastory
performance on immumno-oncology (I0) therapy, selected biomarkers within the HUDSON matched
cohorts (Breast cancer associated gene (BRCA), Homologous recombination repair gene (HRR)
mutation and Liver kinase Bl (LKB1}) and prior anticancer therapy.
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Of note, where covanates are involved mn determining an inclusion or exclusion (IE) cntena for
HUDSON, a patient that fails screening on those particular IE cniteria is unlikely to overlap fully
with the HUDSON population by intent. They may overlap with a HUDSON cohort if they were
not part of the specific IE criteria for that cohort.

All screen failure patients will be weighted by the ratio of the estimated propensity score to 1 munus
the estumated propensity score, L.e. the odds of treatment assignment { Avstn and Stuart, 2015). Thas
will create a pseudo population that 15 simular in charactenstics to the cohort dosed patients. Screen
failure pattents with extremely low weights would contribute negligible information to the final
survival analysis and will not be included in the control growup.

If there 15 msufficient overlap in any covanate distnbutions across the treated and control
populations, the weighting will be performed without these covariates, The effective sample size of
the screen failure patients after weighting will be calculated. If weighting based on the remaming
covariates is not successfl due to a very low effective sample size (<20 patients), then it may be
considered necessary to include fewer covariates in the logistic regression.

To assess the performance of the weighting, histograms and swmmaries of the unweighted and
weighted covanate distnbutions will be produced.

6.6.2 Pharmacokinetics

For Module 2 {(durvalumab plus AZD9150), plasma or senmm concentrations for AZD91 50 will be
measured.

For Module 6 (durvalumab plus trastuzumab deruxtecan), plasma or semum concentrations for
durvalumab and trastuzumab demixtecan will be measured. In addition, for the patients who receive
chloroquine or hydroxychloroquine treatment, additional trastuzmmab demxtecan PK samples wall
be taken at the followmg timepomts during the chloroquine/hydroxychloroquine treatment penod:

e before the first dose of chloroquine/hydroxychloroquine dosing,
» before chloroqume/hydroxychloroquine dosimg on Day 3 or 4,
» on the last day of chloroquine/hydroxychloroquine treatment,

« pre-dose on the day of restarting trastuzumab demuxtecan treatment, if trastuzuinab
denixtecan is restarted.

Following these PK draws, if trastuzumab deruxtecan is restarted, routine trastuzmmab deruxtecan
PE sample collection will contimue as per the schedule.

For Module 7 {(durvalumab plus cediramb), plasma or serum concentrations for cediramb will be
measured.
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For Module 10 {durvalumab plus AZD6738), plasma or semun concentrations for durvalumab and
AZD6ET3E will be measured.

6.6.3 Immunogenicity

Presence of ADA for durvalumab will be assessed in samples from those patients receiving
durvalumab treatment m any study module according to the SoA (all modules except Modules 8
and 11). In addition, presence of ADA for trastuzumab deruxtecan will be assessed in samples from
those patients receiving trasiuzimab denuxtecan treatment i Module 6. In addition, ADA samples
will be analysed for AZD9150 in Module 2.

The collection of ADA samples for oleclumab in Module 5 was removed from CSP version 6.

Positive samples for the presence of ADAs will have to be confirmed, and for those samples
confinned positive for the presence of ADAs immunogenicity, titer will be reported.

6.6.4 Other Exploratory Variables

The other exploratory vanables mclude plasma MAF, the immune-related
markers, genetic aberrations, post-baseline biopsies eTIV m blood samples wall not
form part the CSR and hence are not included i this SAP.

The molecular profile of biopsies and collected at pre-screening will be reported in the CSR

as these determine allocation to cohorts and overall eligibilaty.

T STATISTICAL METHODS

7.1 General Methodology

For categorical data, the mumber and percentage of patients m each category will be presented.
Percentages by categones will add up to 10024, 1.e. percentage denominators will be based on the
number of patients with no mussing data, or the categones summansed will mclude a nussing
calegory. Percentages will be displayed to | decimal place. No percentage will be displayed for
zero counts, and no decimal will be presented when the percentage is 100%5.

For continuous data, descriptive statistics will include mumber of patients with non-mmssing
measurements (n), mean, standard deviation (SD), median, munimum and maximum. When needed,
the use of other percentiles (e.g. 25% (first quartile Q1) and 75% (thard quartile Q3)) wall be
mentioned in the relevant section. If n is less than 3, the mean, SD. median, Q1 and Q3 will not be

reported.

Decimal places for descriptive statistics will always apply the following rules:
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. n will be presented as integers.

. Mean, median, Q1 and Q3 will be presented as the original value +1 additional decimal
place.

. SD and geometnc mean will be presented as the onginal value +2 additional decimal
places, but up to a maximum of 3 decimal places.

. Minimum and maximm will have the same munber of decimal places as the original
value

. In case the onginal value 15 reported for 4 or more decimals. then number of decimal
places presented in the displays will be limited to 4 decimal places for every siatistic.

Sunmaries for the patient disposition, demographics. baseline characteristics, medical history,
prior and concomitant medications, efficacy and safety variables will present results by cohort

{(biomarker-matched tvpe or immunotherapy resistance type (primary or acquired resistance) to
priot PD-1/PD-L1 therapy or dose group) and total, within each treatment module as appropriate.

Re-allocated patients will be summanised in their first cohort only, and no summanies are expecied
m their second cohort, Safety data following re-allocation to the second cohort will be mcluded
only in separate listings. The list of re-allocated patient hstings 15 1dentified m the Section 11 of
the SAP. The listings for re-allocated subjects will display baseline characteristics and
demographics data as assessed prior to the first cohort. Prior anti-cancer therapy, prior
radiotherapy, medical and surgical history, subsequent anti-cancer therapy and subsequent
radiotherapy will be relative to the first cohort. Listings for re-allocated subjects will not be
produced if there are no subjects in the analysis set planned to be used when generating that
listing,

A different approach may be necessary in future while reporting individual modules as necessary.
Accordingly, the SAP will be amended.

For patients from Module 11 who will go onto the combination therapy after disease progression,
data on the combimation therapy will be collected as any other subsequent anti-cancer therapy but
not reported except for some specific TEAEs detailed m 6.5.2, If the data subsequently needs to
be reported, the SAP will be updated accordingly.

Extent of laboratory. ECG and viial si a o be el i1 ab s and
Diistrtation Cirigina Copy

TPCADZS Version 2 Effective Dafe; 27T August 2017
{basad on TROQADZE Vearsion 2) Prior Effective Date: 21% Decamber 2016

Page 80 of 163




:ej CHILTERN

STATISTICAL ANALYSIS PLAN

Sponsor, Astrafeneca | ProtocollCIP Mumber. | ID&6185C00001Multiple drugs

CIL Project Number: 40773

For the patients not re-allocated to a second HUDSON treatment cohort: The data from baseline up
to 90 days after discontinunation of study drmg will be inclnded.

For patients re-allocated to a second HUDSON treatment cohort and patients in Module 11 who
received durvalumab + ceralasertib combination therapy as subsequent therapy: The data from
baseline up to the earliest of the following will be included.
» First dose of study dmg i the second cohort, or for Module 11 first dose of study drg in
durvalumab + ceralasertib combination therapy
* 90 days after discontinmation of study dmg from the first cohort, or for Module 11 20 days
after discontinuation from ceralasertib monotherapy

The study design allows modular CSR and hence displays will be produced to support modular
CSE. All the data displays will be produced per module. Within each module the data will be
displayed per cohort and per liomarker classification, or by dose group. The displays for each
module will be labelled appropriately so that they are unique from each other. The data displavs for
the modular CSE will be produced following the data cut-off for the analysis of all the cohorts (or
dose groups) in the respective module, Final analysis of each module will be performed after the
planned database lock for the module which can oceur either 12 months after the last patient has
started treatment or when 75% of the patients have died.

The quarterly review (QR) outputs will provide tolerability and safety data and wall also give a
reasonable chance of detecting any efficacy signal in this cohort, should one exist.

Owverall survival and progression-free survival across all cohorts for ITT patents will be presented
at the end of the study:.

For the modules that are terminated, for example Module 4, the full set of CSR. data displays might
not be required. Instead, data displays may include listings only (subset of CSR listings). This

requirement will be discussed and agreed by the Sponsor. All the data displays will s the
analiis ﬁnimd for CSR which is descnbed in this SAP

7.11 Potential impact of COVID-19
The following outputs will help assess the impact on the COVID-19 pandemic, A summary and
listing of patients impacted by the pandemic, including details of whether the impact related to
study visits, study drug admmistration, conconutant medication usage. study drug or study
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discontinuation. The summary of patient disposition will include the mumber and percentage of
patients who discontinned study dmg and discontinued the study due to COVID-19, The
summary of important protocol deviahions wall sunumanse all important protocol deviations. as
well as COVID-19 related important protocol deviations (IPD) and non-COVID-19 related
unportant protocol deviations. Patients with reported issues in the Clinical Trial Management
Systems due to COVID-19 pandemic will be histed mrespective of whether the deviation 15
considered as important.
The outputs will be reviewed to identify whether patients missed 2 or more RECIST scans due to
COVID-19, to assess whether the analysis of PFS data 15 impacted by the pandenuc. The listing of
SAEs will be reviewed for evidence of excess deaths due to COVID-19 (e.g., undiagnosed deaths
due to COVID-19). Additional outputs as necessary will be produced.

7.2 Adjustments for Covariates
Mot applicable for this study.
For OS for screen failures analyses, please refer to Section 6.6.1.

7.3 Handling of Dropouts or Missing Data

7.3.1 Imputation of Adverse Event Onset Date

Missing onset dates (where in eCREF UN, UNK and 0000 indicate unknown or nussing Day, Month
and Year respectively for partial missing dates; while completely missing dates would be left
empty) will be imputed according to the following mles:

»  Completely missing dates will not be mmputed.

«  Ifthe day is missing and the month and year are different from the month and year of the
first dose of any study dmg, assume 01-MMM-YYYY. If the month and year are the
same as the date for the pre-screen consent, then assume the pre-screen consent date for
the onset date unless the month and vear is also the same as the date of the first dose of
any study drug and the following applies. If the month and year are the same as the first
dose of any study drug, month and year and the end date (after any imputation) is on or
after (including still on-going at the end of the smdy) the first dose of any sudy dmg,
then assume the date of the first dose of any study drug. If the month and vear are the
same as the first dose of any study dmg, month and year and the end date (after any

mmputation) 15 prior to the first dose of any study drug, then assume the end date for the
onset date.

+  If the month is missing and the vear is different from the year of first dose of any smdy
drug, assume 01-JAN-YYYY of the collected year, If the year 1s the same as the date for
the pre-screen consent, then assume the pre-screen consent date for the onset date unless
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the vear 15 also the same as the date of the first dose of anv study drmg and the following
apphies. If the vear is the same as the first dose of any study drug vear and the end date
{after any imputation) 15 on or after (including still on-going at the end of the shudy) the
first dose of any study drug, then assume the date of the first dose of study drug. If the
year 18 the same as the first dose of any study drug and the end date (after any imputation)
15 prior to the first dose of any study drug. then assume the end date for the onset date.

After applying these mles. if the imputed AE onset date 15 after a complete AE end date (or date of
death), the imputed onset date will be the same as the complete AE end date (or date of death).

Of note is that missing start dates for concomitant medications will not be imputed.

1.3.2 Imputation of Adverse Event / Concomitant Medication Stop Date
Missing stop dates will be imputed according to the following rules:

»  Completely nussing dates will be not imputed

«  If the day is missing: Assume the last day of the month

+  If the month is missing: Assume 31-DEC-YYYY.
After applying these mles:

«  If the imputed AE or concomitant medication (CM) stop date is after the date of death, the
imputed stop date will be the same as the date of death.

& If the imputed AE or CM stop date 15 after the DCO, then AE/CM will be ongomng and
associated vanables should be reset accordingly.

If the AE/CM is ongoing, the stop date will remain missing.

1.3.3 Imputation of Death Dates
Missing death dates will be imputed according to the following rules:

o [f only the day 15 missing then the date will be imputed at the last dav of the previous month
recorded.

e If month 1s missing then the date will be imputed at the last day of the previous year
recorded.

7.34 Imputation of EOT Dates
Missing EOT dates will be imputed according to the following mles:

s [If only the day is missing then the date will be imputed at the maximnm date between the
last day of the previous month recorded and the last day of exposure.
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+ Ifmonth 15 missing then the date wall be imputed at the maximum date between the last day
of the previous year recorded and the last day of exposure.

T7.3.3 Imputation of Subsequent Cancer Therapy Start Date
Missing subsequent cancer therapy start date will be imputed according to the following rules:
¢ Completely missing dates will be not imputed
& If only the day is missing then the date will be imputed at the later of
o 0l-MMM-YYYY
o 1 day after the last dose of study treatment
* [f month is missing then the date will be nmputed at the later of:
o OlI-JAN-YYYY
o | day afier the last dose of smdy ireatment

7.3.6 Imputation of Diagnosis Date
Missing diagnosis date will be mmputed according to the following rales:

o Completely missing dates and if day and month are missing will be not imputed.
¢ If only the day is missing then the date will be imputed at the 15" of the month.

73.7 Imputation of Laboratory values
Laboratory values of the form of *< x™ (ie. below the lower limit of quantification) will be imputed
as “0.99x LLOQ" in the caleulation of summary statistics but displayed as “< x” in the listings.
Laboratory values of the form “>x" (ie, above the upper limit of quantification) will be imputed as
“1.01*ULOQ™ and the value “=x" will be displayed in the listings. Note that 0 should not be used
as an imputed value m  case the endpoint requres a log transformation.

7.3.8 Interim Analyses and Data Monitoring

73.8.1 Data Monitoring
Every 3 months, analysis and reporting will be performed for key efficacy and safety vanables.
These Cuarterly Review (QR) outputs will be reviewed by the HUDSON clinical program team
{CPT) in case decisions about cobort expansion can be made. Also the safety outputs will be
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provided for review by an extemnal independent data momitonng commuttee (IDMC). The IDMC
will be composed of therapeutic area experts and a biostafistician, who are not emploved by
AstraZeneca and are free from conflict of nterest. Following the reviews, the IDMC will
reconunend whether the study should continne without any modifications, be amended, or whether
study modules or the entire study should be terminated. Omce the IDMC has reached a
recopunendation. a recommendation memo will be provided to AstraZeneca. If the IDMC
recommends temmination of a cohort or module for safety reasons, the IDMC Chairperson will send
the recommendation memo and closed report to the Vice President Omcology Clinical
Development, AZ. The final decision to modify or stop the study will sit with the sponsor. The
timing of the above reviews may be modified, and/or additional safety reviews added, based on
recommendation by the IDMC. Full details of the IDMC procedures and processes can be found in
the IDMC Charter. The safety of all AstraZenecaMedImmune clinical studies 13 closely momtored
on an ongoing basis by Astrafeneca/Medlmmune representatives m consultahion with the Patient
Safety Department. Isspes identified will be addressed: this could mvolve, for instance,
amendments to the CSP and letters 1o investigators.

7.3.8.2  Interim Analysis

This section deseribes fully the interim analysis (IA), there will be no separate interim analysis
plan. The list of outputs mcluded mn the QR analysis report 15 maintaimed i dedicated shell TLFs
docomentation as the QR analysis report 15 not exactly a subset of the CSRE outputs. A certain
amount of modifications is uplemented for the QR analysis to assist IA. Additional specific
analysis defails are maintained separately along with Section 11 of this document, which describe
these changes to the quarterly report.

An LA of efficacy will be conducted in each cohort after approximately the evaluable patient
m that cohort, or the final patient dosed mn a cohort if enrolment has edarly, has had the
opportumity for two on-treatment RECIST assessments or has discontinned or withdrawn from
treatment. This analysis may be flexibly timed to comncide with the QR of efficacy and safety
outputs. Exceptions to this for individual treatment cohorts are descnbed later in this section.

There will be approximately Sl evaluable patients in each treatment cohort, with 2 options for
possible expansion should an acy sigmal, such as 4 or more observed confirmed responses (CR.
PR}, be observed. Alternatively, patients could be emrolled to a non-comparative randomized
expansion where approximately an addiional @l patients could be randomized to either smdy
treatment or standard of care/treatment of physician’s choice (to be determined and defined in the
resulting CSP amendment).

For Module 9, enrolment of approximately . evaluable patients was planmed m each treatment
cohort (ACQ and PRI). This was based on encouraging preliminary data from Module 3. Data were
to be reviewed after the first . patients in each treatment cohort and contimue up Icr. evaluable
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patients unless the emerging data review mdicated a less than expected efficacy signal. Enrolment
continued dunng the review of the data. Following a regular data review (data cut-off 26 October
2021}, the decision was made by AstraZeneca to close recruitment to Module 9 (both Cohorts
B.9ACQ and B.9.PRI) and to re-open/expand Module 3 (Coborts B.3. ACQ and B.3.PRI). Per
protocol version 10.0 for Module 3, cohorts B.3. ACQ and B.3.PRI and A.3. ATM were expanded
and as per protocol version 12.0 all three cohorts have been closed for enrollment.

Per protocol version 10, Module 10 (in Group C) is included in this study. Introduction of Module
10 follows regulatory recommendation to gather additional data on the mmpact of different doses of
AZD6T38 to support a registration-based Phase 3 study; therefore, the study decision framework
does not apply to this module. For Module 10, an mterim analysis will be performed at least 24
weeks following appmximately. patient m the 160 mg cohort and appm-:timn'rel}r. patient in
the 240 mg cohort first dose, or when the approximately . patient in the 160 mg cohort or
approximately [l patient in the 240 mg cohort have discontinued or withdrawn from the treatment.
Based on observed efficacy, safety and tolerability data, each cohort may be increased to up tu.
patients.

A recommendation to stop a module will be made uhlhizing the followmg safety No-Go decision
crteria; STOP if the observed one-sided 90% lower confidence limit of the discontinuation rate,
from either investigational product (IP), due to any adverse events is greater than or equal to 20%.
For example, with 20 patients, this equates to observing a discontimation rate due to adverse events
greater than or equal to 7/20 (35%). The IDMC will be provided with No-Go entena specific to the
mumber of evaluable patients. There 13 only one planned No-Go assessment of discontinuation rate
due to adverse events within each module when at least Jll evaluable patients in a module have had
the opportunity for 12 weeks exposure. The decision cnitena were developed using the methodology
from Frewer et al (2016) with a Lower Reference Value (LRV)=35% and a Target Value
{(TVF20%. Repeated use of these critenia within a module will require agreement from the Sponsor.

Per protocol version 11, Module 11 (in Group C) is included in this study. Introduction of Module
11 is to further investigate the contribution of components of AZD6T38 as monotherapy, as it 15
considered to be active m the combmaton setting with durvalumab. Therefore the decision
framework 15 a recommendation only and any decision to stop or expand at any time will be at the
discretion of the sponsor and will be based on emerging efficacy, safety and tolerabality data. For
Maodule 11, a futility analysis will be carried out after approximately Ihe. evaluable patient in
the cohort has had the opportunity for 2 on-treatment RECIST assessments or has discontinued or
withdrawn from treatment. If the futility cniteria are not met (>0 confinned responses (CE. or PR)
out of the tients), the cohort will be expanded and a second interim analysis will be camed
out after the evaluable patient in the cohort, or the final patient dosed in the cohort if enrolment
has ended early, has had the opportmity for 2 on-treatment RECIST assessments, or has
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discontinued or withdrawn from treatment, There is the potential option to expand the cohort to
patients, should an efficacy signal, such as more than 4 confirmed responses out of lhe. patients,
be observed, and supported by emerging data (including progressive disease rate, time to
progression, discontinuation rate and death rate). The interim analysis will provide tolerability and
safety data and will also give a reasonable chance of detecting any efficacy signal in this cohort,
should one exist,

7.4

The following summary/listings are planne-:l_

Disposition (Listing only)

Demography

Disease charactenstics

Extent of disease (Listing only)

Pathology of non-small cell ling cancer (Listing only)
Previous disease-related treatment modalities (Summary only)
Previous disease-related systemic anti-cancer ireatment {Summary only)
Prior anti-cancer treatment (Listing only)

Prior radiotherapy (Listing only)

Tumour biomarker profile

Subsequent cancer therapy

Adverse Events and SAE (from the time of signature of the pre-screen ICF throughout the
safety follow-up). SAE will be listed only

s  Overall Survival (with Kaplan-Meier plot)

Further details are provided in respective sections
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8 STATISTICAL ANALYSIS
8.1 Disposition of Patients

Disposition and reasons for study discontinuation will be summansed for Enrolled Patients (which
meludes patients who sign the prescreening ICF and have their treatment module allocated at pre-
screening) and will be displayed for total patients only. Disposition and reasons for discontinuation
of each smdy dmg will be summanised for Enrolled Patients with treatment allocation and the
Intention-to-Treat (ITT) analyvsis set; and will be displayed by cohort (or dose group, as applicable)
and module-specific total. The three reasons of discontinuation - objective progression confirmed
progression and symptomatic deterioration will be presented under a category “Evidence of disease
progression”. Other reasons of discontinuation will be presented as per eCRF.

A list of patient disposition will be provided for Enrolled Patients and for Sereen failures.
8.2 Protocol Deviations

Study specific mmportant protocol deviations (IPD) will be defined m the Early Climcal
Development Non-compliance Handling Plan (ECD NHP). The list of IPDs will be finalized pnior
to database lock.

Important protocol deviations may inclode, but are not limited to the following:
1. Those who entered the study even though they did not satisfy the entry criteria (ICH E3).
Inclusion cnitena
2. Those who entered the study even though they did not satisfy the entry entena (ICH E3).
Exclusion criteria

3. Those who developed discontinuation/ withdrawal eriteria during the study but were not
withdrawn from treatment (ICH E3).

4, Those who developed discontinnation’ withdrawal cntena dunng the study but were not
withdrawn from Study (ICH E3).

5, Subject received the wrong treatment or mcomrect dose. (ICH E3).
6. Subject received prohibited medications (ICH E3).

7. Deviations related to Study Procedure.

8, Other Important Protocol Deviations.

None of the deviations wall lead to subyects bemg excluded from any analysis populations descnibed
in the SAP, unless otherwise specified. If a deviation is serious enough to have a potential impact
on the primary analysis, sensitivity analyses may be performed. A list of all protocol deviations will
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be reviewed and decisions regarding how to handle these deviations documented by the study team
physician, clinical phammacology scientist and statistician prior to database lock.

The incidence of important protocol deviations (IPDs) will be summarised for the ITT analysis set
for deviation categornies by cohort and module-specific total. The number and percentage of subjects
m the following categories will be summarised:

» Number of subjects with at least 1 important protocol deviation
s Number of subjects with at least 1 COVID-19 related important protocol deviation

= Number of subjects with at least 1 important protocol deviation, excluding COVID-19
related [PDs

Patients with more than one IPD n a category will be counted only once n the summmary of that
IPD category. A list of patients with IPDs will be provided for the ITT analysis set.

8.3 Analysis sets

The analysis sets are summarised in Table 12. The number of patients included/excluded from each
of the analysis sets (except Screen Failures analysis set) will be sununansed by cohort and module-
specific total for patients who were allocated to a treatment cohort within each module. Reasons
for exclusion from analysis sets will be summansed for every population and hsted for the ITT
population.

Tahble 12: Study Analysis Populations

Population Description

Enrolled Patients Enrolled Patients 15 defined as all patients who sign the pre-screeming
ICF and had their treatment module allocated at pre-screening.
Screen Failures Patients who signed the pre-screeming ICF to participate in the stady
but did not meet the eriteria for participation in the study, or were not
subsequently assigned to a treatment cohort, or were assigned to a

treatment cohort but not dosed.

Safety Analysis Set | All enrolled patients who took = 1 dose of study dmg. Patients will

(SAF)" be analysed according to the actual treatment received and
comesponding assigned cohort.

Intention To Treat | All enrolled patients who took = 1 dose of study dmg. Patients will

(ITT) be analysed according to their assigned cohort and planned
ireatment.
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Population Description

Evaluable for Dosed patients who have measurable disease at baseline. Pathents

Response will be analysed according to their assigned cohort and planned
Irearment,

Evaluable for Dosed patients with measurable disease at baseline:

Confirmed ¢ who have had the opportunity for =2 on-treatment RECIST

Response scans (1.e., patents have been dosed for at least 12 weeks) or

+ who discontimued from the study or withdrawn from stady
treatment at the time of data cut-off, and were dosed for less
than 12 weeks.

This population will onby be used for intenm analyses. Patients wiall
be analysed according to their assigned cohort and planned

Ireahment.
Pharmacokinetics | All patients who provide concentration data for the study. Patents
Analysis Set will be analysed according to the treatment they actually recerved.

(PKAS)

Wotes: Analysis set will be defined as above and subset for the TFLs will be applisd according to whether they are pan
of the primary or the re-allocated cohan.

Analvsis Set will be defined for re-allocated subjects according to whether they took af least 1 dose of stdy drog after
re=allocation to that module.

*In the absence of complete exposure data relating to dosing on day 1, if the drug accountability data indicate that smdy
drug was taken, it will be assumed tlean day 1 ocewrred on the date the study dnee was dispensed. Such cases should be
meheded i safety analvsis set. However fofnl freatment dumtion, actual freatment dumtion and RDI as described in
Section 6.5.1 will not be caloulated for such cases,

8.4 Demographic and Baseline Characteristics

8.4.1 Demographics

Demographics including age, sex. ethmcity, race and country will be summansed by cohort and
module-specific total for ITT, and total for Screen Failures. A list of patient demographics will be
provided for the ITT population and Screen failures.

The number of patients in each country and centre will be summansed for ITT.

8.4.2 Baseline Characteristics

Baseline charactenstics, biomarker data. disease characteristics and extent of disease will be
summarised by cohort and module-specific total for the ITT population.
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Baseline charactenistics will include the following:

Height, weight and Body Mass Index
ECOG performance status
Pathology of non-small cell lung cancer at baseline: histology type

Platinum sensitivity (< 3 months, =3 - 6 months, =6 - 12 months, =12 - 18 months, > 18
months)

Time from diagnosis to enrolment {(calculated as (Date of pre-screening infonmed consent -
Date of disease diagnosis +1))

Overall disease classification (locally advanced or metastatic. Metastatic disease includes
any patient that has any metastatic site of disease and locally advanced disease includes
patient who has only locally advanced sites of disease)

Number of metastatic sites (0, 1, 2, >=3)

Extent of disease at study entry will include
o Summary of extent of disease (Locally advanced, Metastatic)
¢ Mean number of target and non target lesions at study entry
o Mean sum of diameters of target lesions at study entry

Primary tumour location and temour, nodes and metastases (TNM) classification at baseline
will include summary of the TNM codes for primary famour in the lung, regional lymph
nodes and distant metastases,

Time in davs from most recent disease progression fo date of first dose of study dmg
{calculated as (Date of first dose of smdy dmg - Date of most recent progression +1)).

Prior imimnotherapy, immediate prior immunotherapy and immediate prior platinum-based
anti-cancer therapy.

A prior therapy 15 defined as a regimen adnumistered prior to dosing with study drug. An
imumediate prior therapy is defined as the last regimen administered prior to dosing with
study drug.

A subject received immediate prior immunotherapy if the last treatment they received prior
to dosmg in HUDSON was immunotherapy. A subject received immediate pnior platimim-
based anti-cancer therapy if the last treatment they received pnior to dosing in HUDSON
was platinum-based anti-cancer therapy.
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Time in dayvs from last pnor immumotherapy to date of first dose of study dmg
{calculated as (Date of first dose of study dmg - Stop date of last prior immmnotherapy
agent + 13).

Duration in days on last prior immunotherapy (calculated as (Stop date of last prior
mmmumotherapy agent — Start date of last prior immunotherapy agent + 1)).

Time in days from immediate pnor immmmotherapy to date of first dose of study d.mg
{calculated as (Date of first dose of study dmg - Stop date of mmmediate prior
immunotherapy agent + 1)).

Duration in days on immediate prior immunotherapy (calculated as (Stop date of
mnmediate prior immunotherapy agent — Start date of immediate poor immmnotherapy
agent + 1)).

Time to progression on mmmediate prior mmumotherapy (calcunlated as (Date of
progression - Start date of inumediate prior immunotherapy agent + 1)).

Duration inn days for immediate prior platinum-based anti-cancer therapy (caleulated as
(Stop date of mmmediate prior platmum-based anti-cancer therapy — Start date of
mmediate prior platm-based anti-cancer therapy + 1))

Time to progression on wmmediate pnor platmim-based anti-cancer therapy (calculated
as (Date of progression — Start date of immediate prior platinum-based anti-cancer
therapy + 1)).

Wumber of prior lines of therapy mcluding number of prior regumens, number of pnior
mmmunotherapies. number of prior platinum-based anti-cancer therapies.

In case there are multiple lines of therapies, the tme in days and duration in days will be computed
for each line of therapy. For the time to progression, the latest of the prior therapies will be
considered.

» PD-L1 result (positive, negative, unknown)

& Prior response to an anti-PD-1/PD-L1 containing therapy, or patient resistance (primary
resistance, acquired resistance, unknown) as assessed by investigator in eCRF.

& Suobstance use (tobacco).

The duration of substance use (years) will be calculated for cumrent and former users as
below:

Cwrrent smokers: (current year of the substance use — stari year of substance use) + 1.

Formner smokers: (stop year of substance use — start year of substance use) + 1.
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In case there are multiple smoking peniods, all the peniods should be taken into account
the calculation. In case calculation 15 not possible, but smoking duration was collected from
eCRF, then the eCRF values will be kept.

Additional baseline charactenistics can also be found forther down in Section 8.5.2.

Extent of disease, pathology of non-small cell long cancer, disease characteristics and substance
use will be histed for ITT.

The summary and listing of below baseline characteristics will be provided for sereen failures also.

» Disease charactenstics (including extent of disease and pathology of non-small cell lung
cancer)

# Tumour biomarker profile
s Extent of disease (Listing only)
» Pathology of non-small cell lung cancer (Listing only)

8.4.3 Medical History

Medical and surgical history will be summarised by cohort and module-specific total for ITT. The
number and percentage of patients with a medical history, and sargical history, including both
resolved and ongoing conditions at the time of study entry, will be sunmansed by primary system
organ class (SOC) and preferred term (PT) m accordance with the medical dichionary for regulatory
activities (MedDRA) version 23.0 or higher. Patients will only be counted once per MedDRA level
and both medical history and surgical history will be sorted alphabetically by SOC and PT. The
details of medical history and surgical history will be listed for ITT.

B.5 Concomitant Medication

The following summaries of medications in this section will be presented by cohort and module-
specific total for ITT. All medications will be coded according to the World Health Orgamization
Drug Dictionary Enhanced and Herbal Dictionary (WHO-DDE + HD) 201 7Jun B3 format or later

VErsiomn.

551 Concomitant Medications

For the purpose of the analysis, medications will be classified as either prior, or concomitant (but
not both) or post treatment according to its start and stop dates relative to dosing of the study drug
m the first cohort,
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Prior medication i1s defined as any medication with a stop date prior to the first dose of any study
drmg (exclusive),

Concomitant medication

Concomitant medication 1s defined as any medication with a stop date on or after the first dose of
any study drug but before last dose of any study dmg, or any medication that 15 ongoing.

P el

Post treatment medication 15 defined as any medication which started after the last dose of any study
drug.

The mmputation method described in Section 7.3 will be used in case of medication stop date
partially mussing. Completely missing stop date will not be mmputed and medication will be
classified as concomutant.

Note that CSP definition of concomitant medication or eCRF question “Taken prior to study?” will
not be used to classify a medication as either prior or concomitant.

Concomitant and post treatment medications will be summarised by Anatomical Therapeutic
Chemical (ATC) category name (ATC level 4 or the hnghest level available e, 1if ATC level 4 15
missing, use ATC level 3 and so forth), and genenic term (preferred term) for ITT.

Concomnutant medications and concomutant procedures will be listed for ITT.

8.5.2 Previous and Subsequent Cancer Treatment

Previous disease-related treatment modalities will summarise previous surgery, radiotherapy
mumunotherapy and other systemuc anti-cancer therapy for ITT and screen failures. Previous
disease-related systemic anti-cancer treatment and immediate pnor disease-related systemic anti-
cancer treatment will be summansed by genenc term (preferred term) for the screen failures and
ITT analysis sets, respectively.

Number of prior lines of systemic anti-cancer therapy will be a patient’s maximum regimen number
m pror systemic anh-cancer therapy. Number of prior lines will be summansed as ordmnal
categories and as a continuons value for ITT.

The immediate pnior disease-related systemic anti-cancer therapy 15 defined as the lasl regimen
administered prior to dosing with study dmg. The immediate prior disease-related systemic anti-
cancer therapy will be summarised by generie term (preferred term) for ITT.
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Listings for prior and subsequent systemic anti-cancer therapy will be provided, and subsequent
gystemic anti-cancer therapy will also be summarised, for ITT. A listing for previous and
subsequent radiation therapy will be provided for ITT,

The prior anti-cancer therapy and prior radiotherapy will be listed for sereen failures also.
8.6 Analysis of Efficacy

Efficacy endpomts for tumour response: ORR (BoR), OS5, DCR at 12 weeks and 24 weeks, t
lesion size and best percentage change from baseline in tumour size, DoR, PFS,ﬂ

will be analysed (as summansed m Table 13: Summary o
E!!lmy ﬁls! E Hﬂ and cobort, and where appropriate, by module. Note: efficacy data
for Module 4 will not be summarised or listed.

The tumour assessment details will be listed and includes the below:
Target lesion details

Target lesion visit response

Non-Target lesion details and visit response
New lesion details

Investigator overall visit response

=T LT -

B

Calculated overall response and best overall response

Table 13: Summary of Efficacy Endpoints

Efficacy Endpoint Analysis Standard
RECIST 1.1

ORR Descriptive statistics including proportion and Yes
B0% C1

BoR Descriptive stafistics Yes

05 Descnptive statistics inclnding Kaplan Meier NA
point estimate of median, Q1 and Q3 OS time and
802 C1

DCR Descnptive statistics including proportion and Yes
802 CT

Target lesion size Descnphive statistics Yes
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Efficacy Endpoint Analysis Standard
RECIST 1.1
Best percentage change Descriptive statistics including mean and 80% CI | Yes
from baseline in mmour size
DoR Deseriptive statistics including Kaplan Meier Yes
point estimate of median, Q1 and Q3 DoR
PFS Descnptive statistics including Kaplan Mener Yes
point estimate of median, Q1 and Q3 PFS time
and 80% CI

A Mot Applicable

Patients in the biomarker matched cohort (Group A) will be summarised by the test result category
{only for ORR, BOR, OS5, DCR, DoR and PFS):
*  Cualifying biomarker = detected AND
o Exclusion biomarker = not detected
o Exclusion biomarker = detected
o Exclusion biomarker = Total
. Cualifying biomarker = not detected
. Central test result unknown
¢  Ovenll total

Patients in the biomarker non-matched cohort (Group B) will be summarised by the fest resnlt
category (only for ORR., BOE, OS5, DCE. DoR and PFS):

. Exclusion biomarker = not detected

o  Exclusion bomarker = detected

*  Owenall Total {also mcludes exclusion biomarker = unknown)

Patients from Module 10 i Group C will be summarised by dose group and by whether they have
primary resistance or acquired resistance to pnor immmotherapy (based on resistance assessed by

investigator in eCRF):

« |60 mg BD
o Primary
o Acquired
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o Overall total
s 240 mg BD
o Primary
o Acquired
o Overall total
Patients from Module 11 m Group C will be summansed by whether they have primary resistance
or acquired resistance to prior immunotherapy (based on resistance assessed by investigator in
eCRF):
# Primary
* Acquired
s Overall tofal

8.6.1 Analysis of Primary Efficacy Variable
The following analyses will be summarised for the Evaluable for Response analysis set.

. Number of patients with an objective response and the ORE (pnmary efficacy vanable)
with 80% Clopper Pearson CL

A deseription of the mumber and percentage of patients with categories of BoR (RECIST 1.1) will
be provided. The categonsation of BoR will be based on RECIST using the following response
categories; CR., PR, 5D, PD and NE. Details of BoR will be histed.

Analysis of ORE. and BoR will be summansed for the Evaluable for Confirmed Response analysis
set for interim analysis only.

8.6.2 Analysis of Secondary Efficacy Variables
8.6.2.1  Overall Survival (05)

0% will be listed and summarised for ITT (secondary efficacy analysis) and Screen Failures.
Deseriptive analyses of number of deaths and premature censorings, and duration of follow-up will
be perfornmed,

Kaplan Meier (KM) estimates including two-sided 80%% CI {using Greenwood's variance and
loglog tramsform approach) will be provided for the median, Q1 and Q3 OS time, the OS5 rate at 3,
6, 9 and 12 months, and KM plots of O8 will be produced for each module stratified by cohort
and across all cohorts in each module,
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For the mtermm analvsis, along with 80% CI, 60% CI (using Greenwood's vanance and loglog
transform approach) for the OS rate at 3, 6, 9 and 12 months for each module stratified by echort
will be provided.

For all screen failure patients, enrolled before protocol version 10,0, OS (calculated from the date
of consent to the date of death) will be summarised (n, deaths, medians, quartiles, proportion
surviving at 3, 6, 9 and 12 months) overall and Kaplan-Meier plots will be presented. Kaplan Meier
(KM) estimates including two-sided 80% CI (using Greenwood's vanance and loglog transform
approach) will be provided for the median.

8.6.2.2 Disease Control Rate (DCR)

The mumber (%) of patents with disease control at 12 weeks (for RECIST 1.1 vanables) will be
reported along with 80% Clopper Pearson CI for the Evaluable for Response and Evaluable for
Confirmed Response analysis sets by cohort.

The number (%) of patients with disease control at 24 weeks (for RECIST 1.1 variables) will be
reported along with 80% Clopper Pearson CI for the Evaluable for Response and Evaluable for
Confirmed Response analysis sets by cohort. The Evaluable for Confirmed Response analysis set
will be used for nterim analysis only.

Disease control rate details will be listed. A swinuner plot for each module stratified by echort of
individual patients’ |G ! be provided for the Evaluable for Response
analysis set,

8.6.2.3 Target Lesion (TL) size

The absolute values TL size, and percentage change in TL lesion size from baseline will be
summansed using descnptive statistics and presented at each timepomt and by each cohort for the
Evaluable for Response analysis set.

Spider plois showing the percentage change from baseline in TL tumour size and showing the sum
of diameters of TL will be presented for each module stratified for the Evaluable for Response and
the Evaluable for Confirned Response analysis sets by cohort, The Evaluable for Confimmed
Fesponse analysis set will be used for interim analysis only.

8.6.2.4  Best Percentage Change from Baseline in TL Tumour Size

Best percentage change from baseline in TL tumour size during the study period and 30% 1-
distribution CT will be presented for the Evaluable for Response analysis set. In addition to the
above, the proportion of patients with a reduction from baseline along with 80%% CI (using Clopper-
Pearson method) wall be presented.

Waterfall plots depiching the best percentage change from baseline i TL tumowr size will be
produced for the Evaluable for Response and the Evaluable for Confirmed Response analysis sets

Liestnfuetion Origingd Copy:
TPCADZS Version 2 Effective Date: 2T August 2017
{basad on TROQADZE Vearsion 2) Prior Effective Dale: 219 December 2016

Page 598 of 163




STATISTICAL ANALYSIS PLAN

Sponsor, Astrafeneca | ProtocollCIP Mumber. | ID&6185C00001Multiple drugs

CIL Project Number: 40773

for each cohort. The Evaluable for Confirmed Response analysis set will be used for mterim
analysis only.

8.6.2.5 Duration of Response (DoR)

The number of responders and number of responders who subsequently progressed or died will be
provided for the Evaluable for Response analysis set.

If there are sufficient mumbers of responders, and a sufficient number of responses that have
progressed by the point of the analysis, Kaplan Meier (KM) estimates of median. Q1 and Q3 DoR.,
for each module stratified by cohort wall be provided for the Evaluable for Response and Evaluable
for Confirmed Response analysis sets. If number of responders per cohort was less than 3, the
quartiles of the duration of response will not be not caleulated. The Evaluable for Confinmed
Fesponse set will be used for interim analysis only.

In addition, DoR will be histed and swimmer plot of individual patients’ DoR. for each module
strafified by cohort will be provided for the Evaluable for Response analysis set and for the
Evaluable for Confirmed Response analysis sel.

8.6.2.6  Progression-Free Survival (PF5)

PFS will be listed and summansed for ITT. Descriptive analyses of number of progression events
and premature censorings, and duration of follow-up will be performed.

KM estimates incloding two-sided 80% CI {using Greepwood’s vanance and loglog transfornm
approach) will be provided for the median, Q1 and Q3 PFS time, the PFS rate at 3, 6, 9 and 12
months, and KM plots of PFS will be produced for each module stratified by cohort and across all
cohorts m each module.

For the interim analysis, along with 830% CL 60% CI (using Greenwood’s vanance and loglog
transform approach) for the PFS rate at 3, 6. 9 and 12 months for each module stratified by cohort
will be provided.

8.6.2.7 New Lesions

A summary of patients with and without new lesions will be

cafegones- | lesion, 2 lesions, 3 lesions, 4 lesions, 5 lesions and =5 lesions. Summaries will be
presented for ITT.

An additional table to summanse new lesions per visit will be presented. This summary will include

number of patients with new lesions, new lesions that sigmificantly worsened and new lesions that
disappeared along with the site of new lesion.
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8.6.2.8 Other Efficacy Analysis

The number and percentage of patients who recerved further therapy for cancer and who did not
receive further therapy for cancer relative to progression after study treatment will be presented for
ITT analysis set. When more than one cancer therapy afier treatment is collected, only the first will
b summarised,

In addition, Hummarisiug number of patients requinng subsequent
cancer therapy and treatment regnmen wi presented for ITT analysis set and screen farlures.
A hsting u_ will be provided for ITT analysis set and screen failures.

8.7 Analysis of Safety

Safety variables including extent of exposure and compliance, adverse events, laboratory tests, vital
signs, ECG and other safety measurements will be summarised by cohort and module-specific total
for the SAF.

8.7.1 Exposure

Summanes of duration of exposure to individual drugs, RDI, and dose interruptions, delays and
reductions will be provided by study dmg and based on the SAF.

For the study drigs which are administered in cyeles, a summary will be presented with descriptive
statistics for number of cycles and frequency counts and percentages with categories for munber of
cycles (=1 cycle, 22 cycles. =3 cycles etc.).

Further the dose modification will be summansed with frequency count and percentages which
mecludes number of patients and reasons for the below:

e Dose reduction (non-durvalumab drugs)

¢  Dose modification (non-durvalumab dags)

o Dose delay (durvalumab, AZD9150, oleclumab, trastuzumab demixtecan).
¢ Dose mterruptions (all smdy dmgs)

The time to first delay and time to first nterruption will summarised deseniptively with number of
patients with delay/mferruption, median, min and max.
The exposure to each of the smdy drugs will be listed. Any incidences of overdose will be listed.

8.7.2 Adverse Events

AFEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA) coding
dictionary 23.0 or lugher. Toxicity will be graded according to the NCI CTCAE v4.03.

Kev gumidelines for counting incidence proportions of adverse events are as follows:
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When a patient has the same AE reported mulfiple times dunng an analysis penod based on
System Organ Class (SOC) and preferred term (PT), the patient will only be counted once
within a level of MedDEA in an AE incidence table,

When assessing mvestigator reported relationship to study drug of the AEs, if an AE changes
i causal relationship during an analysis penod for a patient, the related event will be chosen.
When summansing mtensity of the AEs. if an AE changes in CTCAE grade duning an analysis
penod for a patient, the AE with the maximum CTCAE grade will be chosen. In case the AE
term (SOC and PT) 1s reported more than once, one of them with missing grade, and at least
another with non-mussing grade, the maxmum CTCAE grade will be chosen from the non-
mussing grade values and the missing grade ¢an be 1gnored. If all are of mussing grade, then the
AE seventy will be summansed i an additional *“Unknown™ intensity category.

When summansing mtensity for drug-related AEs, only dmg related AEs will be used in the
analysis, If a patient has the same AE reported multiple times during an analysis pertod for a
drg-related AE, the AE wath the maximum CTCAE grade will be chosen.

Several actions taken with study treatment can be entered m AE page and AE change forms.
Each action taken will be flagged and count i summary tables. however m hsting only the
worst value will be presented considering the following seventy order (worst to less severe):
drug withdrawn, drmg mterrupted, dose reduced, dose not changed. NA. blank.

An overview of TEAEs will be summansed at the patient and episode levels for SAF for the
following

e Any AE

s Any AE with causal relationship to study drugs

o Anv AE related to study procedure

¢ Any AE with CTCAE grade =3

s  Anv AE with ontcome of death,

s AnvSAE

¢ Any SAE with ontcome of death

¢ Any AFE leading to discontinuation of study drugs

o  Anv AE leading to discontinuation with causal relationship to study drags
s  Any AFE leading to dose intermuption

o  Any AE leading to dose reduction (non-durvalumab dmgs)
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Anv AE leading to dose modification (non-durvalumab dngs)
Any AE leading to dose delay (IV drugs)

Any AE of special interest (durvalumab, olaparib, oleclumab, trastuzumab deruxtecan,
cediramb)

Anv iImAE for durvalumab

Summaries of patients with TEAEs classified by SOC and PT will be provided for SAF. The
summary of patients with TEAEs will also be repeated for:

TEAES causally related to any study dmg. for each study drug and for both study dmgs
TEAEs by maximum CTCAE grade

TEAEs causally related to any study dmg. for each study drug and for both study dmgs by
maximum CTCAE grade

TEAE:s for CTCAE grade =3

TEAEs causally related to any study dmg, for each study dmg and for both study dmugs,
adverse events of CTCAE grade 3 or lugher

TEAES leading to dose interruption of each study drug

TEAESs leading to dose delay of each study dmg where applicable
TEAES leading to dose reduction of each study drug where applicable
TEAEs with outcome of death

TEAEs causally related to any study drmg, for each study drg and for both study drugs with
outcome of death

Senons TEAEs

Serious TEAEs causally related to any study dmg, for each study drg and for both study
drugs

Non-senous TEAES occuming in greater than 5% of patients (Number of events along with
number (%) of patients. Incidence of 5% wall be considered as per the modular total
meidence.)

Serions TEAEs with outcome of death

Senous TEAEs causally related to any study dmg. for each study drug and for both study
drugs with outcome of death.
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* Senons TEAEs by maximum CTCAE grade

# Serions TEAEs by maximuim CTCAE grade - causally related to any study drug, for each
study drmg and for both sdy drugs

» TEAEs leading to discontinuation of each study drug and for both study dmgs.

# TEAEs causally related leading to discontinuation of each study dmg and for both study
drugs

o [nfusion Related TEAEs

In addition, the onmber of TEAEs and number of senous TEAES classified by SOC and PT will be
provided for SAF.

The key patient information listings will be provided for the followmg-
# TEAFEs with outcome of death
» Serions TEAEs
# TEAFs leading to discontinuation of study treatment.
TEAESs of special interest to each study drog will be sunmmarised by
» AESI and preferred term
+ AF of special interest and maxinmm CTCAE grade.

An overview of AESVAEPLImMAE for durvalumab will be summarised at the subject levels and it
will be summansed by

o AESI categorv and subcategory

s AFESI category and subcategory by maximunm CTCAE grade

* AESI category and preferred term

o  AESI category and preferred term by maximuam CTCAE grade
= AFESI category and time to onset

e AESI category and duration of hagh steroid

» AES] category and outcome

& AFSI eategory and subcategory and preferred term

»  AESI category and subcategory and preferred term by outcome
* AESI category and preferred term by event rate
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AESI category and prefemred and maximum reported CTCAE grade
Category and subcategory for AESI could be a group of HLT, SOC or PT depending the team
decision,
The following listings will be presented
o All AEs,
» All SAEs
o  All deaths

* Procedure related adverse events including 21 days after tumour biopsy procedure
« All AEs occumng prior to the first dose of any siudy dmg

= All AFs after the 90-day follow-up period will be listed for SAF (for re-allocated subjects,
also mcludes adverse evenis with onset dunng the defined 90-day follow-up peniod after
diseontinuation of study drog from the first cohort for which the mvestigator assessed the
relatedness of the AE to the non-durvalumab study dmg from the second eohort)

# PTs defining TEAE of special interest
&  AF for subjects with confimmed/suspected COVID-19 infection
s All AEST and AEPI for durvalumab

e Tiume o and duration of systemic steroids for imAE for durvalumab

Time to onset/resolution of IMAE for durvalumabFor Screen Failures, AEs and SAEs will be listed
along with summanes of patients with AEs and mumber of adverse events classified by SOC and
PT.

Note that the infosion related/hypersensitivity reactions AESI will not be presented in any of the
AESVAFPHimAFE specific outputs.

8.7.2.1  Tvpe of Death
The following cntena will be used to construct categones for deaths:

. Whether they occur within the treatment-emergent adverse event penod (from first dose
of any study drug) up to <90 days after last dose of study dmg) or oceur =90 days after
last dose of study dmg. and

. For deaths occurming within the treatment emergent penod. whether they are related to
the disease under investigation and/or are AEs with outcome of death (serions TEAE).
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Mutually exclusive categories for death are defined in Table 14. The number and percentage of
deaths of each category and total number of deaths will be summansed for SAF. All deaths will be
listed and include all deaths up to/including the DCO for the module.

Table 14: Mutually Exclusive Categories for Death

Mutually exclusive categories

for death

Deeath related to
disease nnder

imvestigation

| Death related
AE

Additional Information

Deeath related 1o disease under

; ST Yes
mvestigation

AE with outcome of death only

Ve

Includes adverse events with an onset
date or worsening in CTCAE grade on or
affer the date of first dose of sy study
drug and up to and inclhuding 90 days
following the date of last dose of study
drug.

For the re-allocated subjects. inchudes
AEs that started or worsened in CTCAE
grade on or afier the first dose of any
study dmg foovn the st cobort. wntil 90
days follow-up after discontinuation of
siudy dreg from the first colwrt, unless
the mvestignior assessed the relatedness
of the AE with onset during this inierval
1o the non=durvalamab stedy drg from
the second cobort.

For patients in Module 11 who went on fo
receive durvalumab +  ceralaseriib
combination therapy a5 subsequent
therapy, imcludes AE thai stapied oo
worsened in CTCAE grade onor afier the
firet dose of ceralasertib modotlerapy,
until 90 days  follow-up  after
discontirmation of ceralasentib
monotherapy, unless the mvesthgabor
asegses the AE with onset during this
interval to be related to ceralasertib or

AE with outcome of death only
{AE start date falling after 90

day follow up peniod)

Tes

For the re-allecated subjects. mncludes
AEs thar started or worsened up to 90
days follow-up after discontineation of
smudy drug from the first cohort if the

Listafpubion
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Mutually exclusive categories | Death related 1o i Death related Addditional Information
for death disease umder AE
lvesiigation

investigntor assessed the relafedness of
the AE with onset during this inferval 1o
the non-durvalimab sindy dmg from the
second cobhort

For patients in Module 11 who went on
io receive durvalinmab + ceralasertib
combination therapy as subsequent
therapy, mchudes AE that started or
worsened i the 90 days follow-up after
discontirmation of ceralasertib
monotherapy if the vestigator assesses
the AE with onset during this interval 1o
be related to ceralasertib or durvalumab
and the AE started after initiation of

durvalunsak.
Dreath related to disease AND
AR il e of death Yes Yes Omly AEs from first peniod
Chher deaths not caphured in

categories of deaths relnted to
disease under nvestization of
AE with outcome of death

8.7.2.2  Dose Limiting Toxicity (DLT) for Module 6 only

The dose lmmting toxicity will be summansed and hsted by cohort with number of evaluable

patients, number of evaluable patients with a DLT along with MedDRA and CTCAE grade using
SAF.

8.7.2.3  Clinical Laboratory Evaluations
8.7.2.3.1 Safety Laboratory Tests

All summaries will be reported in infemational System of units (SI). Haematology, clinical
chemistry and coagulation parameters are contiomous vanables. Unnpalysis parameters are
categorical vaniables except specific gravity and pH.

Absolute value, change from baseline and percentage change from baseline for continmous data for
haematology, clinical chemistry and coagulation will be presented by analysis visit for SAF. The
descriptive sunmmary includes n, mean, geometric mean (geomean), SD, median, 1, Q3. mininim
and maxmmun for acmal values, and n, mean, 5D, median, Q1. Q3. mimmum and maximum (oot
geomean) for change from baseline and percentage change from baseline. If one or more values for
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a given parameter is zero, then no geometric statistics will be calculated for that parameter and the
results for geometnic statistics will be set to NA (Not Applicable).

Where appropriate, haematology, clinical chemistry and coagulation parameters will be log-
transformed. A summary table will be presented for the ratios post-baseline/baseline caleulated by
log-transformung the baseline and post-baseline results, and then back-transformung the summary
statistics:
* Ratio from post-baseline 1o baseline (*o) will be defined as the exponent of the logarithm
of the visit value minus the logarithm of the baseline valhue.

Haematology, clinical chemistry, and coagnlation values will be classified as low (L), normal, and
high (H) according to the normal ranges. In addition, CTCAE grading (NCI CTCAE v4.03) taking
values Grade 1, 2, 3, or 4, will be used to classify selected haematology, clinical chemistry and
coagulation parameters that deviate above or below the normal range. The list of selected
parameters is provided in Table 10.

Lab parameters with CTCAE grading will be summarised in shift tables companng maxinnm
CTCAE grade at post-baseline with those at the baseline visit. The percentage of patients mn the

shift table will be based on the number of patients with a baseline and at least one post baseline
value on treatment.

Box plots by analysis visit will be presented for absolute values and change from baseline of
haematology, clinical chemistry and coagulation parameters by cohort and module-specific total.
A line inside the box will present the median. the box range will be Q1 to Q3, whiskers should
extend 10 the most extreme observations within 1.5IQR from the nearest quartile and the outliers
which are out of 1.5 interquartile range (IQR) will be plotted.

Urinalysis data will not be summarised. All laboratory results will be presented in listings for SAF.
The clinical significance of the laboratory resnlis (Yes/No) will be included in the listings for the
data reported by local labs only.

8.7.2.3.2 Hy's Law Laboratory Evaluations
Potential Hy's Law (PHL) 15 defined as having the following combination of values:

(aspartate ammnotransferase (AST) or alanine aminotransferase (ALT) =3 x upper lunit of normal
(ULN) and total biliubin (TBL) =2 x ULN})

at any pomt dunng the study following the start of study medication imespective of an increase in
Alkaline Phosphatase (ALP).

Hy's Law (HL) 15 defined as having the following combination of values:
(AST or ALT =3 x ULN and TBL =2 x ULN)
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where no other reason, other than the study drug. can be found to explam the combination of
mcreases, e.g. elevated ALP mdicating cholestasis, viral hepatitis, another drug.

For PHL and HL the elevation i transamunases must precede or be comcident with (1.e. on the
same day) the elevation in TBL, but there is no specified time frame within which the elevations in
transaminases and TBL must occur.

For patients with ALT or AST =3 x ULN and TBL =2 x ULN, their ALT, AST and total bilirubin
data will be histed along with ALP and GGT. The subjects who have ALT or AST=3xULN and
total bilirubin =2xULN. and the elevation in transaminases precede or comcide with (that 15, on the
same day as) the elevation in TBL will be included i this histing.

The liver assessments, liver risk factors, liver signs and symptoms for patients with potential Hy’s
law in the investigator opinion will be listed using SAF.

Scatter plots on log-log scale of the maximum value on treatment total bilimbin in xULN versus
ALT (xULN) and AST (xULN) will be provided by cohort and module-specific total, for SAF.
WNote: Plotted maxima need not be concurrent, 1.e. a patient may not have had the maximum ALT
at the same time as his maximum total bilimbin.

A line plot of liver biochenustry test results (ALT, AST, TBL, ALP and GGT) in umts of xULN on
log scale versus actual time in study days will be plotted for individual patients who meet the
potential Hy's Law cnitena. This figure will be produced only for those patients with potential Drug
Induced Liver Injury (1.e. ALT/AST = 3*ULN and TBL = 2*ULN and i which the elevation in
transaminases precede or coineide with (that s, on the same day as) the elevation in TBL).

8.7.2.3.3 Pregnancy

A listing of positive pregnancy results for female patients of childbeanng potential only will be
provided for SAF.

8.7.3 Other Observations Related to Safety

8731 ECG

Absolute value and change from baseline for ECG data will be presented by analysis visit for SAF.
QTcF prolongation critenia at any time during treatment will be sunmanised for SAF. Box plots by
analysis visit will be presented for absolute values and change from baseline of ECG parameters by
cohort and module-specific total. All ECG contimeous data and ECG findings will be presented in
histings for SAF.
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B.73.2  Vital Signs

Absolute value and change from baseline for vital sigmns will be presented by analysis visit for SAF.
Additional time points will be presented for blood pressure and pulse rate as descnbed mn Section
6.54.1.

Box plots by analysis visit will be presented for absolute values and change from baseline of vital
signs parameters by cohort and module-specific total for SAF. All vital signs data will be presented
m listings for SAF.

In summary tables, only data selected according to visit windows (Section 6.2.3) defined by the
visits scheduled in the protocol will be presented. All data will be listed.

8.7.3.2.1 Oxygen Saturation

For Module 6, absolute value and change from baseline for SpO: will be presented by analysis visit
for SAF.

SpOh data recorded for all modules will also be presented mn listings. Oxygen saturation pre and
post dose, pulmonary fimetion test will be presented in listings.

8.7.3.2.1 Additional Vital Signs Measurements Recorded by
Patients (Module 7 only)

Defiition of Week and Month:
A week 15 defined as a block of 7 consecutive days, and where the first block starts with Day 1
(D1).

A month is defined as a block of 28 consecutive days, and where the first block starts with Day 57
(D57).

H 2 1l b

Hypertension: BP measurements will be flagged as hyvpertension if enther systolic blood pressure
(SBP)=140 munHg and/or diastolic blood pressure (DBP)=90 numHg.

Hypotension: BP measurements will be flagged as hypotension if there is a drop from baseline SBP
{as measured by the site) of =20 mmHg and/or a drop from baseline DBP of =10 mmHg.

Persistent hypertension (1.e episode of hypertension lasting more than 24 h) will be defined as a
hypertension event on at least 2 consecutive days in the same time penod (morming/evening).
Persistent hypotension is defined similarly.

Hypertension, grade 3 hypertension, hypotension, persistent hypertensionhypotension will be
denved based on moming and evening averages as defined in 6.5.4.1.2.
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All patients will be checked for the occurrence of hypertension and hypotension dunng the study
and summansed for the timepomnts Week 1, Week 2, .... Week 8, Month 3, Month 4 and so on.

If a patient had theiwr first hypertension event in the tunepoints mentioned above, then the total
number of hypertension events the patient had during the study will be summarised as per the
categories mentioned below.

e | event

s 2 evenls

o 4-6 events
o 7-9 events
& =10 events

If a patient has 1 or 2 hypertension events on the same day, then it will be counted as 1 to the total
number of events. (The summary will be of the total mumber of days the patient had at least one
hypertension event.)

Similar analysis will be camed out for the patients reporting hypotension also.
The additional BP data will be summarised using SAF. A summary table of hypertension will be
presented snmmarising below:

» Number of patients with at least one hypertension event

# Number of patients with their first hypertension event in each timepoints (Week 1,
Week 2.... Week 8, Month 3, Month 4. ._..)

# Number of hypertension events the patients had dunng the study for patients who had ther
first hypertension event dunng the timepoint being presented

If no patient had their first hypertension event during a particular timepoint window, then that
timepoint will not be presented.

A similar suninary of hypotension events will be presented.

The additonal BP measurements along the average AM/PM measurements will be presented n
listing. The BP device also records pulse rate, and these will also be histed.

No plots will be presented for these additional BP measurenents.
8.7.33  Physical Examination

Listings of screening (baseline) and targeted (post-baseline) physical examination findings will be
provided for SAF.
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8.73.4 ECOG Performance Status
Listings of ECOG status will be provided for SAF.

8.735 Ophthalmology (Module 6 only)
Visual Acuity

Absolute value and change from baseline at study dmg discontinuation visit for visual acwty be
presented by analvsis visit for SAF.
The above sumnumary will be presented for

& ETDES score

& Spellen’s or Landolt’s scores converted to decimals

The details of visual assessments will be listed mdividually by patient within the SAF.

Lit 1 amina a nilosco

Shift from baseline at 28 days after study discontimuation in abnommality of shit lamp examination
and fundoscopy will be summansed with frequency counts and percentages for SAF. The categones
to be summarsed are:

s Normal
s  Abnormal, not climcally significant
*  Abnommal, clinically sigmficant

8.7.3.6 LVEF (Module 6 and 7 only)

The observed value and change from baseline will be presented for LVEF assessment by analysis
visit using SAF. The details of LVEF assessments will be listed individually by patient.

Shift from baseline in normal'bordetline’abnormal condition LVEF will be summansed with
frequency counts and percenlages using SAF.

8.73.7  Interstitial Lung Disease (ILD) (Module &)

All TLD events submitted to the ILD adjudication committee will be summarized by CTCAE grade
in the following categories: adjudicated as ILD {adjudicated as study dmig-related ILD, adjudicated
as not study dmg-related ILD), adjudicated as not ILD, mwnable to adjudicate due to insufficient
mformation. Each patient will be counted only in one category. For paiients having ILD events
across multiple categones, the patient will be counted in the highest category according to the order
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described earlier in this paragraph. If a patient had multiple ILD events, the CTCAE grade will be
shown for the event with the worst grade. For events adyjudicated as ILD, the CTCAE grade assessed
by adjudication committee will be presented and for events unable to adjudicate due to insufficient
information the CTCAE grade assessed by investigator will be used. In case of multiple CTCAE
grades for an ILD event, the worst CTCAE grade will be used.

A hsting will be provided for ILD/poneumonitis using the SAF, The maximum CTCAE grade that
15 summanzed in the tables will be displayed i the Listing. This maximum CTCAE grade may
differ from the overall maximum CTCAE grade since it is defined to not consider any CTCAE
grade that ocowred after anti-cancer therapy.

A second listing will be provided for detailing the Interstitial lung disease examination data using
the SAF.

8.8 Pharmacokinetics

8.8.1 PK Concentrations for AZD9150, AZD6738, trastuzumab deruxtecan,
durvalumab and cediranib
PK concentrations of AZD9150, AZDA738, trastuzumab denaxtecan, durvalumab and cediranib
will be listed by respective modules by cobort and dose regimen when applicable for the PK
analysis set. Tabular and/or graphical summaries will be generated for PK concentration data from
each respective module 1f appropnate.

8.8.2 Immunogenicity

Durvalumab ADA data will be reported at the end of the study in the core CSE and will summarize
data overall (rather than by module).

The number of patients who are confinmed to develop detectable anti-dmg antibodies against
durvalumab (all modules except modules &8 and 11). AZD9150 (Module 2), and trastuzumab
deruxtecan (Module 6) will be summansed by cohort and module-specific total for the SAF,

The immunogemicity analysis will provide the mumber of patients wiath an immunogemcity sample,
the percentage of patients with a positive sample for the SAF.

A listmg will be presented for the ADA samples which were collected for olechunab pnor to
protocol amendiment v6.0.
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883 Other Exploratory Variables
The details of qualifving and exclusion biomarkers with the specimen details and the results will
be listed and summanzed for ITT and screen fallures. Data from local test and all central
laboratonies will be used in table and listings.

Sumumary table on biomarker data at pre-screening will include:
- Summary of qualifying inclusion and exclusion biomarker
- Biomarker profile by patient resistance stafus (as assessed by mvestigator in eCRF)
- Biomarker status by central laboratory and local test

9 Computer Software

All analyses will be performed by Labcorp using Version 9.4 of SAS® software. The standard
operating procedures (SOPs) of Chiltern will be followed in the creation and quality control of all
data displays and analyses.
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