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Version Number Type Version Date
1.0 Qriginal Protocol 27 Apr 2020
1.1 USA Local amendment for USA only 30 Jul 2020
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2.0 Global Amendment 08 Mar 2021

Protocol Version 2.0 (08 Mar 2021)

This amendment 1s substantial based on the criteria in Article 10(a) of Directive 2001/20/EC of

the European Parliament and the Council of the European Union

Overall Rationale for the Amendment

The purpose of this amendment 1s to provide a global protocol incorporating country-specific

Health Authority requests from the USA and France in addition to admimistrative updates.

Section # and Name

Description of Change

Brief Rationale

Title Page, 1.1 Synopsis,
Appendices 10, 11, 12,
page headers

Added the study acronym
“PERSPECTIVE" to study title and
short title. Added row on title page
indicating the study acronym
‘PERSPECTIVE".

Administrative change

a later time point™ after Cohort B will
include US participants only.

1.1 Synopsis Removed “if applicable™ after Updated because Cohort B will be initiated.
Cohort B. Sites in Morth America will be included in
this study. The language in the study
administrative section has been changed o
reflect this.
1.2 Schema Removed “and might be initiated at Updated as Cohort B will be initiated in

parallel to Cohort A. Sites in North America
will be included in this study. The language
in the study administrative section has been
changed to reflect this.

1.3 Schedules of Activities

End of treatment was changed from
the last dose taken to the decision
to withdraw IMP.

Safety measure to allow for decisions to
withdraw from study if dosing of
participant’s study drug had been
interrupted.
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Section # and Name

Description of Change

Brief Rationale

Mote added that screening
laboratory assessments should be
performed within 7 days prior to
Cycle 1 Day 1.

Added screening window to facilitate
protocol adherence.

For ECG assessmenis, allowed a
60-minute window (from the
previous 20-minute window).

Updated to facilitate protocol adherence
and reduce burden at sites due to logistical
constraints in agreement with safety.

For the AE and SAE assessments,
removed “Screening” from the
description of the ICF in the Notes.

Administrative change

2 Introduction

Added “The proposed administered
dose of 500 mg tepotinib
comesponds to 500 mg tepotinib
hydrochloride hydrate and is
equivalent to 450 mg tepotinib (free
base form). The 250 mg tepotinib
comesponds to 250 mg tepotinib
hydrochloride hydrate and is
equivalent to 225 mg tepotinib (free
base form)”.

Revised the protocol to clarfy the amount of
tepoiinib free base administered.

2.1 Study Rationale

Removed “if Cohort B is initiated”
and revised the description of
countries to be included in Cohorts
Aand B.

Updated as Cohort B will be initiated. Sites
in Morth America will be included in this
study. The language in the study
administrative section has been changed o
reflect this.

2.3 Benefit/Risk
Assessment

Updated the reporting period for the
most current Cetuximab 1B.

Administrative change

Under Tepotinib — Risks, clarified
edema and updated to nausea and
vomiting as risks.

Updated to provide current guidance on
tetopinib.

Under Benefit/Risk Assessment:
Combination of tepotinib with
cetuximab, revised to include that
participants with a history of or
developing ILD would be excluded
from the study. Minor restructuring
change to place inclusion
information for participants with
adequate hepatic function with
information more directly related.

Revised to reflect current exclusion criteria.
Revision for clarification.

4 1 Overall Design

Removed “if Cohort B is initiated”.

Revised sentence beqginning “After
the safety run-in period..." in Cohort
expansion at RP2D subsection with
“Safety nun-in period can include
participants from Cohoris A andfor
B".

Updated as Cohort B will be initiated. Sites
in North America will be included in this
study.

4 2 Scientific Rafionale for
Study Design

Cormrected hazard ratios for O3 in
the first-line FOLFIRI plus
cetuximab therapy.

Administrative change
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Section # and Name

Description of Change

Brief Rationale

5.1 Inclusion Criteria

To criterion #2, clarified lefi-sided
CRC tumors, “from splenic flexure to
rectum.” Included reference to
cumrent National Comprehensive
Cancer Network (NCCN) CRC
v1.2021 guidelines.

Added additional description for left-sided
tumors.

To criterion #2, clarified that
advanced tumors are also
unresectable.

Updated to clarfy tumors are unresectable
to better reflect the requirements of the
patient population.

To crterion #7b, added “First-line
treatment must include a
fluoropyrimidine and oxaliplatin or
irinotecan and second-line treatment
must include a fluoropyrimidine,
oxaliplatin, or irinotecan”.

Added at the request of a Health Authority
to clarify that first-line treatment must
include a fluoropyrimidine and oxaliplatin or
innotecan and second-line treatment must
include a fluoropyrimidine, oxaliplatin, or
innotecan.

To crterion #11, comected to add
the superscripted numbers to the
estimated glomerular filtration rate
formula.

Administrative change

5.2 Exclusion Criteria

Added to criterion #8 as point “g.
Comrected QT interval by Fridericia
(QTcF = 480 ms)".

Safety measure clarification to exclude
patients with QTc intervals =480 msec.

Added new criterion, #16,"History of
ILD or interstitial pneumonitis
including radiation pneumonitis that
required steroid treatment”.

Added in order to exclude patients with a
history of interstitial lung disease or
interstitial pneumonitis to better reflect the
requirements of the patient population.

6.1 Study Intervention(s)
Administration, table

Added “and if local cetuximab label
requires” to the information that a
corticosternid is given prior to the
first infusion of cetuximab.

Added to indicate the use of corticosteroids,
as a premedication, will be based on local
requirements.

6.3.1 Study Intervention
Assignment

Cormrected the name of the system
used to assign study numbers to
participants.

Administrative change

6.5.1 Permitted Medicines

Added “and if local cetuximab label
requires” to the information that a
corticosternid is given prior to the
first infusion of cetuximab.

Added to clarify that if a corticosteroid would
be given prior to cetuximab, will depend on
the local cetuximab label.

6.5.4 Special Precautions
6.5.4.1 Cetuximab

Wording updated under Eye
Disorders.

Updated for the signs and symptoms
suggestive of keratitis.

6.5.4 Special Precautions
6.5.4.2 Tepofinib

Added instruction to refer to the
newly inputted table on the
recommended tepotinib dose
modifications for edema.

Administrative change

6.6 Dose Selection and
Modification

6.6.2 Tepotinib

Under Tepotinib: Recommended
Dose (second paragraph), added
indication that tepotinib is also
approved in US as well as Japan.

Updated with the approval of tepotinib in the
Us.
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Section # and Name

Description of Change

Brief Rationale

Added further clarification (table)
under the tepotinib treatment
interruption section to include
recommended dose modifications in
case of adverse reactions of clinical
interest. Also included a footnote
that if AEs were to occur during the
DLT period or the safety run-in that
DLT rules for dose modification
should apply.

Safety measure to provide detailed
guidelines according to the severty grade of
the toxicity observed, and the
recommended tepotinib dose modifications.
Reminder added for dose modification
guidance for events occurring during the
DLT period and the safety run-in.

6.6.3 Dose Limiting
Toxicity

Added “Grade 4 vomiting or
diarrhea” as DLT criteria.

Health authority request to include Grade 4
(life threatening) vomiting or diarrhea as
DLT criteria.

6.7 Study Intervention
after the End of the Study

Added details on provision of
providing study intervention after the
End of the Study. Updated section
to reflect current Sponsor policy.

Updated to specify the terms for the
provisioning of study drug(s) to participants
who benefit at the End of Study.

7.1 Discontinuation of
Study Intervention

Grade =3 QTc interval prolongation
was added as reason for
discontinuation of study intervention.
Additionally, the initiation of close
and appropriate ECG monitoring in
hospital according to local standards
is referred to.

Updated to provide clarification in event of
QTcF findings.

7.2 Parficipant
Discontinuation
MWithdrawal from the
Study

Based on recent protocol template
revisions, replaced first four bullets
with updated language.

Administrative change

8 Study Assessments and
Procedures

Added with the screening
evaluations bullet point, that
screening laboratory tests should be
performed within 7 days prior to
Cycle 1 Day 1.

Added screening window to facilitate
protocol adherence.

8.1.1 Tumor Assessments

Deleted sentence “Readers should
use cytology results and, if not
available, no progression solely on
effusions or ascites should be
determined”.

Removed in order to align with current
amended IRC charter gquidance for
investigators.

9.2 Sample Size
Determination

Removed “if applicable™ after
Cohort B, removed “if initiated” after
Cohort B, removed “(or 22 if Cohort
A only)".

Removed as the enrollment of Cohort B is
now in parallel with Cohort A, and not later
as initially implied. Cohort A language
unnecessary.

9.3 Populations for
Analyses, table

Description of PK analysis set,
changed from “...clinically important
protocol deviations™ to “._relevant
protocol deviations”.

All PK relevant protocol deviations will be
considered now regardless if these are
clinically important.

9.4 1 Efficacy Analyses,
table

Added “Duration of response data
will be censored ... for participants
with an event after the period of 2
scheduled tumor assessments (84
or 168 days) of the last tumor
assessment”.

Added further description of the derivation
of duration of response.
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Section # and Name

Description of Change

Brief Rationale

Added to the description of the
statistical analysis methods for the
PFS endpoint: “Progression free
survival is defined as ... or death
due to any cause within the period
of 2 scheduled tumor assessments
(84 or 168 days) after the last tumor
assessment, whichever occurs first.
PFS data will be censored .__for
participants with an event after the
period of 2 scheduled tumor
assessments (more than 84 or 168
days) after the last tumor
assessment”.

Added further description of the derivation
of PFS.

9.4 2 1 Safety Run-In
Period, DLTs, Stopping
Rules, Dose Reduction
and Escalation

Added reference o newly added
Appendix 8 BOIN Design.

Administrative change

9.4 4 Sequence of

Relabeled main analysis fo primary

Administrative change

Analyses analysis.
Appendix 2 Study Under study administrative section, Sites in North America will be included in
Governance deleted “(sites in Morth America will this study. The language in the study

only be included if Cohort B is
initiated)”.

Changed the screening ECG
window from 20 to 60 minutes.

administrative section has been changed o
reflect this.

Updated to facilitate protocol adherence
and reduce burden at sites due to logistical
constraints in agreement with safety.

Health authority request in the study
monitoring plan to include assessment of
phosphorus in the biochemistry panel.

Appendix 4 Order of Key
Activities on Day 1 of
Cycles 1and 2

Appendix 6 Clinical
Laboratory Tests

Added phosphorus to biochemistry
parameters for assessment.

Removed as this additional safety
parameter was deemed not necessary for
safety evaluation.

Added more detailed
information/specifications to be used for the

Deleted the serum or urine alcohol
and drug screen.

Appendix 8 BOIN Design Added appendix which includes

flowchart and boundaries of the

BOIN design. BOIN design.
Throughout Minor editorial and document Minor; therefore, have not been
formatting revisions. summarized.

- Confidential —
This document is the property of Merck KGaA, Dammstadt, Germany, or one of its subsidiaries. It is intended for restricted use only
and may not — in full or part — be passed on, reproduced, published or used without express permission of Merck KGaA, Darmstadt,
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MSC2156119J, MSBO0010442D
MS202202-0002

Phase II single arm study of tepotinib combined with
cetuximab (PERSPECTIVE)

1 Protocol Summary

w

1.1 Synopsis

Protocol Title: A Phase IT single-arm study to investigate tepotinib combined with cetuximab in
RAS/BRAF wild-type left-sided metastatic colorectal cancer (mCRC) patients having acquired
resistance to anti-EGFR antibody targeting therapy due to MET amplification (PERSPECTIVE).

Short Title: Phase IT single-arm study of tepotimb combined with cetuximab (PERSPECTIVE).

Rationale: The purpose of this study 1s to assess the preliminary antitumor activity, safety, and
tolerability, and to explore the pharmacokinetics (PK) of tepotimb in combination with cehumab
i participants with RAS/BRAF wild-type left-sided mCRC having acquired resistance to anfi-
epidermal growth factor receptor (EGFR) antibody targeted therapy due to mesenchymal epithelial
transition factor (MET) amphfication. The dual therapeutic approach of giving tepotimb and
cetuximab in combination 1s to control the disease via maintamming the inhibition of the EGFR
pathway with cetuximab and targeting the emerging MET activated pathway with tepotimib.

Objectives and Endpoints:

Safety Run-in

Objectives

Endpoints

Primary

To confirm the recommended Phase |l dose (RP2D) of
tepotinib when used in combination with cetuximab

Occurrence of dose limiting toxicities (DLTs)

Overall Study

Objectives

Endpoints

Primary

To evaluate the preliminary efficacy of tepotinib (RP2D)
in combination with cetuximab in terms of tumor
response

Objective response (OR, confimed complete response
[CR] or partial response [PR]) determined according to
RECIST Yersion 1.1 assessed by the Investigators

Secondary

To further evaluate the efficacy of the combination of
tepoiinib (RP2D) and cetuximab in terms of

duration of response (DoR)

DoR (months) according to RECIST Version 1.1
assessed by the Invesiigators.

progression-free survival (PF3)

PFS (months) according to RECIST Version 1.1
assessed by the Invesiigators.

overall survival (0S5)

05 (months) assessed by the Investigators.

To evaluate the safety and tolerability of tepotinib in
combination with cetuximab

* Occurrence of Adverse Events (AE) and treatment-
related AEs

«  Occurrence of clinically significant changes in vital
signs, laboratory parameters and 12-lead
electrocardiogram (ECG) findings

To characterize the immunogenicity of cetuximab

Immunogenicity of cetuximab as measured by anfidrug
antibody (ADA) assays on Day 1 Cycle 1 and End of
Treatment Visit
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MSC2156119J, MSB0010442D Phase II single arm study of tepotinib combined with
MS202202-0002 cetuximab (PERSPECTIVE)

Overall Design: This 1s a Phase IT, multicenter, single-arm_ open-label study. An mitial subset of
at least 6 participants will, irrespective of therapy line, be enrolled mn a safety run-in period to
confirm that the dose of 500 mg once daily (QD) of tepotimb (currently used in Phase IT studies)
can be administered together with cetuximab at 250 mg/m? as a weekly intravenous administration.
After the safety run-in period, the Safety Momitoring Commnuttee (SMC) will decide and confirm
the recommended Phase II dose (RP2D) of tepotinib to be used in combination with cefimab n
the whole study. Participants will receive a combination of the tepotimb dose confirmed by the
SMC and cetuximab in cycles of 21 days duration until disease progression (according to RECIST
Version 1.1), death, AE leading to discontinuation, study withdrawal, or withdrawal of consent,
whichever occurs first.

Disclosure Statement: This 1s a single group treatment study with 1 arm that 1s open-label.
Number of Arms: 1

Blinding: No blinding.

Number of Participants: In total, a maximum of 48 participants are planned to be assigned to
study intervention such that approximately 22 (Cohort A) and 20 (Cohort B) participants will be
treated at the RP2D.

Study Intervention Groups and Duration: For each participant, the study will include a
Screeming Period of up to 56 days, a Study Intervention Period consisting of 3-week cycles (Cycles
are 21 days) of tepotimib combined with ceficumab until disease progression, an End-of-Study
Intervention Visit, a Safety Follow-up Period of 30 days, and a 1-year post study follow-up.
Therefore, assumung there are 5 cycles, the anticipated duration of treatment for each participant
15 191 days or ~6.5 months with a 1-year follow-up period thereafter.

Involvement of Special Committee(s): Yes
1.2 Schema

A high-level schedule of visits / assessments 1s shown in Section 1.3. Number of participants to be
screened 1s described in Section 9.2.
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AMS21561193, MSBO0010442D Phase II single arm study of tepotinib combined with

MS202202-0002 cetuximab
- Efficacy assessment >
= Safety assessment 5
Safety Run-in Cohort Expansion at RP2D | safety
Screening (=P DLT assessment period, 21 days Cycle 1 > SMC ' Tepotinib QD at RP2D combined with Follow-Up
n~e6 R Cetuximab 250 mg/m?once weekly
Desing - e
Initial loading dose specified Cohort A
Tepotinib 500 mg OO combinad with initial ) 2L Survival Fellow-Up
loading dose of Cetuximab 400 mg/m? d
Continuation Dose: I'|=22
Tepotinib 500 mg QD combined with Cetuximalb
250 mgfm? once weekly CohortB =
3L+
n=20
If not
tolerated

Duosing

Initial lvading dose:

Tepotinib 250 mg " QD combined with initial
loading dose of Cetuximab 400 mg/m? =
Continuation Dose:

Tepotinib 250 mg QD combined with Cetuximab
250 mgfm? once weekly

Abbreviations: 2L = 2™ Line; 3L+ = 3™ Line+; DLT = Dose Limiting Toxicity; QD = once daily; RP2D = Recommended Phase Il Dose; SMC = Safety Monitoring
Committee; US = United States.

a

Required loading dose at an initial dose of 400 mg/m? body surface area if participant received the following:

- Panitumumab as pricr line

- Cetuximalb as prior line and last dose was more than 3 weeks ago.

Mo loading dose required if participant received cetuximab as prior line and last dose was given up to 3 weeks ago.

The 250 mg cnce daily dose is the standard dose reduction. If a participant still does not tolerate the 250 mg once daily dose, or the AE does not resolve following treatment
interrupticn, permanent treatment discontinuation or other dosing schemas should be discussed with the Sponsor.

Cohort A will include parficipants from outside the US. A futility analysis is considered which will be perfformed after 12 participants are enrolled and monitored without stopping
recruitment of further paricipants into this study.

After the safety run-in period, at least 16 additional participants will be enrclled at the RP2D expansion in Cohort A, in addition to the & participants completing the safety run-in
at RP2D.

Cohort B will include US participants only.
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MSC2156119J, MSBO0010442D

Phase II single arm study of tepotinib combined with

MS202202-0002 cetuximab
1.3 Schedule of Activities
Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months, Notes
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 8 15 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days
IStudy Site Visils x x x x x X AL the Investigator's discretion,
additional assessments may
be performed at unscheduled
time points if clinically
indicated.
ntten informed X
sent
Inclusion and X echeck clinical status before
xclusion Criteria 1st dose of study intervention.
creening labs for eligibility
hould be performed within 7
ays prior to C1D1.
bemographyr x
[Medical history X
IV Screening x IV testing is optional unless
equired locally.
fepatits Banac|  x
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MSC2156119J, MSBO0010442D

Phase II single arm study of tepotinib combined with

MS202202-0002 cetuximab
Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months, Motes
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 8 15 1 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days
regnancy Test x ISerum test at Screening, urine
women of child est thereafter.
earing potential See Section 7.1 for EoT
nly} ssessment due fo occumence
of pregnancy
hysical X X X X ISymptom directed-physical
xamination examinations will be
performed as clinically
ndicated per Investigator's
Vital signs x x x X Includes height (collect at
IS creening only) and weight.
Standard 12-lead x As triplicates.
CG including CG assessment should be
Tc performed within 60 minutes
prior to predose PK blood
ksample collection (See
Appendix 4).
FCDG PSS X
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MSC2156119J, MSBO0010442D

Phase II single arm study of tepotinib combined with

Notes

From the time of signing the
ICF through Safety Follow-up

Procedures review includes
he capture of cytology results.

MS202202-0002 cetuximab
Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months,
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 1 8 15 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days
IAE and SAE X Continuous
fassessment
oncomitant X Continuous
edication and
rocedures
eview
lood X X X
ematology,

iochemistry

IUrinaIysis

Including thrombocytes, after
ycle = 2 only D1.

ISerum cystatin C (only for
ites where the test is
available).
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Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months, Motes
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 8 15 1 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days
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Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months, Motes
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 1 8 15 1 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days
ADA cetuximab X X ISerum ADA samples will be
icollected predose (within 60
Imin before tepotinib dose) only
on Cycle 1 Day 1 and at EoT
See Appendix 4) and
ISection 8.9.
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Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months, Motes
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 1 8 15 1 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days
IciDNA sample ollection predose (within
60 min prior to tepotinib dose),
before premedication, if
applicable (See Appendix 4)

ocumentation of onfirmed prior to enroliment

ASIBRAF wild- and after disease progression
pe status, and on the previous anti-EGFR
igh MET amp herapy by an established test.
evels
[Tepotinib until PD Decided by the Sponsor and
for intolerability ISMC: Dosing may be stopped
at any time to review safety
and PK data and allow for
adjustments before dosing is
esumed.
Additional schedules may also
be evaluated.
etuximab until ISee Section 6.1 for details of
Dor premedication required prior to
ntolerability irst infusion.
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Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months, Motes
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 8 15 1 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days
[Tumor X ISee Section 8.1
Assessment S creening tumor assessment
RECIST Version eeds to happen within
1.1) based on 8 days prior to dosing. All
Rl and/er CT evaluations should be
ans and other documented by the
rotocol-defined Investigator and images
maging ploaded to the imaging
odalities. epository, for a possible
ndependent read at a later
date.
gF). C3, Ch, C7, C8, C11, C13,
15 and subsequently every 4
yeles until study closure, or
disease progression
egardless of study
ntervention
odifications/discontinuation.
If disease progression is not
ertain, consider continuing to
mage.
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Activity / Screening | Intervention Period (in cycles of 3 weeks) EoT Safety Survival
Assessment Baseline |Follow up ] Follow-Up
Disconti- fE0S |
nuation 1-Year
Follow-Up
Day -56 to Cycle 1 Cycle 2 Cycle 3 and Within | 30 days |After Safety
Day -1 (21 days) (21 days) subsequent cycles |14 days| after the |Follow-Up,
(21 days) after | last dose every
de- 3 months, Motes
cision up to
to with- 1-year Site
draw Visit or by
IMP Telephone
Cycle Day 1 8 15 1 8 15 1 8 15
Visit Window + J days + 3 days + 3 days -3to+ | x1 month
T days

ote: Visit window is +7 days
ior C3 only. All other cycles,
he visit window is + 7 days.

IChest X-Ray x

ot necessary if thoracic CT is
erformed as part of the tumor
ssessment

RECIST Version 1.1) at
reening. These evaluations
hould be documented by the
Investigator and uploaded fo
he imaging repository, for a
ossible independent read at a
ater date.

AE = adverse event; ADA = Anti-drug antibody; aPTT = activated partial thromboplastin time; C = Cycle; CT = Computed tomography; ctDNA = circulating tumor
DMA; ECG = electrocardiogram; ECOG PS = Eastern Cooperative Oncology Group Performance Status; EGFR = epidermal growth factor receptor; EoT = End of
Treatment; HIV = Human immunodeficiency virus; ICF = Informed Consent Form; IMP = investigational medicinal product; INR = International normalized ratio;
MRI = Magnetic resonance imaging; PD = progressive disease; PK = phammacokinetic; PT = prothrombin time; RECIST = Response Evaluation Criteria in Solid
Tumors; SAE = Serious adverse event; SMC = Safety Monitoring Commitiee.
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2 Introduction

Tepotiub 15 a small molecule, reversible adenosine triphosphate competitive inhibitor of the
mesenchymal epithehial transition factor (MET). It 1s being developed as an antitumor agent in
patients with a wide variety of human malignancies including carcinomas of the lung, hiver,
stomach, breast, ovary, kidney, and thyroid exhibiting aberrant MET activation such as high-level
MET gene amplification or activating mutations. The proposed admumistered dose of 500 mg
tepotimib corresponds to 500 mg tepotib hydrochlonde hydrate and i1s equivalent to 450 mg
tepotib (free base form). The 250 mg tepotimib corresponds to 250 mg tepotinib hydrochlonide
hydrate and 1s equivalent to 225 mg tepotuub (free base form).

Cetuximab commercial name Erbitux® is a chimeric human/mouse monoclonal antibody of the
mmmunoglobulin G subclass that targets the human tyrosine kinase epidermal growth factor
receptor (EGFR). Cetuximab 1s indicated for the treatment of patients with EGFR first-expressing,
RAS wild-type metastatic colorectal cancer (mCRC) and squamous cell carcinoma of the head and
neck.

Detailed information on the chemistry, pharmacology, efficacy, and safety of cehxumab 1s found
mn the Investigator’s Brochure (IB)/US Package Inserts (PI)/Summary of Product Characteristics
(SmPCs), and for tepotimb in the Investigator’s Brochure (IB).

2.1 Study Rationale

The purpose of this study is to assess the preliminary antitumor activity, safety, and tolerability,
and to explore the pharmacokinetics (PK) of tepotinib in combination with cetuximab in
participants with R4S/BRAF wild-type left-sided mCRC having acquired resistance to anti-EGFR
antibody targeted therapy due to MET amplification.

Prior to the treatment phase, the safety run-in period will be conducted adnumistering tepotinib
500 mg once daily (QD) in combination with 250 mg/m? of cetuximab once weekly. Dose Limiting
Toxicities (DLT) will be assessed to confirm the daily recommended Phase IT dose (RP2D) as
combination with cetuximab. As per the Investigator’s Brochure/US PI/SmPC for cetzaumab, an
initial loading dose of 400 mg/m’ of cetuximab will be given to participants who received
panitumumab as prior line or cefximab as prior line if the last dose of cetuxumab was given more
than 3 weeks prior to first dosing. No loading dose of cetuximab will be required if the participant
recerved cetinumab as prior line and last dose was given up to 3 weeks prior to first dosing.

The dual therapeutic approach of giving tepotinib and cetuximab in combination 1s to control the
disease via maintaiming the inhibition of the EGFR pathway with cetuzumab and targeting the
emerging MET activated pathway with tepotimb.

The primary efficacy analysis will be based on all patients with MET amplification identified by a
positive liquud and/or tissue-based MET amplification test, both with an appropnate regulatory
status who were admimistered at least 1 dose at RP2D of tepotinib and/or cetuximab (full analysis
set).
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Participants with mCRC with only one prior treatment line will be enrolled into the study for 2"
line treatment (2L) into Cohort A (countries outside of US). Participants with two or more prior
treatment lines will be enrolled for 3™ line + (3L+) treatment into Cohort B (US only).

For further discussion of the scientific rationale for study design, see Section 4.2, and for
justification for dose, see Section 4.3.

2.2 Background
Cetuximab

Cetuximab blocks the binding of EGF and other ligands to the EGFR and prevents EGFR
dimerization, thereby inhibiting ligand induced activation of this receptor tyrosine kinase. This
results in the inhibition of cell growth, induction of apoptosis, and decreased production of matrix
metalloproteinases and vascular endothelial growth factor (reviewed by Moosmann 2007 and
Vincenzi 2008).

Cetuximab also stimulates EGFR internalization and eventual degradation, by removing the
receptor from the cell surface and thereby preventing interaction with its ligand (Feng 2007, Perez-
Torres 2006). In addition, cetuximab can mediate antibody-dependent cell-mediated cytotoxicity,
a process dependent on both the affinity of cetuximab for the extracellular domain of EGFR and
the level of cellular EGFR expression (Patel 2010).

Inhibition of tumor growth as a single agent, synergy with radiation, and utility in chemo resistant
tumor cell lines made development of this antibody for anticancer therapy attractive (reviewed by
Moosmann 2007 and Vincenzi 2008). Additionally, targeted biologic response agents might be
less likely to damage normal cells than cytotoxic agents. They frequently have nonoverlapping
toxicities with conventional cytotoxic agents, making them optimal candidates for combination
therapies. Potential clinical benefits are objective clinical responses or stabilization of disease in
patients with tumors that are EGFR-positive as the most likely clinical targets. Cetuximab is
indicated for the treatment of patients with EGFR-expressing, RAS wild-type mCRC in first-line
treatment and above (Van Cutsem 2015, Bokemeyer 2015, Karapetis 2008).

MET amplification as a mechanism of acquired resistance to anti-EGFR therapy has been
demonstrated for cetuximab therapy. Amplification of the MET protooncogene is associated with
acquired resistance in patients who do not develop KRAS mutations during anti-EGFR therapy.
Incidence of MET amplification in EGFR-resistant colorectal cancer (CRC) has been observed and
ranges between 4.1% to 22.6% (Bardelli 2013, LC-SCRUM, ASCO 2019 [Nakamura 2019],
Raghav 2016, Siravegna 2015, Mohan 2014, Morelli 2014).

Tepotinib

The in vitro and in vivo primary pharmacology studies demonstrated that tepotinib is a potent and
highly selective Type I, adenosine triphosphate-competitive inhibitor of the receptor tyrosine
kinase MET. Tepotinib inhibited hepatocyte growth factor (HGF)-dependent and constitutive
MET activation in biochemical and cellular assays with IC50 values being consistently in the
single-digit nanomolar range. With the same potency, tepotinib inhibited MET-mediated signal
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transduction, tumor cell proliferation and anchorage-independent growth in MET-dependent
tumor cells.

Given the important role of aberrant MET/HGF signaling in cancer, several different therapeutic
strategies, aimed at inhibiting MET/HGF signaling, have been developed and are bemng evaluated
mn climcal studies. These mclude agents that directly inhibit HGF and/or its binding to MET,
antibodies targeted at MET, and small molecule MET tyrosine kinase mhbitors (TKIs)
(Awad 2016, Comoglio 2018).

The resistance of advanced epithelial tumors to conventional standard chemotherapies has been
linked to their genetic complexity; however recent findings indicate that many solid tumors are
“addicted” to particular activated kinases. Targeting such kinases with selective inhibitors
represents a pronusing anticancer approach. The role of MET in tumor progression and metastatic
dissemunation makes it a privileged candidate for therapeutic mtervention. Functional studies
demonstrate that MET activation confers resistance to anti-EGFR therapy both in vitro and 1n vivo.
Notably, in patient-derived CRC xenografts, MET amplification correlated with resistance to
EGEFR blockade which could be overcome by MET kinase inlibitors.

Tepotinib and Cetuximab Combination

In non-small cell lung cancer (NSCLC) tumors with activating EGFR kinase domain mutations,
the combination of tepotimib and EGFR-TKIs (e g, gefitinib) was shown to overcome resistance
to EGFR-TKI treatment mediated by MET amphfication (Study EMR200095-006, tepotiuib with
gefitinib [a first generation EGFR-TKI]). The combination treatment led to tumor regressions of
established NSCLC-derived human tumor xenografts and the antitumor activity was stronger with
the combination treatment than with tepotinib alone. The data provides a rationale for the treatment
of patients who developed resistance to anti-EGFR. therapy due to MET amplification with the
combination of tepotinib in an anti-EGFR resistant seting_ Intfial signals of efficacy of tepotimb
mn Phase I studies indicated the need to stratify patient populations based on predictive MET
alterations for this highly selective drug. These results warrant further investigation of tepotimb
not only in NSCLC but also other tumor types such as mCRC in combination therapy.

The general combination of anti-EGFR. therapy with a MET inhibitor to treat mCRC has been
mvestigated in several studies, indicating the medical need but also potential mechanism of action.
In pretreated KRAS wild-type mCRC patients with no prior anti-EGFR inhibitor therapy, the
combination of panitumumab (an anti-EGFR antibody) with nilotumumab (human monoclonal
antibody against HGF) showed improved response compared with panitummumab alone. While
patients were not selected for MET amplification, the therapy showed increased objective response
rate (ORR) (21% versus 31%), median progression-free survival (PFS) (3.7 versus 5.2 months),
and median overall survival (OS) (11.6 versus 13.8 months) (Van Cutsem 2014). Furthermore,
tivantimb (questionable MET mhibitor regarding mode of action [Calles 2015]) was studied n
combination with cetuximab plus mnotecan. The study enrolled patients with wild-type KRAS
mCRC treated with one prior line of therapy, including an irinotecan-based regimen but not an
EGFR miibitor. While patients were not selected for MET amphification, patients m the tivantimb
group showed improved ORR (45% versus 33%), median PFS (8.3 versus 7.3 months), and median
OS (19.8 versus 16.9 months) compared with the placebo group, however this study did not reach
statistical significance to conclude that adding tivantimib to cetzamab plus irnotecan leads to
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mmproved PFS or OS (Eng 2016). The combination of tivantinib and cetuximab was investigated
in patients with wild-type KRAS, EGFR-resistant MET-high (staiming) mCRC, who had previously
recerved more than 1 systemic therapy (last one contamn anti-EGFR) and showed tumor progression
on anti-EGFR. therapy within 3 months prior to enrollment. The study did not meet its primary
endpoint, with an ORR. of 9.8%. Median PFS and OS were 2.6 and 9.2 months, respectively. Here,
the majonity of patients had more than 1 line of prior systemic therapies (Rimassa 2019).
Savolitinib (a MET mhibitor) 1s currently bemng studied in a Phase IT trial (NCT03592641) 1n
patients with MET-amplified metastatic and/or unresectable CRC, with wild-type i
KRASINRAS/BRAF. Patients are selected by liquud biopsy, however, do not undergo combination
therapy with an anti-EGFR treatment. This study 1s ongoing and no data on this combination are
available.

In summary, despite significant progress in the early detection, diagnosis, and treatment of tumors,
the efficacy of most cancer treatments remains unsatisfactory, and remains an unmet medical need.
In addition, the high selectivity of tepotimb (Bladt 2013) suggests that by combiming tepotimb with
other cancer therapies, the antitumor activity might be maximmzed with no or only imited increase
in toxicity.

2.3 Benefit/Risk Assessment
Cefuximab - Benefit

In patients with R4S wild-type tumors, a sigmficant benefit across all endpoints was associated
with the addition of cefuximab to FOLFIRI (Van Cutsem 2015). The difference in median OS was
28 4 months in the cehwamab plus FOLFIRI arm versus 20.2 months in the FOLFIRI alone arm
(hazard ratio =069, 95% confidence imnterval: 0.54, 0.88; p=0.002). Compared to the RAS
evaluable population, all key efficacy endpoints were numerically better in the R4S wild-type
population. In patients with other than KRAS exon 2 R4S-mutant fumors, no clear difference in
efficacy outcomes between the treatment groups was seen.

The preclinical, climical-pharmacological, and current chimical data on cetuximab suggest a
favorable benefit/risk of cetuximab in combmation with FOLFOX4 versus FOLFOX4 alone in the
first-line treatment of mCRC participants with R4S wild-type status (Study EMR62202-057
(TAILOR)).

In the reporting period from the most current version of the Cetuximab IB (01 October 2019 to 30
September 2020) an estimated 85,599 patients (CRC: 51,143; squamous cell carcinoma of the head
and neck: 34.455) were treated with commercially available cehwamab. The overall benefit/misk
profile of cetuximab remains favorable for the approved indications.

Cetuximab — Risks

Very commonly occurring risks include mild to moderate infusion-related reactions (IRRs), skin
reactions, hypomagnesemia, and increase in liver enzymes. More detailed safety information 1s
provided in the IB/US PI/SmPC.
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Tepotinib - Benefit

The 500 mg once daily dose 1s considered to be well tolerated and in the biologically active range,
1t was chosen as the dose for this study. Overall, in the ongomg and completed studies, tepotimib
was well tolerated (refer to the current IB). To further improve the benefit/risk ratio of the study,
only participants with MET amplification positive tumors will be enrolled, thus enabling
mvestigation of the efficacy and safety of the compound in the most relevant population and
limiting further exposure to the non-targeted population. Tepotinib efficacy compares favorably
to available therapies in advanced NSCLC. In addition, tepotimb exhibits an acceptable,
manageable, and tolerable safety profile compared to chemotherapy contaimng regimens, as well
as the facilitation of treatment by once daily oral dosing 1s to be taken into consideration.

The primary endpoint of the pivotal VISION study (MS200095-0022, a single-arm [tepotimb],
open-label Phase II tnial in participants with NSCLC harboring METex14 alterations or MET
amplification), 1s defined as objective response assessed by independent read. Thereby, for
METex14 patients a relevant ORR of 46.5% (95% CI: 36.4, 56.8.) associated with a median
duration of response (DoR) of 11.1 months (95% CI: 7.2, not estimable) as assessed by
independent read after tepotinib monotherapy 1s observed in the overall population as of the data
cutoff date 01 January 2020 (patients in the ITT group dosed before 02 April 2019 with 9 months
of follow-up). Moreover, a consistent proportion of responders 1s seen across lines of therapy, with
ORRs ranging between 44% to 48 5%, which again supports the notion of METex14 skipping
alterations being an oncogenic driver for NSCLC.

Chinical efficacy and safety information of combinations of MET inhibitors with EGFR inhibitors
is already available from several studies. This mcludes information of tepotinib with the 1%
generation EGFR TKI gefitimb in patients with advanced NSCLC after failure to previous EGFR
TKI treatment (NCT01982955, Cheng 2018). In particular, the subgroup of participants with MET-
amplified, T790M negative tumors, demonstrated positive efficacy signals including an ORR. of
67% and a median PFS of 16.6 months were seen. Furthermore, 60 participants were exposed to
tepotimib with the EGFR inhibitor. While all participants receiving this treatment experienced
treatment-emergent adverse events (TEAEs), the majonity of these TEAEs were mild or moderate.
A companson of tepotiub plus gefitinib versus chemotherapy showed 9.7% versus 4.3% having
TEAES leading to permanent discontinuation, 3.2% versus 0% of TEAEs leading to death (none
of the TEAEs was related), 16.1% versus 30.4% had serious related TEAEs, 51.6% versus 52 2%
had Grade > 3 related TEAESs, and 12 9% versus 8.7% had lipase/amylase increase Grade = 3 not
accompanied by pancreatitis or respective symptoms. Overall, tepotimb i combmation with
gefitinib was considered safe and well tolerated (Cheng 2018).

Bardelli et al. demonstrated that MET activation in CRC tumor cells conferred resistance to anti-

EGFR. therapy m vitro and in vivo. In patient-derived CRC xenografts, MET amplification
correlated with resistance to EGFR blockade which could be overcome by MET kinase inhibitors
(Bardelli 2014).
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Tepotinib - Risks

Interstitial lung disease (ILD) is considered a risk in patients with advanced NSCLC, as well as
edema (mainly peripheral edema), creatinine increased, hypoalbunmuinemia, amylase and lipase
increased, aspartate amunotransferase (AST) and alamne aminofransferase (ALT) increased,
diarrhea, and nausea and vomuting. All these risks have been adverse reactions to tepotinib. More
detailed safety information on classification of risks 1s provided in the IB.

As long as safety measures described in the protocol are strnictly followed, it 1s reasonable to believe
that the potential benefit of tepotimib outweighs its risk in participants with mCRC who have
progressed on anti-EGFR antibody targeting therapy due to MET amplification. Furthermore, a
SMC will regularly momtor safety throughout the study.

Benefit/Risk Assessment: Combination of tepotinib with cefuximab

In this study, possible overlapping toxicities for the combination of tepotiub plus cetuximab are
diarrhea, increase in liver enzymes: AST and ALT, and ILD.

Drarrhea, ALT and AST mcrease are generally mild to moderate i severity. For both drugs these
are risks that are well manageable. As per cefuxumab label, increase in liver enzymes levels are
very common, however in a monotherapy study they were not among the most common adverse
events (AEs) reported (= 15%). Inclusion will be only allowed for participants with adequate
hepatic function.

Though ILD 1s a nisk for both products, 1t was seen only i patients with NSCLC (1.9%) when
treated with tepotinib. For cetuximab it 15 an uncommon (< 1%) event. Thus, the likelihood of a
participant to experience an ILD in this study 1s considered low. Overall, the risk from overlapping
toxicities 1s considered as manageable and adequate measurements such as eligibility cniteria and
dose modifications are in place. Participants with a history of ILD or who develop ILD will be
excluded from the study.

More detailed information about the known and expected benefits and risks for the use
combination of tepotimb with cetuximab, see Section 4.2 and more detail on the reasonably
expected adverse events of tepotimib and cetuximab may be found in the respective IBs and
SmPC/US PI for ceficaumab.

Based on the available tepotimib and cefuximab nonclinical and clinical data to date, the conduct
of the study, as specified m this protocol, 1s considered justifiable.

Moreover, a Safety Run-in Period has been planned to allow for a detailed evaluation of the
combination regimen by a Safety Momtoring Committee (SMC) after the first 3 patients before
more participants are enrolled into the study.
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3 Objectives and Endpoints
Safety Run-in
Objectives Endpoints
Primary

To confirm the recommended Phase |l dose (RP2D) of
tepotinib when used in combination with cetuximab

Occurrence of dose limiting toxicities (DLTs)

Overall Study

Objectives

Endpoints

Primary

To evaluate the preliminary efficacy of tepotinib (RP2D)
in combination with cetuximab in terms of tumor
response

Objective response (OR, confimed complete response
[CR] or partial response [PR]) determined according to
RECIST Version 1.1 assessed by the Investigators

Secondary

To further evaluate the efficacy of the combination of
tepoiinib (RP2D) and cetuximab in terms of

duration of response (DoR)

DoR (months) according to RECIST Version 1.1
assessed by the Investigators

progression-free survival (PF3)

PFS (months) according to RECIST Version 1.1
assessed by the Investigators

overall survival (0S5)

05 (months) assessed by the Investigators

To evaluate the safety and tolerability of tepotinib in
combination with cetuximab

* Occurrence of Adverse Events (AE) and treatment-
related AEs

«  Occurrence of clinically significant changes in vital
signs, laboratory parameters and 12-lead
electrocardiogram (ECG) findings

To characterize the immunogenicity of cetuximab

Immunogenicity of cetuximab as measured by anfidrug
antibody (ADA) assays on Cycle 1 Day 1 and End of
Treatment Visit
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4 Study Design
4.1 Overall Design

Please also see cross-references to Section 1.2, Section 1.3, and Section 6.7.

This 1s a Phase II, multicenter, single-arm, open-label study. A tolerable dose of tepotimb and
cetuximab will be defined in the safety run-in period. It will assess the preliminary antitumor
activity, safety, tolerability, and explore the PK of the MET inhibitor tepotimib combined with
cetuximab (a chimeric monoclonal immunoglobulin G anti-EGFR monoclonal antibody) in
RAS/BRAF wild-type mCRC participants having acquired resistance to anti-EGFR antibody
targeted therapy due to MET amplification. Visits and duration of treatment are described as
follows:

Screening

After having given written informed consent for screening procedures, MET amphification status
will be assessed by a liqud and/or tissue-based MET amplification test in participants with mCRC
with documented relapse on previous EGFR-monoclonal antibody treatment. Tissue and/or hiqud
biopsy samples provided for the inclusion testing will have to be collected after disease progression
of the previous anti-EGFR. therapy. Please see Section 8.8 for more detail on requirements and
tests for MET amplification status and R4S/BRAF wild-type status.

RAS/BRAF wild-type status will be confirmed for eligibility before enrolling the participant, and
after disease progression on the previous anti-EGFR therapy by an established test.

After having given wriften informed consent, eligibility criteria will be assessed prior to tepotimb
and cetuximab coadmimstration on Day 1. If, at screemng, the participant meets all the
protocol-defined inclusion criteria and none of the exclusion criteria, the participant will be
enrolled into either Cohort A (2L treatment, outside US) or Cohort B (3L+ i the US only) in the
study; US participants are only allowed to be enrolled into Cohort B.

The screeming period will include a Baseline tumor RECIST Version 1.1 assessment based on
computed tomography (CT) or magnetic resonance imaging (MRI) and the confirmation of
measurable fumor disease by the Investigator within 28 days before dosing. All radiological
mmages will be collected, quality checked and stored for a potential post-study centralized read.
Participants who fail to meet the protocol-specified critenia or who discontinue the study before
start of study intervention will be considered screening failures.

Treatment Period

Elgible participants will receive a combination of the tepotimib dose confirmed by the SMC and
cetuximab 1n cycles of 21 days duration until disease progression (according to RECIST Version
1.1), death, AE leading to discontinuation of both study interventions, study withdrawal, or
withdrawal of consent, whichever occurs first.
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Safety Run-in

An 1mitial subset of at least 6 participants will, irrespective of therapy line, be enrolled in a safety
run-1n period to confirm that the dose of 500 mg QD of tepotib (currently used in Phase IT studies)
can be administered together with cetuximab at 250 mg/m? as a weekly intravenous administration.
Cohorts of 3 participants will be enrolled before SMC evaluation. Under certain conditions,
depending on prior therapy, an initial loading dose of 400 mg/m’ of cetuximab 1s required before
the weekly 250 mg/m” dose is given. See Section 6.1 which provides the guidance to when the
mitial loading dose 1s given and when not to give. If the dose of tepotimb 1s not tolerated, the dose
will be changed based on observed DLTs for the second mun-in cohort. This decision will be taken
by a SMC consisting of Sponsor representatives including, but not limited to the Patient Safety
Strategy Lead (chair), the Medical Responsible, and the Biostatistician, and the coordinating
Investigators or their deputies, based on safety data, and 1f available, PK data. If not tolerated, the
dose of tepotimb will be adjusted to a dose that will be given to at least 6 additional participants
during the safety mn-in period. Further details on the Bayesian optimal interval (BOIN) model are
shown in Section 9.4.2.1.

The first participant of the safety nmn-in period will be closely monitored for at least 3 days by the
enrolling Investigator, with safety phone calls each day, before the second participant can be
treated. Interruption of enrollment and a related SMC meeting may be requested at any time by
any SMC member(s) if a safety or tolerability signal requires expedited discussions. The SMC can
provide further treatment regimen suggestions as 1.e. holiday schedules or tepotimb every second
day.

Cohort expansion at RP2D

The SMC will decide and confirm the recommended Phase IT dose (RP2D) of tepotimib to be used
mn combmation with cetwxumab in the whole study. The SMC may also decide to reduce the
tepotinib dose to 250 mg QD based on the data collected during the safety run-in and for the whole
study. If the dose of 250 mg QD 1s in general not tolerated, dosmg n this study might be stopped.
Dosing can also be stopped at any time to review safety and, 1f available, PK data, to allow for
adjustments before dosing 1s resumed which will be decided by the Sponsor and the SMC. Safety
nn-1n period can mclude participants from Cohorts A and/or B. The SMC’s rules for assessing
dose escalation and stopping rules are described under Section 9.4.2.1.

Follow-up Period

All participants are to be followed up after stop of treatment with tepotimib and cefuximab,
mncluding an End of Treatment (EoT) Visit within 14 days of the last dose of tepotimb and/or
cetuximab_ A Safety Follow-up Visit will occur 30 (- 3 to + 7) days after the last dose of tepotimb
and/or cetuxumab for all participants who discontinued the study intervention permanently. After
the Safety Follow-up Visit, the Survival Follow-up 1s to be performed every 3 months (1 month)
at climic visits or by telephone contact for up to 1 year. Participants’ survival information will be
collected. Any subsequent anticancer therapy given to the participant until death should be
recorded.
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Participants who discontinue treatment for reasons other than progressive disease (PD) or death
will have additional visits for tumor assessments every 6 weeks until 9 months and every 12 weeks
thereafter until disease progression, death, or withdrawal of consent. A + 7-day time window 1s
pernutted for these additional follow-up visits until 9 months, and + 14 days thereafter.

Duration of study for each participant, and duration of the study intervention period
For each participant, the study will include a Screening Period of up to 56 days, a Study

Intervention Period consisting of 3-week cycles (Cycles are 21 days) of tepotimb combined with
cetuximab until disease progression, an End-of-Study Intervention Visit, a Safety Follow-up
Period of 30 days, and a 1-year post study follow-up. Therefore, assuming there are 5 cycles, the
anticipated duration of treatment for each participant 1s 191 days or ~6.5 months with a 1-year
follow-up peniod thereafter.

Participants who discontinue the study for any reason, except for participant withdrawal, will
complete the End-of-Study Intervention (End of Treatment), and Safety Follow-up Visit. See
Section 1.3.

4.2 Scientific Rationale for Study Design

Dysregulation of MET signaling 1s an oncogenic driver in a number of tumors and interfering with
the activity of MET 15 an effective way to induce tumor regression and stabilization. The high
frequency of over 50% of 12 months and longer lasting tumor responses reported m NSCLC
patients with fumors carrying a METex14 skipping mutation demonstrated this (Paik 2019).
Furthermore, tepotimb climical activity was reported in tumors overexpressing MET, such as
EGFR-mutated NSCLC progressing on EGFR. inhibitors and hepatocellular carcinomas (Decaens
2018, Ryoo 2018, Yang 2019). Especially in tumors such as gastric tumors, melanoma, papillary
renal cell carcinoma, head and neck tumors, ovanan cancer, glioma and bladder cancer. MET

ﬁ]jﬁcatinﬂ was observed and might be a target for specific therapy resistance—

It has been observed that de novo MET amplification occurs rarely in mCRC (1% to 2%),
(Raghav 2016). However, acquired MET amplification can be identified by circulating tumor DNA
(ctDNA) 1n a significant subset of mCRC patients that are refractory to anti-EGFR. antibodies
(Bardelli 2013, LC-SCRUM, ASCO 2019 [Nakamura 2019], Raghav 2016, Siravegna 2015,
Mohan 2014, Morell1 2014). Therefore, MET amplifications most likely play an important role in
acquired anti-EGFR. resistance. These findings have clear implications for identifying patient
populations and for designing appropriate climcal trials using MET imnhibitors in mCRC and
potentially serve as a useful predictive biomarker of MET inhibitor response in mCRC climical
trials (Raghav 2016). EGFR targeted monoclonal antibodies are effective 1n a subset of mCRC.
Inevitably, all patients develop resistance, which occurs through emergence of R4S mutations in
approximately 50% of the cases. Participants with these R4S mutations will be excluded mn this
study population. Amplification of the MET protooncogene 1s an additional mechanism associated
with acquired resistance in patients who do not develop RAS mutations dunng anti-EGFR therapy.
Acquired MET amplification was seen in 3 out of 7 patients with post anti-EGFR treatment
samples. MET amplification was detected mn ctDNA before relapse became clinically evident
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(Bardelli 2013). In vitro and in vivo studies demonstrated that MET activation conferred resistance
to anti-EGFR therapy. In patient-derived CRC xenografts, MET amplification correlated with
resistance to EGFR blockade which could be overcome by MET kinase inhibitors such as tepotimb
and others (Bardelli 2013). The emergence of MET amplification in ctDNA of mCRC patients
after treatment with cefixumab or pamtumumab was confirmed 1 further independent studies: 1t
was found in 2 out of 10 (20%) patients (Mohan 2014), 3 out of 16 (19%) patients (Siravegna
2015), 12 out of 53 (23%) patients (Raghav 2016), and 10 out of 71 (14%) patients (Nakamura
2019). MET amplification was specifically detected after anti-EGFR. therapy, but not after anti-
VEGEF treatment, chemotherapy or regorafenib (Raghav 2016). R4AS-mutant tumor status 1s known
to be a very strong negative predictor for EGFR antibody therapy whilst, R4S wild-type tumor
status 1s a relatively strong predictive marker for the efficacy of EGFR antibody therapy. BRAF
tumor mutations are strong negative prognostic markers but also predictive markers for alternative
therapy options. RAS/BRAF wild-type was potentially chosen as all gmidelines discourage the use
of anti-EGFR monoclonal antibodies in patients with BR4F-mutant disease despite of a shill
mnconclusive evidence situation.

The dual therapeutic approach to control the disease via mamtaining the inhibition of the EGFR
pathway with cetuximab and at the same time targeting the emerging MET activated pathway with
tepotiib offers a potential treatment option for those patients. There 1s currently no personalized
treatment option available for these selected mCRC patients and therefore constitutes a climical
condition with high unmet medical need. Since it 1s described that anti-EGFR resistant clones
decay exponentially after stopping the anti-EGFR. therapy post-progression (Parseghian 2019), a
timely mitiation of the dual therapy 1s requured.

Due to the different nature of the two drugs (small molecule and protein) and the consequent
different metabolic pathways, the potential for PK interactions between both drugs 1s considered
low. Also, the nisk for overlapping toxicity 1s considered low, however, this will be closely
momitored.

The proposed study investigates tepotimb combmed with cetuximab in R4AS/BRAF wild-type
mCRC patients who have acquired resistance to anti-EGFR antibody therapy due to MET
amplification.

The prognostic impact of the pnimary tumor location in metastatic CRC has been discussed
extensively, including a meta-analysis which has been imtiated by ESMO and provided evidence
in the first-line treatment setting to reinforce the use of EGFR antibody therapy m patients with
mCRC and left-sided RAS wild-type tumors (Amold 2017 and ESMO Asia pwdelines
[Yoshino 2018]). Patients with left-sided tumors had a markedly better prognosis than those with
right-sided tfumors in the RAS wild-type populations of CRYSTAL (Phase I Cetwumab
Combined With Innotecan m First-line Therapy for mCRC [CRYSTAL]) study and FIRE-3
(Phase ITI, The FOLFIRI Plus Cetuximab Versus FOLFIRI Plus bevacizumab as First-Line
Treatment For Patients With mCRC [FIRE-3]). First-line FOLFIRI plus cefizumab clearly
benefitted patients with left-sided tumors (versus FOLFIRI or FOLFIRI plus bevacizumab),
significantly improving OS (CRYSTAL: hazard ratio [HR] =0.65; 95% CL 0.50, 0.86 and
FIRE-3: HR = 0.63; 95% CI: 0.48, 0.85) within the R4S wild-type populations of both studies in
multivariable models that also included sex, prior adjuvant therapy, and BRAF mutational status
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(Tejpar 2017). Patients with right-sided tumors derived limited benefit from standard treatments
(1.e. FOLFIRI, FOLFIRI plus bevacizumab, and FOLFIRI plus cetuximab (Tejpar 2017). These
differences are based on the different genetic phenotype of both primary tumor locations.
Therefore, participants with advanced (locally advanced or metastatic) left-sided colorectal cancer
are mcluded n this study.

While cehumab and pamitumumab are approved as treatment options for patients mn a first-line
and later line setting, different standard of cares are established between US and Europe and other
regions. In Europe, cetuximab 1s more commonly used in first-line, whereas in US 1t 1s more often
used after bevacizumab + chemotherapy. Therefore, the study will include participants with a prior
first-line of ant1-EGFR. containing therapy outside of US (Cohort A), and in US participants with
more than one prior line of therapies (with the most recent line being an anti-EGFR. contaming
therapy, Cohort B). A separate analysis evaluating the safety and responses will be performed for
all cohorts.

4.3 Justification for Dose

Cetuximab will be used according to the approved label, with an initial dose of 400 mg/m’ (if
needed, followed by repetitive weekly doses of 250 mg/m’, see Section 6.1 for guidance). Detailed
information on the PK of cetuximab i humans can be found in the IB/US PIs/SmPCs.

Tepotimb will be used at a starting dose of 500 mg QD m a 21-day cycle, which 1s the
recommended dose and has been investigated in other studies. For potential dose de-escalation,
the available 250 mg dose strength will be used 1n case 500 mg QD 1 combination with weekly
cetuximab i1s not tolerated. No drug-drug interactions are expected (See Section 4.2). The
anticipated 1mtial dose levels for combination therapy take into consideration a potentially
overlapping toxicity of interstitial lung disease. Diarrhea, ALT, and AST mcrease are mainly nuld
to moderate i sevenity, risks for both drugs and well manageable with standard therapy.

The proposed climical dose of 500 mg tepotinib once daily was defined by a translational
model-based approach that utilized nonclinical PK and pharmacodynamics (Pd) data (inhibition
of the MET pathway), nonclinical efficacy data (inhibition of tumor growth), and climical PK and
Pd data, and was confirmed by clinical safety and efficacy data.

According to the translational PK/Pd model, daily adnimstration of 500 mg tepotimb 1s predicted
to achieve a steady state = 95% MET inhibition in greater than 90% of the population. The dose
reduction-level of 250 mg 1s predicted to maintain the tarpet Pd response in greater than 80% of
the population.

4.4 End of Study Definition

A participant has completed the study 1f he/she has completed all study parts, including the Safety
Follow-up Visit after end of treatment and the Survival Follow-up, for up to 1-year.

The end of the study 1s defined as the date when the last participant has completed the last visit in
the Survival Follow-up.
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Participants will not be followed for the 1-year Survival Follow-up if the Sponsor termunates the
study early for any reason.

See also Section 7.2.

5 Study Population

The criteria in Sections 5.1 and 5.2 are designed to enroll only participants, who are appropnate
for the study; thereby, ensurmg the study fulfills its objectives. All relevant medical and
nonmedical conditions are considered when deciding whether a participant 1s suitable for this
study.

Prospective approval of protocol deviations to inclusion and exclusion cnteria, also known as
protocol waivers or exemptions, 1s not permitted.

Before performing any study assessments that are not part of the participant’s routine medical care,
the Investigator will confirm that the participant or the participant’s legal representative (where
allowed by local laws and regulations) has provided written informed consent, as indicated n

Appendrx 2.

5.1 Inclusion Criteria

Participants are eligible to be included in the study only 1f all the following criteria apply:

Age

1. Are = 18 years of age (or having reached the age of majority according to local laws and
regulations, 1f the age of majority 1s > 18 years of age) at the time of sigming the informed
consent.

Type of Participant and Disease Characteristics

2. Advanced (locally advanced or metastatic, unresectable) left-sided (from splenic flexure to
rectum — National Comprehensive Cancer Network CRC Version 1.2021 gmdelines) CRC
with RAS/BRAF wild-type at study entry confirmed prior to enrollment, with previous anti-
EGFR. therapy and acquired resistance on the most recent anti-EGFR. monoclonal antibody
therapy (panitumumab or cetuximab) by radiological documentation of disease progression
according to RECIST Version 1.1.

3. MET amplification detected by a positive liquud biopsy and/or tissue with appropnate
regulatory status (collected after disease progression of the previous anti-EGFR therapy).

4. Measurable disease by Investigator in accordance with RECIST Version 1.1.
5. Eastern Cooperative Oncology Group Performance Status (ECOG PS) of O or 1.

6. Life expectancy > 3 months.

CONFIDENTIAL
Document No. i R ATLON 341115

Object No. S



MSC2156119J, MSB0010442D Phase II single arm study of tepotinib combined with
MS202202-0002 cetuximab

7. Participants having at least one systenuc treatment for mCRC including 1 anti-EGFR
monoclonal antibody therapy as the most recent line of therapy for mCRC before study treatment
and must have shown a radiologically confirmed by RECIST Version 1.1 complete response (CR)
or partial response (PR), both for at least 4 months or stable disease (SD) for at least 6 months to
that therapy prior to disease progression.

a. For Cohort A 1n sites outside of US, participants must only have had one prior systemic treatment
for mCRC.

b. For Cohort B 1n sites in the US only, participants must have had at least two prior systemic
treatments for mCRC. First-line treatment must include a fluoropynmidine and oxaliplatin or
mmnotecan and second-line treatment must include a fluoropyrinudine, oxaliplatin, or irinotecan.

8. Less than 2 months between the last adnuinistration of the most recent EGFR. containing regimen
and first dosing n this study.

9. Adequate hematological function in the absence of transfusions in 7 days before testing defined
by white blood cell count > 3 x 10°/L with absolute neutrophil count, > 1.5 x 10°/L, platelet count
> 100 x 10°/L, and hemoglobin > 8 5 g/dL.

10. Adequate hepatic function defined by a total bilirubm level < 1.5 % upper lumt of normal
(ULN), AST <3 xULN, and ALT <3 x ULN. For participants with liver metastases: total bilirubin
<15 = ULN, AST/ALT <5 x ULN.

11. Adequate renal function defined by an estimated glomerular filtration rate > 30 mL/min
according to the 4-component Modification of Diet in Renal Disease (MDRD) equation (GFR
[mL/min/1.73 m*] = 175 x serum creatinine (Scr)’-1** x age®2% x 1 212 [if African American] x
0.742 [if female]).

Sex
12_ Are male or female

Contraceptive use by males or females will be consistent with local regulations on
contraception methods for those participating in clinical studies.

a. Male Participants:

Agree to the following during the study intervention period and for at least 4 months after
the last dose of study intervention:

e Refran from donating sperm

PLUS, either:
e Abstain from intercourse with a woman of cluld bearing potential

OR
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# Use a male condom:

e When having sexual intercourse with a woman of child bearing potential, who 1s not
currently pregnant, and advise her to use a highly effective contraceptive method
with a failure rate of <1% per year, as described m Appendix 3, smce a condom may
break or leak.

b. Female Participants:
* Are not pregnant or breastfeeding, and at least one of the following conditions applies:
e Not a woman of child bearing potential

OR

e If a woman of child bearing potential, use a highly effective contraceptive method (12,
with a failure rate of <1% per year), preferably with low user dependency, as described
m Appendrx 3 for the following time periods:

¢ Before the first dose of the study mntervention(s), if usmg hormonal contraception:

o Has completed at least one 4-week cycle of an oral contraception pill and
either had or has begun her menses

OR

o Hasused a depot contraceptive or extended-cycle oral contraceptive for least
28 days and has a documented negative pregnancy test using a highly
sensitive assay.

AND

A barner method, as described i Appendix 3.
¢ During the intervention period
e After the study intervention period (1.e., after the last dose of study intervention 1s
admimstered) for at least 2 months after the last dose of study intervention and agree

not to donate eggs (ova, oocytes) for reproduction during this period.
e The investigator evaluates the effectiveness of the contraceptive method in
relationship to the first dose of study intervention.

e Have a negative serum or highly sensitive urine pregnancy test, as required by local
regulations, within 24 hours before the first dose of study intervention. If a urine test
cannot be confirmed as negative (e.g_, an ambiguous result), a serum pregnancy test
15 required.

¢ Additional requurements for pregnancy testing during and after study intervention are in
Section 8.2 4.

e The mvestigator reviews the medical history, menstrual listory, and recent sexual
activity to decrease the nisk for inclusion of a female with an early undetected pregnancy.
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Informed Consent

13. Capable of giving signed immformed consent, as mdicated in Appendix 2 which includes
compliance with the requirements and restrictions listed in the informed consent form (ICF)
and this protocol

5.2 Exclusion Criteria
Participants are excluded from the study if any of the following criteria apply:
Medical Conditions

1. Participants with symptomatic cenfral nervous system (CNS) metastases who are
neurologically unstable or have required increasing doses of steroids within the 2 weeks prior
to study entry to manage CNS metastases. Also excluded are participants with carcinomatous
memngitis.

2. Participants who have brain metastasis as the only measurable lesion.

Prior/Concomitant Therapy

3. Pnor chemotherapy, biological therapy, radiation therapy, hormonal therapy for anti-cancer
purposes, targeted therapy, or other mnvestigational anticancer therapy (not including palliative
radiotherapy at focal sites) withm 21 days prior to the first dose of study intervention, except
for the anti-EGFR containing regimen including associated chemotherapy if applicable, which
may be continued until enrollment of the participant in the study.

4. Any unresolved toxicity Grade 2 or more according to the National Cancer Institute-Common
Termunology Cnteria for Adverse Events (NCI-CTCAE) Version 50, from previous
anticancer therapy excluding neuropathy, alopecia and rash.

Other Exclusions

5. Known severe hypersensitivity reactions to monoclonal antibodies (Grade = 3 NCI-CTCAE v
5.0), any lustory of anaphylaxis, or uncontrolled asthma (1.e., 3 or more occurrences of partially
controlled asthma).

6. Discontmuation of the most recent cetuximab or panitumumab contamning therapy due to an
adverse event.

7. Pnor treatment with other agents targeting the HGF/MET pathway.
8. Impaired cardiac function:

a. Left ventricular ejection fraction < 45% defined by echocardiography (a screening
assessment not required for participants without a history of congestive heart failure
unless climecally indicated)
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10.

11.

12

13.

14

15.

16.

5.3

b. Serious arrhythma
c. Unstable angina pectoris
d. New York Heart Association heart failure Class III and IV
e. Myocardial infarction within the last 12 months prior to study entry
f Symptomatic pericardial effusion
g. Corrected QT interval by Fridericia (QTcF) > 480 ms
Hypertension uncontrolled by standard therapies (not stabilized to < 150/90 mmHg).

Past or current history of neoplasm other than mCRC, except for curatively treated non-
melanoma skin cancer, in situ carcinoma of the cervix, or other cancer curatively treated and
with no evidence of disease for at least 5 years.

Medical history of difficulty swallowing, malabsorption, or other chronic gastromtestinal
disease, or conditions that may hamper comphance and/or absorption of the test products.

Major surgery within 28 days prior to Day 1 of study intervention

Known infection with human immunodeficiency virus, or an active infection with hepatitis B
or hepatitis C virus.

Substance abuse, active infection, or other acute or chronic medical or psychiatric condition or
laboratory abnormalities that might increase the nisk associated with study participation at the
discretion of Investigators.

IMP use in another study within 3 weeks of the first dose of study intervention.

History of ILD or interstitial pneumonitis including radiation pneumonaitis that requuired steroid
treatment.

Lifestyle Considerations

Participants will abstain from strenuous exercise for 48 hours before each blood collection for
clinical laboratory tests. Participants may participate in light recreational activities (e_g_, watching
television or reading).
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5.4 Screen Failures

Individuals who do not meet the critena for participation in this study (screen failure) may be
rescreened once. Rescreened participants will be assigned a new participant number and will
undergo all Screening procedures as planned by the protocol, except liquud biopsy/ tissue biopsy
testing. Rescreeming 1s permutted only for participants with confirmed MET amplification 1if they
do not meet 1 of the other inclusion or exclusion criteria and after discussion with the Sponsor.
For Rescreening no repetition for MET amphification status 1s needed.

6 Study Intervention(s)

Study mtervention 1s any investigational intervention(s), marketed product(s), placebo, or medical
device(s) intended to be adnunistered to a study participant per the study protocol.

6.1 Study Intervention(s) Administration

Duration of study for each participant, and flexibility on dosing schedule 1s covered under Section
41
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ARM MName Mot applicable
Intervention Name Tepotinib Cetuximab
Type Combination
Dose Formulation Film-coated tablets Solution for intravenous infusion
Unit Dose Strength(s) 250 mg Vial of 20 mL containing 100 mg cetuximab

(5 mg/mL) outside of US. Vial of 50 mL or
100 mL containing 100 mg or 200 mg
cetuximab (2 mg/mL) respectively for US
participants only.

Dose Amount and Frequency

After food intake, e.g. a normal
breakfast, once a day.
Tepotinib will be used initially
at 500 mg QD (2 tablets of
250 mg QD). For potential
dose de-escalation, the
available 250 mg dose
strength will be used (1 tablet
once daily).

Please see also Section 6.6
Tepotinib will be given
approximately 30 mins before
the start of each cetuximab
infusion.

Administered once a week.

Prior to the first infusion, paricipants must
receive premedication with an antihistamine
and if local cetuximab label requires, a
corticosteroid at least 1 hour prior to
administration of cetuximah. This
premedication is recommended prior to all
subsequent infusions.

When to start with a loading dose:

Required loading dose at an initial dose of
400 mg/m? body surface area if participant
received the following:

Panitumumab as prior line

Cetuximab as prior line and last dose was
more than 3 weeks ago.

No loading dose required if participant:
received cetuximab as prior line and last
dose was given up to 3 weeks ago.
Loading dose (where required): Cetuximab,
is administered at an initial dose of

400 mg/m? body surface area, over a
recommended infusion period of

120 minutes and a maximum infusion rate of
5 magfmin, followed by or starting with
weekly infusions at a dose of 250 mg/m?
over a recommended infusion period of

60 minutes and a maximum infusion rate of
10 mag/min

Medicinal Product

Route of Administration Cral Intravenous
Use Experimental Experimental
IMP and Non- Investigational IMP IMP

Sourcing

Provided centrally by the
Sponsor

Provided centrally by the Sponsor

Packaging and Labeling

Tepotinib will be provided in
* tablets. Each wallet
containing the- tablets

will be labeled per country
requirement

Cetuximab will be provided in vials. Each
vial will be labeled per country requirement

Current/Former Name(s) or
Alias(es)

Mot applicable

Erbitux

Abbreviations: IMP = investigational medicinal product; QD = daily; US = United States.
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6.2 Study Intervention(s) Preparation, Handling, Storage, and
Accountability

The Investigator, institution, or the head of the medical institution (where applicable) 1s responsible
for study intervention accountability, reconcihiation, and record mamntenance (1e., receipt,
reconciliation, and final disposition records).

e Upon receipt of the study intervention(s), the Investigator or designee will confirm
appropriate temperature condifions have been mamtamed during transit and any
discrepancies are reported and resolved before use. Also, the responsible person will
check for accurate delivery. Further gmidance and information for study intervention
accountability are provided in the Pharmacy Manual

e Only participants enrolled in the study may recerve study intervention(s) and only
authonized site staff may supply it. All study intervention(s) will be stored 1n a secure,
environmentally controlled, and monitored (manual or automated) area, per the labeled
storage conditions, and with access limited to the Investigator and authorized site staff.

e Dispensing will be recorded on the appropriate accountability forms so that accurate
records will be available for verification at each monitoring visit.

* Study intervention(s) accountability records at the study site will include the following:
¢ Confirmation of receipt, in good condition and m the defined temperature range.
¢ The mventory provided for the climical study and prepared at the site_
¢ The dose(s) each participant used during the study.
e The disposition (including return, if applicable) of any unused study mtervention(s).

e Dates, quantities, batch numbers, container numbers, expiry dates, and the participant
numbers.

e The Investipator site will maintamn records, which adequately documents that
participants were provided the doses specified in this protocol, and all study
mtervention(s) provided were fully reconciled.

e Unused study intervention(s) will not be discarded or used for any purpose other than
the present study. No study intervention that 1s dispensed to a participant may be re-
dispensed to a different participant.

* A Study Momitor will periodically collect the study intervention(s) accountability forms.

e Further gmdance and information for the final disposition of unused study
mtervention(s) are provided in the Pharmacy Manual
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6.3 Measures to Minimize Bias: Study Intervention Assignment
and Blinding

6.3.1 Study Intervention Assignment
Due to the nature of the single-arm study design, this study 1s performed open-label.

An Interactive Web Response System (IWRS) will be employed to assign a study number to
participants and facihitate supply and resupply of study intervention at study sites.

Participant numbers will be assigned in the appropniate format and will reflect study number, site
number and participant identification. Participant numbers will not be reassigned to other
participants or reused in this study. If a participant 1s allowed to be rescreened for the study, a new
participant number will have to be assigned.

Study using IWRS After confirmation of participant’s eligibility, participants will be
centrally assigned to umique participant numbers.

Before the study 1s mmtiated, the directions for the IWRS will be
provided to each site. The site will contact the TWRS prior to starting
study mtervention admimstration for each participant.

6.3.2 Blinding

This 1s an open-label single arm study. Potentially, a re-assessment of tumor measurements will
be performed by an independent review commuttee to reduce bias.

6.4 Study Intervention Compliance
Acceptable comphance for this study will be defined in the Monitoring Plan.

When participants are dosed at the site, they will recerve study intervention directly from the
Investigator or designee, under medical supervision. The date and time of each dose admimistered
in the clinic will be recorded in the source documents and recorded in the electromic CRF (eCRF).
The dose of study mtervention and study participant identification will be confirmed at the tume of
dosing by a member of the study site staff other than the person admimistering the study
mntervention.

When participants self-admimister study intervention(s) at home, compliance with study
mntervention will be assessed at each visit. Compliance will be assessed by counting returned
tepotib tablets during the site visits and documented in the source documents and eCRF. Any
deviation(s) from the prescribed dosage regimen are recorded in the eCRF.
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A record of the number of tepotimb tablets dispensed to and taken by each participant will be
maintained and reconciled with study intervention and complhiance records. Intervention start and
stop dates, including dates for intervention delays and/or dose reductions will also be recorded in
the eCRF.

Participants may be withdrawn from the study mnterventions in the event of noncompliance that 1s
deemed by the Investigator or Sponsor to compromise participant safety or study mtegrity (see
Section 7.1 and Section 8 4).

6.5 Concomitant Therapy

Record in the eCRF all conconutant therapies (e.g., medicines or nondrug interventions) used from
the time the participant signs the informed consent until completion of the study, including any
changes. For prescription and over-the-counter medicines, vaccines, vitamins, and herbal
supplements, record the name, reason for use, dates admimstered, and dosing information.

Contact the Medical Momtor for any questions on concomitant or prior therapy.

Any medicines that are considered necessary to protect the participant’s welfare 1n emergencies
may be given at the Investigator’s discretion.

Standard supportive therapy should follow general principles mn oncology (refer to American
Society of Chmical Oncology guidelines for supportive care). Use of hematopoietic growth factors
1s permufted where indicated in accordance with the American Society of Climical Oncology

6.5.1 Permitted Medicines

Any medicines that are considered necessary to protect the participant’s welfare 1n emergencies
may be given at the Investigator’s discretion, regardless 1f 1t results in a protocol deviation.

The Investigator will record all concomutant medications/procedures taken by the participant
during the study, from the date of signature of main informed consent, in the appropnate section
of the eCRF.

Cetuximab

Prior to the first infusion, participants must receive premedication with an antihistamine and if
local cetuximab label requires, a corticosteroid at least 1 hour prior to adnunistration of cefuximab.
This premedication 1s recommended prior to all subsequent infusions.

See Appendix 3 for contraceptive methods.
For any skin AE of Grade 1 to 3, topical and/or oral antibiotics are permutted. Participants with

Grade 3 or higher reactions should be referred to a dermatologist for advice and management 1f
needed.
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Tepotinib

The following are pernutted:

6.5.2

Conconmutant medications that have a narrow therapeutic window and are known to be
transported by P-gp (e.g., nvaroxaban, apixaban, ranolazine, talinolol, digoxin), BCRP
(e_g., rosuvastatin), OCT2, MATEI, and MATE? (eg., dofetiide, metformin) and
OCT]1 are pernutted, but should be used with caution. Tepotimb 1s a substrate for P-gp.
Strong P-gp inducers may have the potential to decrease tepotiub exposure.
Conconutant use of strong P-gp inducers (e.g., carbamazepine, phenytoin, rifampicin,
and St. John's wort) should be avoided Momnitoring the climcal effects of P-gp-
dependent substances with a narrow therapeutic index (e g_, digoxin) 1s recommended
during coadmimistration with tepotimb. Tepotinib can mhibit the transport of sensitive
substrates of BCRP. Monitoring the chinical effects of sensitive BCRP substrates (e.g.,
rosuvastatin) 1s recommended during co-administration with tepotib. Based on in vitro
data, tepotimib and 1ts metabolite may have the potential to increase the AUC of co
administered metformin in humans, through inhibition of its renal excretion mediated
via OCT1 and OCT2, and MATE] and MATE?. Monitoring of the effect of metformin
15 recommended during co-admimstration with tepotimb.

The Investigator may decide not to mnclude a participant in the study, if the participant
cannot withdraw the drugs that have a narrow therapeutic range and that are known to
be transported via P-gp.

If the Investigator decides to enroll a participant who 1s treated with a drug that 1s
transported via P-gp and has a narrow therapeutic range, close safety momnitoring 1s
advised.

Refer to Appendix 3 Contraception for contraceptive methods.

Supportive treatment, e g, bisphosphonates, agents for improving appetite, 1f imtiated
prior to study entry, 1s allowed to continue. Change in dose/schedule on study 1s
discouraged. Imtiation of bisphosphonates with prophylactic purpose during study
intervention should be avoided.

Symptomatic freatment of bramn metastasis with anticonvulsants known to have a

reduced nisk for drug interactions such as lamotrigine, levetiracetam, pregabalin or
valproic acid 1s allowed.

Prohibited Medicines

If the adninistration of a nonpermutted conconutant drug becomes necessary during the study, e.g,
for AEs or in an urgent medical situation, 1t 15 at the Investigator’s discretion. In such a case, this
participant has to be withdrawn from study mtervention and detailed information needs to be

recorded.
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Cetuximab

Cetwxumab 1s contraindicated in participants with known severe (Grade 3 or 4) hypersensitivity
reactions fo cetuximab.
Tepotinib
The following are not pernutted during the study-

e Any other cancer therapy, including chemotherapy, biological therapy, traditional

Chinese

medicine, hormonal therapy for anticancer purposes, targeted therapy, or any investigational
product other than tepotinib and cetuximab as defined mn this protocol.

* Drg(s), for which the package insert/summary of product characteristics includes a
conframndication for P-gp (e.g., dabigatran, aliskiren), BCRP, OCT1, OCT2, MATE],
and MATE? inlibiting drugs.

* Drg(s) that are known to induce P-gp and thereby may decrease efficacy of tepotimib
(e_g_, avasimibe, carbamazepine, phenytoin, nfampin and St. John's wort).
6.5.3 Other Interventions
Tepotinib

Localized radiation therapy to alleviate symptoms such as bone pain 1s allowed provided that the
total dose delivered 1s in a palhative range according to institutional standards and does not involve
any target lesion(s) utilized for response determunation.

Cetuximab

Cetizumab must be admimistered under the supervision of a physician experienced in the use of
antineoplastic medicinal products. Close monitoring 1s required during the infusion and for at least
1 hour after the end of the infusion. Availability of resuscitation equipment must be ensured.

6.5.4 Special Precautions
6.5.4.1 Cetuximab
Infusion-related reactions

Severe IRRs, mcluding anaphylactic reactions, may commonly occur, in some cases with fatal
outcome. Occurrence of a severe IRR requires immediate and permanent discontinuation of
cetuximab therapy and may necessitate emergency treatment. Some of these reactions may be
anaphylactic or anaphylactoid mm nature or represent a cytokine release syndrome (CRS).
Symptoms may occur during the first mfusion and for up to several hours afterwards or with
subsequent infusions. It 1s recommended to warn patients of the possibility of such a late onset and
mstruct them to contact their physician if symptoms or signs of an IRR. occur. Symptoms may
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include bronchospasm, urticaria, increase or decrease i blood pressure, loss of consciousness or
shock. In rare cases, angina pectoris, myocardial infarction or cardiac arrest have been observed.

Anaphylactic reactions may occur as early as within a few minutes of the first infusion e g. due to
preformed Immunoglobulin E (IgE) antibodies cross-reacting with cetuximab. These reactions are
commonly associated with bronchospasm and urticaria. They can occur despite the use of
premedication

The risk for anaphylactic reactions 1s much increased m patients with a history of allergy to red
meat or tick bites or positive results of tests for IgE antibodies against cetuximab (a-1-3-galactose).
In these patients cetuximab should be administered only after a careful assessment of benefit/misk,
mncluding alternative treatments, and only under close supervision of well-tramed personnel with
resuscitation equipment ready.

The first dose should be admimistered slowly, and the speed must not exceed 5 mg/min whalst all
vital signs are closely monitored for at least two hours. If during the first infusion, an IRR reaction
occurs within the first 15 munutes, the infusion should be stopped. A careful benefit/risk assessment
should be undertaken including consideration whether the patient may have preformed IgE
antibodies before a subsequent infusion 1s given. If an IRR develops later during the mfusion or at
a subsequent infusion further management will depend on 1ts severity:

a) Grade 1: continue slow infusion under close supervision
b) Grade 2: continue slow nfusion and immediately admimister treatment for symptoms

c) Grade 3 and 4: stop infusion immediately, treat symptoms vigorously and contraindicate further
use of ceficumab. See Cetuximab: Dose Modifications under Section 6.6.1.

A CRS typically occurs within one hour after infusion and 1s less commonly associated with
bronchospasm and urticaria. CRS 1s normally most severe in relation to the first infusion.

Mild or moderate IRRs are very common comprising symptoms such as fever, clulls, dizziness, or
dyspnea that occur 1n a close temporal relationship mainly to the first cetuximab infusion. If the
patient experiences a muld or moderate infusion-related reaction, the infusion rate may be
decreased. It 1s recommended to maintain this lower infusion rate in all subsequent infusions.

A close monitoring of patients, particularly during the first admimstration, 1s required. Special
attention 1s recommended for patients with reduced performance status and pre-existing cardio-
pulmonary disease.

Respiratory Disorders and IL.D

Cases of ILD, which can be fatal, have been reported with the majority of patients from the
Japanese population. Confounding or contributing factors, such as conconutant chemotherapy
known to be associated with ILD, and pre-existing pulmonary diseases were frequent in fatal cases.
Such patients should be closely monitored. In the event of symptoms (such as dyspnea, cough,
fever) or radiographic findings suggestive of ILD, prompt diagnostic investigation should occur.
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Patients with acute onset or worsening of pulmonary symptoms should be closely momitored. If
mterstitial lung disease 1s diagnosed, cefizimab must be discontinued and the patient be treated
approprately.

Skin Reactions

If a patient experiences a severe skin reaction (>Grade 3; CTCAE), cetuximab therapy must be
mterrupted. Treatment may only be resumed if the reaction has resolved to Grade <2.

If the severe skin reaction occurred for the first time, treatment may be resumed without any
change in dose level. With the second and third occurrences of severe skin reactions, cehwumab
therapy mwst agamn be mnterrupted. Treatment may only be resumed at a lower dose level
(200 mg/m* BSA after the second occurrence and 150 mg/m® after the third occurrence), if the
reaction has resolved to Grade < 2.

If severe skin reactions occur a fourth time or do not resolve to Grade < 2 during interruption of
treatment, permanent discontinuation of cetuximab treatment 1s required.

Electrolyte Abnormalities

Progressively decreasing serum magnesium levels have been observed. Other electrolyte
disturbances have also been observed and may lead to severe hypomagneserma. In addition,
hypokalemia may develop. Hypocalcenua may also occur; in particular in combination with
platinum-based chemotherapy the frequency of severe hypocalcenua may be increased.
Determination of serum electrolyte levels i1s recommended prior to and periodically during
cetuximab treatment. Electrolyte repletion 1s recommended, as appropnate.

Eye Disorders

Cases of keratitis and ulcerative keratitis have been reported with the use of cehximab. Patients
presenting with signs and symptoms suggestive of keratitis such as acute or worsemng: eye
inflammation, lacrimation, light sensitivity, blurred vision, eye pain and/or red eye should be
referred promptly to an ophthalmology specialist.

If a diagnosis of ulcerative keratifis 15 confirmed, treatment with cetuximab should be interrupted
or discontinued. If keratitis 1s diagnosed, the benefits and risks of contimung treatment should be
carefully considered.

Cetixumab should be used with caution in patients with a history of keratitis, ulcerative keratitis
or severe dry eye. Contact lens use 1s also a risk factor for keratitis and ulceration.

Patients with B4 S-mutant Metastatic Colorectal Cancer

The additional analyses of pivotal studies conclude that patients with other than KR4S exon 2 RAS-
mutant tumors may be less likely to benefit from cetuximab. Given the available RAS data, the
totality of the evidence 1s sufficient to recommend administration of cetuximab only 1n patients
with RAS-wild-type mCRC.
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Colorectal Cancer Patients with B4 S-mutant Tumors

Cetiwxumab should not be used in the treatment of colorectal cancer patients whose tumors have
RAS mutations or for whom RAS tumor status 1s unknown. Results from clinical studies show a
negative benefit-risk balance in tumors with R4S mutations, m particular, in combination with
continuous mfusional 5-fluorouracil/folinic acid plus oxaliplatin.

Special Populations

The effectiveness of cefimumab i pediatric patients has not been established. No new safety
signals were 1dentified in pediatric patients as reported from a Phase I study.

There 1s limited experience in the use of cetuximab in combination with radiation therapy in CRC.

Pregnancy and Lactation

Amnimal data do not suggest a teratogenic effect. However, an increased mcidence of abortion was
observed in monkeys admmistered doses greater than human exposure. There are no adequate and
well-controlled studies in pregnant or lactating women.

6.5.4.2 Tepotinib
Interstitial Lung Disease

Interstitial lung disease or ILD-like adverse reactions have been reported in the clinical study
program with tepotimb in patients with NSCLC.

Participants should be monitored for pulmonary symptoms indicative for ILD or ILD-like
reactions. Tepotimb should be withheld and participants should be promptly investigated for
alternative diagnosis or specific etiology of ILD. Tepotinib must be permanently discontinued 1f
ILD 1s confirmed and the participant be treated appropnately.

Edema

Edema has been reported frequently in the study program_ It 1s an identified nsk for treatment with
tepotimib. To gaimn further nformation, to the occurrence and resolution of edema, any AEs of
edema, the current edema status or AE resolution 1s to be specifically documented at each visit.

In the case of edema, please follow the advice m the Recommended Dose Modifications for
Tepotib table in Section 6.6.2.

Asymptomatic Pancreatic Enzyme Elevation

If an asymptomatic lipase/amylase elevation of Grade = 3 occurs, the participant will undergo
clinical evaluation for the presence of signs and symptoms fypical of acute pancreatitis and for
other nisk factors for pancreatitis. In addition, a CT scan and/or MRI of the abdomen will be
performed to assess the pancreas. The Sponsor (or delegate) will be notified of the outcome of the
CT/MRI Dosmg with study intervention can continue during the evaluation period unless the
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clinical evaluation indicates pancreatitis. However, the continuation of study mtervention for the
participant will be individually discussed with the Investigator on a participant by participant basis.

Lipase and amylase elevations are considered adverse reactions and may occur during or beyond
Cycle 1, and 3 different scenarios are forecasted:

* Persistent asymptomatic lipase/amylase elevation at the same grade of Grade = 3

e Recurrent asymptomatic lipase/amylase elevation of Grade = 3, after an imtial Grade =
3 elevation with subsequent resolution; and

e Asymptomatic lipase/amylase elevation of Grade > 3 with persistent elevation at the
same grade, followed by subsequent further increase in grade.

In all cases, the participant will undergo clinical evaluation for the presence of signs and symptoms
typical of acute pancreatitis and for other risk factors for pancreatitis. A gastromtestinal consult
should be requested and additional investigations (e.g., repeated abdominal CT scan) should be
considered, as appropriate. The case will be discussed with the Sponsor (or delegate). Treatment
with tepotiub may be continued during the evaluation period, at the discretion of the treating
physician and depending on the circumstances of the individual case.

If there 1s no clinical or radiological evidence of pancreatitis, treatment with tepotimib should be
continued, particularly if there 1s a potentially positive benefit for the individual participant.
Evaluation of potential clinical benefit will be based on evidence from the literature, nonclinical
models, and/or current experience with tepotinib in the participant or other participants with this
tumor type. Otherwise, treatment with tepotinib should be discontmnued.

In case of dose reduction Section 6.6, the Investigator should notify the Sponsor immediately and
each case should be discussed on a case-by-case basis, providing the reason for dose reduction.

Embryo-fetal Toxicity
Tepotmib can cause fetal harm when administered to pregnant women.

Women of childbearing potential or male participants with female partners of childbearing
potential should be advised of the potential nisk to a fetus.

6.6 Dose Selection and Modification

See also Section 4.3 for justification of the tepotinib and cetuximab doses. The recommendation
to proceed to an intermediate dose level, to decrease the dose will be made by the SMC based on
safety, tolerability, and available PK data.
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6.6.1 Cetuximab
Cetuximab: Recommended Dose

In all indications, cetuximab 1s administered once a week. The very first dose 15 400 mg cehwumab
per m’ body surface area (if needed, see Section 6.1 for guidance). All subsequent weekly doses
are 250 mg/m’ each.

Cetuximab: Dose Modification

In case a dose reduction 1s necessary, the study mtervention will be administered as follows and
described 1n the “Investigator’s Brochure Appendix’ (part of the cetiumab IB, that refers to the
Merck core company data sheet).

Infusion-related Reactions

If during the first infusion, an IRR occurs within the first 15 minutes, the infusion should be
stopped. A careful benefit/nsk assessment should be undertaken mcluding consideration whether
the participant may have performed IgE antibodies before a subsequent nfusion 1s given. If an
IRR. develops later during the infusion or at a subsequent infusion further management will depend
on its severity:

a) Grade 1: continue slow infusion under close supervision
b) Grade 2: continue slow mfusion and immediately admimister treatment for symptoms

c) Grade 3 and 4: stop infusion immediately, freat symptoms vigorously and contraindicate
further use of cetuximab.

Skin Reactions

e If a participant experiences a severe skin reaction (>Grade 3; CTCAE), cehwumab
therapy must be interrupted. Treatment may only be resumed 1f the reaction has resolved
to Grade <2

e Ifthe severe skin reaction occurred for the first time, treatment may be resumed without
any change in dose level. With the second and third occurrences of severe skin reactions,
cefuximab therapy must agamn be interrupted. Treatment may only be resumed at a lower
dose level (200 mg/m’ after the second occurrence and 150 mg/m’ after the third
occurrence), if the reaction has resolved to Grade < 2.

e If severe skin reactions occur a fourth time or do not resolve to Grade <2 durnng
mterruption of treatment, permanent discontinuation of cetuximab treatment 1s requured.
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6.6.2 Tepotinib
Tepotinib: Recommended Dose

The proposed climical dose of 500 mg tepotimb once daily was defined by a translational model-
based approach that utihized nonchimical PK and Pd data (inhibition of the MET pathway),
nonchinical efficacy data (mhibition of tumor growth), and climcal PK and Pd data, and was
confirmed by clinical safety and efficacy data.

In the ongoing Phase IT single-arm pivotal study (VISION) that aims to investigate tepotimb in
advanced (Stage IIIB/IV) NSCLC with METex14 skipping alterations or MET amplification, daily
doses of 500 mg tepotinib were administered after breakfast and shown to be efficacious with an
acceptable safety profile, confirming the selected climical dose and regimen, and thas 1s the labeled
dose 1n US and Japan for patients with NSCLC with METex14 skipping alterations.

The exposure-efficacy analysis for the pnnmary climical endpoint in VISION, objective response
(OR), shows similar OR rates across the exposure range achieved with adnumstration of the
clinical dose of 500 mg. This confirms the simulations from the translational PK/Pd model that
predicted biologically meaningful target inhibition in a large proportion of the patient population
at the clinical dose of 500 mg.

Tepotinib: Dose Modification

Dependent on circumstances, the Investigator could either temporanly mnterrupt tepotimb
treatment, or continue tepotinib treatment at a lower dose level until the AE related to tepotimb
recovers to < Grade 2 or to Baseline values.

Dose Reduction
In case a dose reduction 1s necessary, the study intervention will be admmistered as follows:

The 250 mg once daily dose 15 the standard dose reduction. If a participant does not tolerate the
250 mg once daily dose, or the AE does not resolve following treatment mterruption, permanent
treatment discontinuation or other dosing schemas (i.e. holiday schedules or tepotinib every 2°¢
day) should be discussed with the Sponsor.

Treatment Interruption

The maximum permitted period of continuous treatment interruption 1s 21 days. Following a
treatment mterruption, participants can be re-challenged at the imitial dose level Re-exposure at
different dose level after a treatment interruption 1s subject to case by case decisions; the Sponsor
should be informed of any such decisions.
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Recommended Dose Modifications for Tepotinib

Target organ Adverse event?® Dose modification
Pulmonary Confirmed ILD/pneumonitis Permanently discontinue tepotinib.
Cardiac QTc interval prolongation of Grade =23 Discontinue tepotinib
Body Edema Grade 1 or 2 Dose level of tepotinib can be maintained
Edema Grade 3 The dose of tepotinib must be interrupted until edema
recovers to = Grade 2 or baseline but for no more than
21 days.

After recovery the patient can restart at the same dose
or at 250 mg daily.

If edema Grade 3 reoccurs the tepotinib dose must be
interrupted again until edema recovers to = Grade 2 or
haseline but for no more than 21 days. After recovery,
tepotinib must then be dose reduced to 250 mg daily (if
the previous dose was 500 mq daily).

If edema Grade 3 reoccurs at 250 mg dose, tepotinib
must be permanently discontinued.

Generalised edema Grade 4 Permanently discontinue tepotinib.
Pancreas Pancreatic enzyme elevation Grade =3 See detailed instruction in Section 6.5.4 2.
Other Any other related adverse event of Grade 3 |The dose of tepotinib must be interrupted until event

resolves to = Grade 2 or baseline but for no more than
21 days. After recovery, tepotinib may be restarted at 1
dose level below; 250 mg daily.

If any other related AE of Grade 3 reoccurs at 250 mg
dose, tepotinib must be permanently discontinued

Grade 4 Permanently discontinue tepotinib

Abbreviation: AE = adverse event; .

Also consider DLT rules during DLT peried and Safety Run-in.
a Adverse events graded by NCFCTCAE v5.0.

Following dose modifications, the dose of tepotinib may be mcreased again to the imtial dose level
at the discretion of the Investigator.

Climical errcumstances which are not covered by above criteria may be grounds for dose reductions
or treatment mterruptions and should be discussed with the Sponsor on a case-by-case basis.

6.6.3 Dose Limiting Toxicity

Dose-limiting toxicities will be evaluated using the NCI-CTCAE v5.0. Limits for dose escalations
will be considered in accordance to Bayesian Optimal Interval design (BOIN) based on a
maximum target toxicity rate of 30% and a maximum number of 12 participants (Yuan 2016).

In the safety mm-in part of the study, DL Ts are defined as any of the following toxicities and judged
by the Investigator and/or the Sponsor to be not attributable to the disease or disease-related
processes under mvestigation:
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1. Grade 4 neutropema for more than 7 days

2. Grade > 3 febrile neutropenia with absolute neutrophil count < 1000/mm’ and a single
temperature of > 38.3°C (101°F) or a sustamned temperature of = 38°C (100.4°F) for more
than 1 hour

3. Grade 4 thrombocytopema or Grade 3 thrombocytopemia with non-traumatic bleeding

4. Grade 3 uncontrolled nausea/vomiting and/or diarrhea that has not improved within
72 hours despite adequate and optimal treatment

5. Grade 4 vomuting and/or diarrhea
6. Grade = 3 skin toxicity that has not resolved to Grade 2 after 14 days of adequate treatment

7. Any other Grade > 3 non-hematological AE will be defined as DLT. Exceptions are
alopecia or an 1solated lipase and/or amylase elevation of Grade = 3 without climcal or
radiological evidence of pancreatitis

8. Occurrence of Hy's law cases (defined as ammotransferases > 3 x ULN, total bilirubin = 2
% ULN, and alkaline phosphatase (ALP) < 2 x ULN, with no other reason to account for
these abnormalities)

9. Interstitial lung disease (ILD)/pneumonitis.

All participants enrolled in the safety run-in period who muss > 25% of the planned doses of
tepotinib and/or cetuximab within Cycle 1 will be replaced if the dose reduction/interruption was
not caused by any safety reasons/DLTs. Participants who expenience at least one DLT during the
DLT assessment period are included regardless of the cumulative dose admuinistered.

All participants enrolled in the study are selected based on the same inclusion and exclusion criteria
as specified m the eligibility criteria.

6.7 Study Intervention after the End of the Study

If the study 1s prematurely termunated or suspended, participants who continue to demonstrate
clinical benefit will be eligible to receive study mtervention. Study intervention will be provided
via an extension of the study, a rollover study requiring approval by the responsible health
authonity and independent ethics commuttee, or mechanisms 1 e, single patient post study access,
or patient support, or other access programs as per local regulations, at the discretion of the
Sponsor. The Sponsor reserves the right to terminate access to study intervention 1if any of the
following occur: a) the study 1s termiunated due to safety concerns, or b) a marketing authorization
1s granted i the local market and the corresponding medication 1s reimbursed by the public social
security system making it accessible to the participant.
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7 Discontinuation of Study Intervention and Participant
Discontinuation/Withdrawal

7.1 Discontinuation of Study Intervention

In rare mstances, it may be necessary for a participant to permanently discontinue (definitive
discontinuation) study intervention If study intervention i1s defimtively discontinued, the
participant will remaimn in the study to be evaluated for what 1s specified mn the Schedule of
Activities (SoA) (Section 1.3). The SoA indicates data to be collected at the time of discontinuation
of study mtervention and follow-up and for any further evaluations that need to be completed.

e The participant must be withdrawn from study intervention in the event of any of the
following:

e Withdrawal of consent.
¢ Development of unacceptable toxicity.

¢ Occurrence of progressive disease according to RECIST Version 1.1 or initiation of
any other anticancer therapy.

¢ Occurrence of an inclusion or exclusion criterion that 1s climeally relevant and affects
the participant's safety, i1f discontinuation 1s considered necessary by the Investigator
and / or Sponsor prior to study intervention completion.

e Occurrence of pregnancy, which at the EoT wisit 1s done as a serum test only for
confirmation as urine test will be positive, before being discharged from the study.

e Use of a nonpermifted concomitant drug (including any other drug with known
anficancer activity unless specified otherwise), if discontinuation is considered
necessary by the Investigator and/or the Sponsor.

e Noncomphance that 1s deemed by the Investigator or the Sponsor to compromise
participant safety or study mntegrity.

The Investigator will consider discontinuation of study mtervention for abnormal hiver function
when a participant meets one of the conditions outlined and not meeting inclusion criterion 10
under Section 5.1 or if the Investigator believes that 1t 1s in best interest of the participant.

The Investigator must consider discontinuation of study intervention for an ILD-like event when
a participant meets one of the conditions outhined in Section 6.54.1 and Section 6.5.4.2 under
Respiratory Disorders and ILD, or if the Investigator believes that it 1s 1 best interest of the

participant.

If a climcally significant finding 1s identified (mncluding changes from Baseline mn QT interval
corrected using Fridenicia’s formula [QTcF]) after enrollment, the Investigator or qualified
designee will determune 1f the participant can continue 1n the study and if any change i participant
management 1s needed. If the participant has a Grade >3 QTc mterval prolongation study
intervention must be discontinued. Additionally, close and appropriate ECG monitoring in hospital
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according to local standard should be mitiated. This review of the ECG printed at the time of
collection will be documented. Any new clinically relevant finding 1s reported as an AE.

The SoA (Section 1.3) specifies the data to collect at study intervention discontinuation and follow-
up, and any additional evaluations that need to be completed. Withdrawals will be documented 1n
the eCRF as per the SoA (Section 1.3).

7.2 Participant Discontinuation/Withdrawal from the Study

e A participant may discontinue from the study at any time, at his’her own request or at
the discretion of the Investigator for safety, behavioral compliance, or admimistrative
reasons.

e At the time of study discontinuation, if possible, a discontmnuation wvisit will be
conducted, as listed in the SoA. The SoA specifies the data to collect at study
discontinuation and follow-up, and any additional evaluations that need to be completed.

e If the participant revokes consent for the study, any data collected up to that point may
still be used, but no future data can be generated, and any biological samples collected
will be destroyed.

e A participant has the nght at any time to request destruction of any biological samples
taken. The mnvestigator will document this in the site study records and the CRF and
mform the Sponsor. The samples will be destroyed.

e Additional participants must be enrolled for each participant who withdraws from the
study after signing consent and successfully meeting entry criteria but did not recerve
tepotinib and/or cetuximab. Additionally, participants excluded from the DLT analysis
set may be replaced; the decision will be made by the SMC.

e The Investigator will secure the safety of the study participants and make every attempt
to collect data.

7.3 Lost to Follow-Up

A participant will be considered lost to follow-up if he or she repeatedly fails to return for
scheduled visits and 1s unable to be contacted by the study site.

The following actions will be taken 1f a participant fails to return to the clinic for a required study
visit:
e The site will attempt to contact the participant and reschedule the missed wvisit as soon
as possible, counsel the participant on the importance of maintaining the assigned visit
schedule and ascertain 1f the participant wants to or should continue in the study.

e Before a participant 1s deemed “lost to follow-up”, the Investigator or designee will
make every effort to regain contact with the participant: 1) where possible, make 3
telephone calls; 2) if necessary, send a certified letter (or an equivalent local method) to
the participant’s last known mailing address, and 3) if a participant has given the
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8.1

appropriate consent, contact the participant’s general practitioner for information. These
contact attempts will be documented in the participant’s medical record.

If the participant continues to be unreachable, he/she will be deemed as “lost to follow-

3

up”.

Study Assessments and Procedures

Study assessments and procedures and their timing are summarized i the SoA (Section
1.3). A summary of key study activities on Day 1 of Cycles 1 and 2 1s provided in
Appendix 4.

No protocol watvers or exemptions are allowed.

Immediate safety concerns are discussed with the Sponsor immediately upon occurrence
or awareness to determune if the participant should continue or discontinue study
intervention.

Adherence to the study design requirements, mcluding those specified in the SoA
(Section 1.3), 1s essential and required for study conduct.

All screeming evaluations will be completed and reviewed to confirm that potential
participants meet all eligibility criteria. Laboratory tests for eligibility should be
performed within 7 days prior to C1D1. The Investigator will maintain a screemng log
to record details of all participants screened, to confirm eligibility, and 1f applicable,
record reasons for screemng failure.

Prior to performing any study assessments that are not part of the participant’s routine
medical care, the Investigator will obtain wrtten informed consent as specified in
Appendix 2.

Procedures conducted as part of the participant’s routine medical care (e.g., blood count)
and obtained before signing of the ICF may be used for Screeming or Baseline purposes
provided the procedures met the protocol-specified critenia and were performed within
the time frame defined in the SoA.

A maximum of approximately 250 mL of blood will be collected in any one-month
period from each participant in the study, mmcluding any extra assessments that may be
required.

Date of birth, sex (gender), race, and ethnicity will be collected only where allowed by
local law/regulations.

Efficacy Assessments and Procedures

For assessment fime points and procedures for pnmary, secondary, and _
efficacy endpoints, see Section 1.3.
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8.1.1 Tumor assessments

Computed tomography/magnetic resonance imaging scans will be performed and collected until
disease progression 1s assessed by the Investigators according to RECIST Version 1.1 or start of
new anti-cancer therapy. Radiographic images and physical findings (physical assessments) will
be used by the Investigators for the local determunation of disease progression and patient's
treatment decisions. A Baseline bone scan should be performed in participants known or suspected
to have bone metastases at Baseline. At Baseline, fumor lesions will be categorized in target and
non-target lesions as described in RECIST Version 1.1. Results for these evaluations will be
recorded with as much specificity as possible so that pre- and post-treatment results will provide
the best opportunity for evaluating fumor response.

CT or MRI of the chest, abdomen, and pelvis should be conducted to evaluate disease in these
locations. Imaging (preferably MRI and mcluding T2/FLAIR) of the head at Baseline for
participants who have or are suspected to have central nervous system metastases should be
conducted. All lesions in the brain should be considered non-target lesions. Additional anatomic
areas should be mvestigated in case of suspicion of presence of metastases based on signs and
symptoms of individual participants. All assessments should be provided by the same physician or
radiologst if possible, during the study.

For patients who are enrolled in the study and present with brain metastasis MRI assessments of
brain lesions should be performed if possible. When possible, the MRI assessment shall include
Coronal 3D Gd-T1WI, Axial TSE/T2WL, Axial FLATR Axial TIWL and Asxial Gd-T1WL

Skeletal lesions identified at Baseline should continue to be imaged at subsequent imaging
scheduled visits using localized CT, MRI, or X-ray (using the same method used at Baselme for
all visits for any given lesion). After Baseline, whole body bone scans need not be repeated, unless
posttive at Baseline or clinically indicated.

All protocol-required images should be uploaded to the imaging repository, mamtamed by or on
behalf of an Imaging Research Orgamization for a potential independent read which may be done
at any appropnate time, including at the end of study or later.

Cytology results will be collected when available. Enlarging pleural/pericardial effusion and/or
ascites (flmd collections) may or may not denote progression. The radiologist can utilize cytology
findings (1f available) to decide if sigmificant new fluid or unequivocal and significant enlarging
flwid 1s an indication of progression.

The Investigator may perform scans in addition to a scheduled study scan for medical reasons or
if the Investigator suspects PD. Participants who withdraw from the study for climcal or
symptomatic deterioration before objective documentation of PD will be requested to undergo
appropriate imaging to confirm PD. Every effort should be made to confirm a clinical diagnosis of
PD by imaging according to RECIST Version 1.1.

Participants will be assessed every 6 weeks starting from Cycle 3 Day 1 visit until 9 months, and
every 12 weeks thereafter according to RECIST Version 1.1, until disease progression, death,
withdrawal of consent, or study closure. Details on how to perform RECIST Version 1.1
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assessments are provided in Appendix 5. Investigator assessments will be conducted. Any CR or
PR should be confirmed, preferably at the scheduled 6-week interval or at the next scheduled
imaging visit, but no sooner than 4 weeks after the initial documentation of CR or PR. In the case
of symptoms suggesting progression, participants should be evaluated by imaging thereafter for
documentation and confirmation of the fumor responses.

The same method of assessment and the same techmque should be used to charactenize each
1dentified and reported lesion at Baseline and during the study. If a chest X-ray indicates metastatic
disease while the participant 1s enrolled i this study, a CT of the chest 1s required for confirmation.
All assessments should be provided by the same physician or radiologist if possible during the
study.

Participants who withdraw from the treatment for reasons other than progressive disease will have
additional visits for tumor assessments every 6 weeks until 9 months, and every 12 weeks
thereafter until disease progression. A + 7-day tume wmndow 1s permutted for these additional
follow-up visits until 9 months, and + 14 days thereafter. Reasons for study termunation should be
recorded if this visit 1s the last visit for the participant. Recording of any new anticancer therapy
will be made (a fumor assessment 1s mandatory before initiating the new therapy).

Survival Follow-up 1s to be performed every 3 months + 1 month at a climic visit or by telephone
contact for up to 1-year. Participants’ survival information will be collected. Any subsequent
anticancer therapy given to the participant until death should be recorded.

The 1maging endpoints to be assessed for efficacy evaluation according to RECIST Version 1.1
mclude:

e Radiographic response: best overall response (BOR), DoR, and progression-free
survival (PFS) per Investigator according to RECIST Version 1.1.

e Tumor assessment during follow-up: See SoA (Section 13). Participants without
progressive disease according to RECIST Version 1.1 at the End of Treatment Visit will
be followed for disease progression according to the SoA (Section 1.3) until PD was
confirmed or the maximum duration of study intervention has been reached or the study
ended, whatever 1s reached first.

8.1.2 Collection and storage of images

All study-related images will be collected by an Imaging Research Orgamzation, then quality-
checked and stored for a possible later independent review of imaging.

8.2 Safety Assessments and Procedures

The safety profile of the study intervention will be assessed through the recording, reporting and
analysis of Baseline medical conditions, AEs, physical examination findings, vital signs,
electrocardiograms, and laboratory tests.

Comprehensive assessment of any potential toxicity expenenced by each participant will be
conducted starting when the participants give informed consent and throughout the study. The
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Investigator will report any AEs, whether observed by the Investigator or reported by the
participant; the reporting period 1s specified in Section 8.3 1.

Apart from the Investigator, safety data will also be assessed contmuously by the Sponsor medical
monitoring activities, as well as by the following committees:

8.2.1

8.2.2

SMC during the safety run-in (refer to Section 4.1).

Physical Examinations

A complete physical examination will include, at a mimmum, assessments of the
Cardiovascular, Respiratory, Gastrointestinal and Neurological systems. In addition,
skin examination 1s to be performed.

A brief physical examination will include, at a numimum_ assessments of the skin, lungs,
cardiovascular system and abdomen (liver).

Investigators will pay special attention to climcal signs related to previous serious
illnesses, including IT.D, pancreatitis, and cardiovascular diseases.

Vital Signs
Height (measured at Screeming only) and weight will be measured and recorded.

Temperature, pulse rate, respiratory rate, and blood pressure will be assessed. The
method used for temperature assessment will be recorded.

Blood pressure and pulse measurements will be assessed with a completely automated
device. Manual techmques will be used only if an automated device 1s not available.

Blood pressure and pulse measurements will be preceded by at least 5 minutes of rest
for the participant in a quiet setting without distractions (e.g_, television, cell phones).

Vital signs will be measured preferably 1n a sitting position after 5 minutes rest and will
mclude temperature, systolic and diastolic blood pressure, pulse, and respiratory rate.
The participant position will be recorded.
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8.2.3

8.2.4

Electrocardiograms

Triplicate12-lead ECG will be obtained as outlined in the SoA (Section 1.3) using an
ECG machine that automatically calculates the heart rate and measures PR, QRS, QT,
and QTcF intervals. Participants will rest for 5 nunutes mn a semi-supine or supine
position before the reading 1s taken For study discontinuation critena mvolving
chimically significant QTcF findings, refer to Section 7.1.

Clinical Safety Laboratory Assessments

Blood and urine samples will be collected for the clinical laboratory tests listed in
Appendix 6 at the time points listed in the SoA (Section 1.3). All samples will be clearly
identified.

Additional tests may be performed at any time during the study, as determined necessary
by the Investigator or required by local regulations.

The tests will be performed by local laboratonies. It 1s required that these local laboratories are
certified, perform and document interlaboratory testing at regular time intervals and provide a list
of normal range laboratory values including umts as defined by international system of umits (SI).
The Sponsor will receive a list of the local laboratory normal ranges before shipment of study
mtervention(s). Any changes to the ranges duning the study will be forwarded to the Sponsor.

8.3

The Investigator will review each laboratory report, document this review, and record
any clinically relevant changes occurring during the study in the AE section of the eCRF.
The laboratory reports will be filed with the source documents.

Methods for sample identification during shipping and handling, as well as sampling
methods, processing and storage of samples are detailed mn the local Laboratory
Manuals.

Pregnancy testing (serum or highly sensitive urine, as required by local regulations) will
be conducted as shown in the SoA (Section 1.3).

Pregnancy testing (serum or highly sensitive urine, as required by local regulations) will
be conducted at the end of relevant systemic exposure of the study intervention and
correspond with the time frame for female participant contraception in Section 5.1.

Adverse Events and Serious Adverse Events

The definitions of an Adverse Event (AE) and a Serious Adverse Event (SAE) are in
Appendix 7.

The Investigator and any qualified designees (e.g., Sub-Investigators) are responsible
for detecting, documenting, and recording events that meet the definition of an AE or
SAE. The Investigator remains responsible for following up AEs that are serious or that
caused the participant to discontinue the study intervention or study, as specified in
Section 8.3.3.
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e Requests for follow-up will usually be made via the Study Monitor, although in
exceptional circumstances the global patient safety department may contact the
Investigator directly to obtain further information or to discuss the event.

8.3.1 Time Period and Frequency for Collecting Adverse Event and
Serious Adverse Event Information

e All SAEs will be collected from the signing of the ICF until the Safety Follow-up Visit
at the time points specified in the SoA (Section 1.3). Beyond this reporting period, any
new unsolicited SAEs that the Investigator spontaneously reports to the Sponsor will be
collected and processed.

e All AEs will be collected from the signing of the ICF until the Safety Follow-up Visit at
the time points specified in the SoA (Section 1.3).

e All SAEs will be recorded and reported to the Sponsor or designee immediately and
under no circumstance will this exceed 24 hours, as indicated in Appendix 7. The
Investigator will submut any updated SAE data to the Sponsor within 24 hours of 1t being
available using the same procedure that was used for the mitial report.

e Investigators are not obligated to actively solicit AEs or SAEs after the end of study
participation. However, 1f the investigator learns of any SAE, including a death, at any
time after a participant has been discharged from the study, and he/she considers the
event to be reasonably related to the study mntervention or study participation, the
Investigator will promptly notify the Sponsor.

8.3.2 Method of Detecting Adverse Events and Serious Adverse
Events

At each study visit, the participant will be queried on changes in his or her condition.

Care will be taken not to introduce bias when detecting AEs and/or SAEs. Open-ended and non-
leading verbal questioming of the participant 1s the preferred method to inquire about AE
occurrences.

The method of recording, evaluating, and assessing causality of AEs and SAEs and the procedures
for completing and transmitting SAE reports are in Appendix 7. All SAEs and all nonserious AEs
of special interest (AESI) (see Section 8.3.7) must be additionally documented and reported using
the appropriate Report Form as specified m Appendix 7.

8.3.3 Follow-up of Adverse Events and Serious Adverse Events

After the imtial AE/SAE report, the Investigator 1s required to proactively follow each participant
at subsequent visits/contacts. All SAEs and AESIs (as defined in Section 8.3.7) will be followed
until resolution, stabilization, the event 1s otherwise explained, or the participant 1s lost to follow-
up (as defined mn Section 7.3). No new information 1s expected. Reasonable attempts to obtain this
information will be made and documented. It 1s also the Investigator’s responsibility to ensure that
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any necessary additional therapeutic measures and follow-up procedures are performed. Further
information on follow-up procedures 1s in Appendix 7.

8.3.4 Regulatory Reporting Requirements for Serious Adverse
Events

Prompt notification by the Investigator to the Sponsor of an SAE (particularly life-threatening and
deaths) 1s essential so that legal obligations and ethical responsibilities towards the safety of
participants and the safety of a study mtervention under clinical investigation are met.

The Sponsor has a legal responsibility to notify both the local regulatory authonty and other
regulatory agencies about the safety of a study intervention under climical investigation. The
Sponsor will comply with country-specific regulatory requirements relating to safety reporting to
the regulatory authority, Institutional Review Boards (IRB)/Independent Ethics Commuttees
(IEC), and Investigators.

Individual Case Safety Reports will be prepared for suspected unexpected serious adverse
reactions (SUSAR) according to local regulatory requirements and Sponsor policy and forwarded
to Investigators, as necessary.

An Investigator who recetves an Individual Case Safety Report describing a SUSAR or other
specific safety information (eg., Emerging Safety Issue Report, summary or listing of
SAEs/SUSARSs) from the Sponsor will review and then file 1t along with the Investigator Brochure
mn the Investigator’s Site File and will notify the IRB/IEC, if appropriate according to local

requirements.

In this global clincal multicenter study, the Sponsor 1s in the best position to determine an
unanticipated problem (as defined m US Regulations 21 CFR 312.66). The Sponsor will
mmmediately notify all Investigators of findings that could adversely affect the safety of
participants, impact the conduct of the study or alter the IRB’s approval/favorable opinion to
continue the study. An unanticipated problem 1s a serious adverse event that by its nature,
mncidence, severity, or outcome has not been identified in the current version of the risk analysis
report, specified in Section 2 3.

AESIs specified in Section 8.3.7 will be reported to the Sponsor (or delegate) in an expedited
manner as described i Appendix 7.

8.3.5 Pregnancy

e Details of all pregnancies in female participants and, female partners of male participants
will be collected after the start of study intervention and until the Safety Follow-up Visit.

e If a pregnancy 1s reported, the Investigator will inform the Sponsor within 24 hours of
learning of the pregnancy and will follow the procedures specified below for collection
of pregnancy information.

e Abnormal pregnancy outcomes (e.g, spontaneous abortion, fetal death, stillbirth,
congenital anomalies, ectopic pregnancy) are considered SAEs.
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Collection of Pregnancy Information

Male participants with partners who become pregnant

The Investigator will attempt to collect pregnancy information on any male participant’s
female partner, who becomes pregnant while the participant 1s in this study. This applies
only to participants who receive study intervention.

After obtaiming signed consent from the pregnant female partner directly, the
Investigator will record the pregnancy information on the appropriate form and submat
it to the Sponsor within 24 hours of learning of the pregnancy. The female partner will
also be followed to determine the outcome of the pregnancy. Information on the status
of the mother and cluld will be forwarded to the Sponsor. Generally, the follow-up will
be no longer than 6 to 8 weeks following the estimated delivery date. Any termination
of the pregnancy will be reported regardless of fetal status (presence or absence of
anomalies) or mdication for the procedure.

Female Participants who become pregnant

The Investigator will collect pregnancy mmformation on any female participant who
becomes pregnant while she 1s i the study. The 1mtial information will be recorded on

the appropriate

form and submutted to the Sponsor within 24 hours of learning of the pregnancy.

The participant will be followed to determine the outcome of the pregnancy. The
Investigator will collect follow-up information on the participant and the neonate, and
the mformation will be forwarded to the Sponsor. Generally, follow-up will not be
required for longer than 6 to 8 weeks beyond the estimated delivery date. Any
termunation of pregnancy will be reported, regardless of fetal status (presence or absence
of anomalies) or mndication for the procedure.

While pregnancy itself 1s not considered to be an AE or SAE, any pregnancy
complication or elective termunation of a pregnancy for medical reasons will be reported
as an AE or SAE.

A spontaneous abortion (occurring at <22 weeks gestational age) or stillbirth (occurnng
at >22 weeks gestational age) 1s always considered to be an SAE and will be reported as
such.

Any post-study pregnancy related SAE considered reasonably related to the study
mtervention by the Investigator will be reported to the Sponsor as specified in Section
8.3 4 While the Investigator 1s not obligated to actively seek this information in former

study participants, he or she may learn of an SAE through spontaneous reporting.
Any female participant who becomes pregnant while participating i the study waill
discontinue study intervention or be withdrawn from the study.
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8.3.6 Disease-Related Events and/or Disease-Related Outcomes Not
Qualifying as AEs or SAEs

The following disease-related events are common 1 participants with metastatic colorectal cancer
and can be serious/hfe threatening:

* Progressive disease

Because these events are typically associated with the disease under study (e g., progressive
disease), they will not be reported according to the standard process for expedited reporting of
SAEs even though the event may meet the defimtion of a SAE. These events will be recorded on
the applicable eCRF page within the appropriate time frame.

However, if either of the following conditions applies, then the event will be recorded and reported
as an SAE (instead of a disease-related events):

e The event 1s, in the Investigator’s opimion, of greater intensity, frequency, or duration
than expected for the individual participant.

OR
e The Investigator considers that there 1s a reasonable possibility that the event was related
to study intervention
8.3.7 Adverse Events of Special Interest

For this study, AESIs include only the following:

e AFs suggestive of drug-induced liver injury mncluding hepatic/liver failure and hepatitis
(non-infectious) are considered AESIs.

AESIs will be reported to the Sponsor (or delegate) in an expedited manner as described in
Appendx 7.

5.4 Treatment of Overdose

For this study, any dose of tepotimb or cetuximab greater than the dose that 1s defined in this
clinical study protocol will be considered an overdose.

The Sponsor does not recommend specific treatment for an overdose.

Even 1f not associated with an AE or a SAE, any overdose 1s recorded in the eCRF and reported
to global patient safety in an expedited manner. Overdoses are reported on a SAE and Overdose
Report Form, following the procedure in Appendix 7.
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8.5 Pharmacokinetics
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¢ TLiqud biopsy (whole blood) and/or tissue biopsy samples will be collected to test MET
amplification that should be detected by a positive test with appropriate regulatory status
(collected after disease progression of the previous anti-EGFR therapy). Local MET
amplification testing of tissue and/or Sponsor overseen central liquid biopsy sample
testing will be allowed for enrolment only with an assay with appropnate validation and
regulatory status. If local MET amplification tests do not have the appropnate regulatory
status or if the samples are not analyzed locally, central confirmation of MET
amplification 1s offered and needed before enrolling. Participants should have shown
benefit from the previous anti-EGFR. therapy by CR or PR, both at least for 4 months or
SD for at least 6 months prior to disease progression.
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8.9 Immunogenicity Assessments

Whole blood samples of approximately 3.5 mL will be collected for detection of antibodies against
cetuximab in serum. Collection times are specified in the SoA (Section 1.3).

The detection of antibodies to cetuximab will be performed using a validated immunoassay method
with tiered testing of screening, confirmatory and titration. Confirmed positive antibodies may be

further characterized.
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Details on processes for collection and handling of these samples are in a Laboratory Manual.
Retention time and possible analyses of samples after the end of study are specified in the

respective ICF.
8.10 Medical Resource Utilization and Health Economics

Not applicable. There 15 no health economic objective, nor any resource ufilization outcomes
measures for this study.

9 Statistical Considerations

Analysis of all data will be performed by the Sponsor or its designee. The results of all study parts
will be reported in the clinical study report. Analyses will be performed separately for each cohort.
Details of the analysis of safety, efficacy, PK, and biomarker data will be presented in the
Integrated Analysis Plan (IAP), which will be finalized before the database 1s locked for analysis.

9.1 Statistical Hypotheses
No formal statistical hypothesis will be tested, as the study 1s designed to be exploratory.

9.2 Sample Size Determination

The number of participants to be screened 15 expected to be around 342 participants to account for
the described heterogenicity for MET amplification in the planned setting (Pietrantonio 2017;
Pietrantonio 2015; Raghav 2016; Liu 2019; Mohan 2014; Siravegna 2015; Morelli 2014; Montagut
2018; LC-SCRUM, ASCO 2019 [Nakamura 2019]).

In total, a maximum of 48 participants are planned to be assigned to study intervention such that
approximately 22 (Cohort A) and 20 (Cohort B) participants will be treated at RP2D. The 42
participants will be under the same dose level. The sample size calculation of 42 participants 1s
based on the full analysis set (FAS).

The aim 15 to have 22 participants treated with the RP2D of tepotib for 2L line treatment (Cohort
A) and 20 participants treated with the RP2D for the 3L+ treatment (Cohort B) with at least 6
participants in the safety run-in period, wrrespective of cohort.

It 1s anticipated that 6 eligible participants wrrespective of therapy line, will be enrolled into the
first part of the study for the determination of RP2D of tepotimib depending on DLTs observed. If
250 mg tepotimb 1s to be used the number of participants enrolled for the determination of RP2D
will increase up to 12 (See Section 9.4.2.1).

2°4 | ine treatment (Cohort A):

A sample size of 22 participants treated with the RP2D of tepotinib (including those RP2D-dosed
participants from the safety mn-in), 1s chosen for the following reasons:
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The probability to observe 5 or more responders (confirmed CR or PR) out of 22 treated
participants (5/22 = 22 7% response rate) 1s 80.8% under the assumption of a true response rate of
30% (relevant climcal effect); whereas, if the true responder rate 1s 10% (non-relevant climical
effect regarding further development of this combination therapy in this indication), the probability
to observe 5 or more responders 15 5.7%. In these calculations, a futility analysis 1s considered
which will be performed after 12 participants are enrolled and monitored without stopping
recruitment of further participants into this study: If there are less than 2 responders within the first
12 treated participants, the enrollment of 2L participants for the study will be stopped for futility.
Under the assumption of a true rate of 30%, the probability of a false stop will be 8 5%; whereas
in case of a true rate of 10%, the probability of a correct stop will be 65.9%.

The overall threshold of >20% responders at the end of the study was set based on the development
consideration for 2I. where bevacizumab + chemotherapy showed a response rate of 22.7%
(Giantonio 2007).

3l Line+ treatment (Cohort B):

A sample size of 20 participants treated with the RP2D of tepotinib (including those RP2D-dosed
participants from the safety run-in), 1s required, so that the probability to observe 2 or more
responders (confirmed CR. or PR) out of 20 treated participants (2/20 = 10.0% response rate) 1s
82 4% under the assumption of a true response rate of 15% (relevant climcal effect); whereas, 1f
the true response rate 1s 2.5% (non-relevant clinical effect regarding further development of this
combination therapy in this indication), the probability to observe 2 or more responders 1s 8.8%.
No futility analysis 1s planned here due to the low rate of expected responders in the 3L+ setting.

The threshold of =10% for 3L+ was set based on data for regorafemb or trifluridine/tipiracil, which
showed a response rate of maximum 4% (L1 2015, Mayer 2015).

9.3 Populations for Analyses

The analysis populations are specified below. The final decision to exclude participants from any
analysis population will be made during a data review meeting prior to database lock.

Analysis Set Description

Screening (SCR) All participants, who provided informed consent, regardless of the paricipant’s
study intervention status in the study.

Full (FASWSafety (SAF) All participants, who were administered at least one dose of any study
intervention.

DLT All participants treated in the safety run-in period who received at least 75% of the
tepotinib and cetuximab planned dose and complete the DLT period (3 weeks
after start of treatment with study intervention), or who experience a DLT during
the DLT period regardless of the received amount of each study intervention.

PK All participants, who receive at least one dose of study intervention, have no
relevant protocol deviations or important events affecting PK, and provide at least
one measurable post-dose concentration. Pariicipants will be analyzed per the
actual study intervention they received.

Immunogenicity All participants who receive at least one dose of study intervention and have at
least one valid ADA result. All ADA analyses will be based on this analysis set.
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9.4 Statistical Analyses
9.4.1 Efficacy Analyses

All efficacy analyses will be performed on the FAS population unless otherwise specified. These
analyses will be done by cohort and assigned dose level of tepotimb. There 1s no formal
significance level for this study and all analyses are considered descriptive.

Endpoint Statistical Analysis Methods
Primary
Objective response Best Overall Response (BOR) based on confirmed responses will be derived as

determined according to | follows:

RECIST Version 1.1 by = Complete Response (CR) defined as at least two determinations of CR at least
Investigator Assessment 4 weeks apart (with no PD in between)

« Parial Response (PR) defined as at least two determinations of PR or better (PR
followed by PR or PR followed by CR) at least 4 weeks apart (and not qualifying
for a CR), with no PD in between

a Stable Disease (SD) defined as at least one SD assessment (or better)

[= 6 weeks] after start date {and not qualifying for confirmed CR or PR.

* Non-CR/mon-PD (applicable only to participants with non-measurable disease at
Baseline) = at least one non-CRmon-PD assessment (or better) [z 6 weeks] after
start date (and not qualifying for CR or PR).

« PD=PD = 12 weeks after start date (and not qualifying for CR, PR, non-CRMmon-
PD or SD}.

= Not Evaluable (NE): all other cases.

5D can follow PR only in the rare case that tumor increases by less than 20% from

the nadir, but enough that a previously documented 30% decrease from Baseline no

longer holds. If this occurs the sequence PR-SD-PR is considered a confimed PR. A

sequence of PR — 5D — 5D — PD would be a best response of SD if the minimum

duration for SD definition has been met.

Objective Response (OR) is defined as a BOR of complete response (CR) or partial

response (PR) according to RECIST Version 1.1.

Objective response rate (confimed CR or PR) and the comesponding 2-sided exact
Clopper-Pearson 95% Cl will be presented.

Secondary

DoR (months) according For paricipants with objective response, duration of response is the time from when
to RECIST Version 1.1 the CR/PR (whichever is first) criteria are first met until PD or death due to any cause
assessed by the within the period of 2 scheduled tumor assessments (84 or 168 days) after the last
Investigators. tumor assessment, whichever occurs first.

Duration of response data will be censored on the date of the last adequate tumor
assessment for pariicipants who do not have an event (FD or death) or for
participants with an event after the period of 2 scheduled tumor assessments (84 or
168 days) of the last tumor assessment. Participants who do not have a tumor
assessment after objective response will be censored at the date CR/PR criteria are
first met.

Duration of response will be summarized descriptively. Kaplan-Meier plots as well as
the corresponding number of events, 1% and 3™ guartile (Q1 and Q3), median,
minimum and maximum from the Kaplan-Meier product-limit estimates of the survival
function and survival rates at 3, 6, 9, 12, 15, and 18 months together with
comesponding 95% Cl will be presented.

CONFIDENTIAL
Document No. i R ATLON 701115

Object No. S



MSC2156119J, MSB0010442D Phase II single arm study of tepotinib combined with
MS202202-0002 cetuximab

Endpoint Statistical Analysis Methods

PFS (months) according Progression free survival is defined as the time (in months) from first administration of
to RECIST Version 1.1 study intervention to the date of the first documentation of PD or death due fo any
assessed by the cause within the period of 2 scheduled tumor assessments (84 or 168 days) after the
Investigators. last tumor assessment, whichever occurs first.

PFS data will be censored on the date of the last evaluable tumor assessment for
participants who do not have an event (PD or death) or for pariicipants with an event
after the period of 2 scheduled tumor assessments (more than 84 or 168 days) after
the last tumor assessment. Participants who do not have a Baseline tumor
assessment or who do not have any post Baseline tumor assessments will he
censored at the date of the start of study intervention.

PFS will be summarized descriptively. Kaplan-Meier plots as well as the
comesponding number of events, first and third quartile (Q1 and Q3), median,
minimum and maximum from the Kaplan-Meier product-limit estimates of the survival
function and survival rates at 3, 6, 9, 12, 15, and 18 months together with
comesponding 95% CI will be presented.

05 (months) assessed Overall survival is defined as the time {in months) from first administration of study

by the Investigators intervention to the date of death. For participants not known to be deceased at time of
analysis, O35 time will be censored at the last date the participant was known to be
alive. If this date is after the data cutoff, participants will be censored at the date of
data cutoff.

Overall survival will be summarized descriptively. Kaplan-Meier plots as well as the
comesponding number of events, first and third quartile (Q1 and Q3), median,
minimum and maximum from the Kaplan-Meier product-limit estimates of the survival
function and survival rates at 3, 6, 9, 12, 15, and 18 months together with
comesponding 95% Cl will be presented.

0.4.2 Safety Analyses

All safety analyses will be performed on the Safety Analysis population unless otherwise specified.
All analyses will be presented by cohort and dose level, if applicable. The safety analyses will also
be done purely descriptively. Further details will be provided in the IAP.

Endpoint Statistical Analysis Methods

Primary

Occurrence of DLTs The number and percentage of participants in the DLT analysis set during the DLT
observation period will be tabulated.

Secondary

Occurrence of Adverse Adverse events will be coded according to the latest available version of the Medical

Events (AEs) and Dictionary for Regulatory Activities version 21.0 or higher. Severity of AEs will be

treatmeni-related AEs graded using the NCI-CTCAE (v5.0) toxicity grades. Adverse evenis related to study
intervention will be defined as any AE considered as related to tepotinib and/or
cetuximab. Missing classifications conceming study intervention relationships will he
considered related to the study intervention.

Any TEAEs will be summarized, i.e., those events that are emergent during treatment
having been absent prior to treatment or worsened relative to the pretreatment state
and with onset dates occurring within the first dosing day of study intervention until
30 days after the last dose of study intervention.

Following subtypes of TEAESs will be presented in summaries and tables according to
System Organ Classes and Preferred Terms:

= TEAEs
= SAEs
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Endpoint

Statistical Analysis Methods

« TEAEs related to tepotinib andfor cetuximab

« SAEs related to tepotinib and/or cetuximab

« NCI-CTCAE Grade 3 or higher TEAEs

« NCI-CTCAE Grade 3 or higher TEAESs related to tepotinib andfor cetuximab
* TEAEs leading to tepotinib andfor cetuximab interruptions

« TEAEs leading to permanent tepotinib and/or cetuximab discontinuation

* TEAEs leading to deaths

* AEs leading to withdrawal, dose modifications, or permanent study intervention
discontinuation

« AESIs

Deaths (primary cause) during the study will also be presented in summaries and

tables. Deaths within 30 days from last dose administration and deaths beyond this

period up to 90 days follow-up and reasons for them will also be tabulated.

AESIs are defined as events suggestive of drug-induced liver injury including
hepaticfliver failure and hepatitis (non-infectious).

Laboratory variables

Descriptive summaries over time of actual (absolute) laboratory values and changes
from Baseline will be presented. Gradable laboratory results will be classified by
grade according to NCI-CTCAE (v5.0); non-gradable parameters will be classified as
normal, high or low. Shift tables will be presented where applicable.

Physical examination,

Clinically significant, abnormal findings from the physical examination are to be
reported as AEs. Separate summaries of the physical examination during and after
treatment will not be provided.

Wital signs, body weight,
ECOG

Increasefdecrease in vital signs (body temperature, heart rate, blood pressure and
respiratory rate), ECOG performance status and body weight will be categorized and
summarized descriptively in shift tables from Baseline to minimum and maximum on-
treatment values.

ECG Clinically significant, abnormal findings from 12-lead ECG during the treatment phase
will be presented descriptively. Change from Baseline to worst on-treatment value will
he summarized descriptively for the QTcF interval in accordance to ICH E14 criteria.

9.4.2.1 Safety Run-In Period, DLTs, Stopping Rules, Dose Reduction

and Escalation

In the safety mn-in period, a BOIN (Bayesian Optimal INterval) design (Yuan 2016) will support
dose decisions starting with a tepotimib dose of 500 mg with the option to decrease to 250 mg, with
a target DLT rate of 30% and a maximum number of 12 participants (see Appendix 8 for additional

information).
Action Number of DLT evaluable participants
treated at the current dose
1 2 3 4 5 6
* Deescalate from 500 mg to 250 mg in case the number of DLTs is 1 1 2 2 2 3
=2
Allows to escalate back from 250 mg to 500 mg in case the number 0 0 0 0 1 1
of DLTsis =
* The scheme will also be used for 250 mg as stopping rule.
CONFIDENTIAL
Dncumgm}lu._ INEORMATION T72/115

Object No. S




MSC2156119J, MSB0010442D Phase II single arm study of tepotinib combined with
MS202202-0002 cetuximab

At least 6 treated participants on a dose level are regarded as necessary to select a dose for the
RP2D part of the study. Cohorts of 3 participants will be enrolled. SMC meetings will take place
at a time of 3 treated participants within a cohort; on request additional SMC meetings might take
place. Participants who are not DLT evaluable will be replaced.

243 Other Analyses

M and m analyses will be specified in the Integrated
ysis P ed before database lock Integrated analyses across studies, such as the
population PK analysis will be presented separately from the main CSE_

General Considerations

The following statistics will be used to summanze the study data (for example, Baseline
Characteristics) unless otherwise specified:

¢ Continuous vanables: number of non-mussing observations, mean, standard deviation,
median, mummum, and maximum, 95% confidence intervals for the mean as

appropriate.

e (ategorical vanables: frequencies and percentages
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9.4.4 Sequence of Analyses

Primary analysis 1s planned around 5 months after last patient first visit. A futility analysis for the
2L 1s planned (see Section 9.2). Unplanned analyses may be performed m this single arm study.
The final analysis will be performed after end of study.

A SMC, consisting of permanent members from the Sponsor and Clinical Research Organization,
the Coordinating Investigator, and other optional members with expertise in the management of
cancer participants, will review the safety data on a regular basis throughout the study. The SMC
will decide by consensus and provide their recommendation on the continuation or suspension of
enrollment after an initial safety run-in of cetuximab in combination with tepotinib and will review
all available safety data. The specific working procedures will be described 1 an SMC charter,
which will be established prior to the start of recnutment.
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11 Appendices

Appendix 1 Abbreviations

2L Second line

3L+ Third line +

ADA Anfidrug antibody

AE Adverse Event

AESI Adverse Events of Special Interest

ALT Alanine transaminase

AST Aspartate transaminase

AUC Area under the curve

BOIN Bayesian optimal interval

BOR Best overall response

BUN Blood urea nitrogen

CIOMS Council for International Organizations of Medical Sciences
CNS Central nervous system

CR Complete response

CRC Colorectal cancer

CRS Cytokine release syndrome

CSR Clinical study report

CT Computed tomography

CTCAE National Cancer Institute - Common Terminology Criteria for Adverse Events
ctDINA Circulating tumor DNA

DLT Dose limiting toxicity

DoR Duration of response

eCRF Electronic Case Report Form

ECG Electrocardiogram

EGFR Epidermal growth factor receptor

EoT End of Treatment

FAS Full analysis set

GCP Good Clinical Practice
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HGF Hepatocyte growth factor

IAP Integrated Analysis Plan

1B Investigator’s Brochure

ICF Informed consent form

ICH International Council for Harmonization

IEC Independent Ethics Commuttee

IgE Immunoglobulin E

ILD Interstitial lung disease

IMP Investigational Medicinal Product

IRB Institutional Review Board

IRR Infusion-related reaction

IWRS Interactive Web Response System

ITT Intention-to-Treat

mCRC Metastatic colorectal cancer

MET Mesenchymal epithelial transition

MRI Magnetic resonance imaging

NCI National Cancer Institute

NE Not evaluable

NSCLC Non-small cell lung cancer

OR Objective response

ORR Objective response rate

0S Overall survival

Pd Pharmacodynamics

PD Progressive disease

PFS Progression-free survival

PK Pharmacokinetics

PPD Protected personal data

PR Partial response

QD Once daily

QTcF QT interval corrected using Fridericia’s formula

RECIST Response Evaluation Criteria mn Solid Tumors
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RP2D Recommended Phase IT dose
SAE Serious Adverse Event
SD Stable Disease
SMC Safety Monitoring Commuttee
SmPC Summary of Product Characteristics
SoA Schedule of Activities
SUSAR Suspected unexpected serious adverse reactions
TEAE Treatment emergent adverse events
TEI Tyrosine kinase inhibitor
ULN Upper limit of normal
S PI United States prescribing information
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Appendix 2 Study Governance

Financial Disclosure

Investigators and Sub-Investigators will provide the Sponsor with enough, accurate financial
information, as requested, for the Sponsor to submit complete and accurate financial certification

or disclosure statements to the appropriate regulatory authorities. This information 1s required
during the study and for 1 year after completion of the study.

Informed Consent Process

The Investigator or his’her representative will explain the nature of the study to the
participant or his/her legally authorized representative (where allowed by local laws and
regulations) and answer all questions on the study.

Participants will be informed that their participation 1s voluntary.

Participants or their legally-authorized representative (where allowed by local laws and
regulations) will be required to sign a statement of informed consent that meets the
requirements of 21 CFR 50; local regulations; ICH gwmdelines; Health Insurance
Portability and Accountability Act (HIPAA) requirements, where applicable; and the
IRB/TEC or study center.

The medical record will include a statement that wrnitten informed consent was obtained
before the participant was enrolled in the study and the date the written consent was
obtamed. The authorized person obtaining the informed consent will also sign the ICF.

If the ICF 1s updated during their participation in the study, participants will be re-
consented to the most current, approved version.

Participants who are rescreened are required to sign a new ICF.

Data Protection

The Sponsor will assign a unmque 1dentifier to participants after obtaining their informed
consent. Any participant records or datasets that are transferred to the Sponsor will
contaim the identifier only; participant names or any identifiable information will not be
transferred.

The Sponsor will inform participants that their personal study-related data will be used
per local data protection and privacy laws. The level of disclosure will also be explained
to the participant and pregnant partners (if applicable), who will be required to give
consent for their data to be used, as specified in the informed consent.

The participant will be informed that his/her medical records may be examined by
Clinical Quality Assurance auditors or other Sponsor-appointed, authonized personnel,
by appropniate IRB/IEC members, and by regulatory authority inspectors. All such
persons will strictly mamtamn participants’ confidentiality.
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Study Administrative

Study sites in Europe, Northern Asia and North America are planned to participate n this study.
Additional regions/countries might be added according to recruitment needs.

The Coordinating Investigator listed on the title page represents all Investigators for decisions and
discussions on this study, per ICH Good Clinical Practice (GCP). The Coordinating Investigator
will provide expert medical input and advice on the study design and execution and 1s responsible
for the review and signoff of the clinical study report.

The study will appear in the following clinical studies registries:
¢ (ClinicalTnals gov: number 1s not available at the time of protocol finalization
e FEudraCT: 2020-001776-15

A procedure for mdependent review of radiological images might be established at a later
The Clinical Research Orgamization, Covance, will be responsible for the activities delegated on
the Transfer of Responsibilities & Obligations (TORO) and outlined in separate operational

manuals (e, Project Management Plan, Laboratory Manual, Momitoring Plan, etc.). Details of
structures and associated procedures will be defined in a separate Project Management Plan.

Regulatory and Ethical Considerations
e This study will be conducted 1n accordance with the protocol and the following:
e Consensus ethical principles derived from international gmdelines, mcluding the

Declaration of Helsinki and Council for International Orgamzations of Medical
Sciences (CIOMS) International Ethical Guidelines

e Applicable ICH GCP Gudelines
e Applicable laws and regulations

e The Investigator will submit the protocol, protocol amendments (if applicable), ICF,
Investigator Brochure, and other relevant documents (eg., advertisements) to an
IRB/TEC and the IRB/TEC will review and approve them before the study 1s mitiated.

e Any protocol amendments (1.e_, changes to the protocol) will be documented 1n writing
and require IRB/IEC approval before implementation of changes, except for changes
necessary to eliminate an immediate hazard to study participants. When applicable,
amendments will be submutted to the appropriate Health Authorities.

¢ The Investigator will be responsible for the following:
¢ Providing wntten summaries of the status of the study to the IRB/TEC annually or
more frequently per the IRB’s/TEC’s requirements, policies, and procedures.

e Notifying the IRB/TEC of SAEs or other signmificant safety findings, as required by
IRB/IEC procedures
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¢ Providing oversight of the study conduct at the site and adherence to requirements of
21 CFR, ICH gwdelines, the IRB/IEC, European regulation 536/2014 for climcal
studies (1f applicable), and all other applicable local regulations

e The protocol and any applicable documentation will be submutted or notified to the
Health Authorities in accordance with all local and national regulations for each site.

Emergency Medical Support

e The Sponsor or designee will provide Emergency Medical Support cards to participants
for use during the study. These provide the means for participants to identify themselves
as participating in a chinical study. Also, these give health care providers access to any
mformation about this participation that may be needed to determine the course of
medical treatment for the participant. The information on the Emergency Medical
Support card may mnclude the process for emergency unblinding (if applicable).

e The first point of contact for all emergencies will be the clinical study Investigator caning
for the participant. Consequently, the Investigator agrees to provide his or her emergency
contact information on the card. If the Investigator 1s available when an event occurs,
they will answer any questions. Any subsequent action (e.g., unblinding) will follow the
standard process established for Investigators.

When the Investigator 1s not available, the Sponsor provides the appropnate means to contact a
Sponsor (or designee) physician. This mcludes provision of a 24-hour contact number at a call
center, whereby the health care providers will be given access to the appropriate Sponsor (or
designee) physician to assist with the medical emergency.

Clinical Study Insurance and Compensation to Participants

Insurance coverage will be provided for each country participating in the study. Insurance
conditions will meet good local standards, as applicable.

Clinical Study Report

After study completion, the Sponsor will write a climcal study report in consultation with the
Coordmating Investigator.

Publication

e The results of this study may be published or presented at scientific meetings. If this 1s
foreseen, the Investigator agrees to subnut all manuscripts or abstracts to the Sponsor
before submussion. This allows Merck to protect proprietary information and to provide
comments.

e The Sponsor will comply with the requirements for publication of study results. Per
standard editorial and ethical practice, the Sponsor will generally support publication of
multicenter studies only 1 their entirety and not as individual site data. In this case, a
coordinating Investigator will be designated by agreement.
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e Authorship will be determined by agreement and in line with International Commuttee
of Medical Journal Editors authorship requirements.

Dissemination of Clinical Study Data

Any publications and presentations of the results either in whole or in part, by Investigators or
their representatives will require review by the Sponsor before submission. The Sponsor will not
suppress publication but maintains the right to delay publication to protect intellectual property
rights.

Posting of data on ClimicalTrials gov and EudraCT will occur at an appropnate date to meet
applicable requurements.

Data Quality Assurance

e All participant study data will be recorded on electromic eCRFs or transmitted to the
Sponsor or designee electronically (e g., laboratory data). The Investigator 1s responsible
for verifying that data entries are complete, accurate, legible, and timely by physically
or electromically signing the eCRF. Details for managing eCRFs are in the Project
Management Plan

e The Investigator will maintain accurate documentation (source data) that supports the
information in the eCRF.

e The Investigator will permit study-related monitormng, quality assurance audits, IRB/TEC
review, and regulatory agency inspections and provide direct access to the study file and
source data.

e Momitoring details describing strategy (e.g., nsk-based mmtiatives in operations and
quality such as Risk Management and Mitigation Strategies and Analytical Risk-Based
Monitoring), methods, responsibilities and requirements, including handling of
noncompliance 1ssues and momtoring techmques (central, remote, or on-site
monitoring) are mn the Monitoring Plan.

e The Sponsor or designee 15 responsible for data management of this study, mcluding
quality checking of the data and maintaiming a validated database. Database lock will
occur once quality control and quality assurance procedures have been completed.
Details will be outlined in Data Management documents and procedures.

¢ Study Monitors will perform ongoing source data verification to confirm that data in the
eCRF are accurate, complete, and vernifiable; that the safety and nghts of participants are
being protected; and that the study 1s being conducted per the currently approved
protocol and any other study agreements, ICH GCP, and all applicable regulatory
requirements.

e The Investigator will retamn records and documents, including signed ICFs, pertaining to
the conduct of this study for 15 years after study completion, unless local regulations,
mstitutional policies, or the Sponsor requires a longer retention. No records may be
destroyed during the retention period without the Sponsor’s written approval. No records
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may be fransferred to another location or party without the Sponsor’s wntten
notification.
Source Documents

* Source documents provide evidence for the existence of the participant and substantiate
the integrity of the data collected.

e The Investigator will keep a paper or electronic file (medical file and original medical
records) at the site for each study participant. The file will identify each participant,
contain the following demographic and medical information for the participant, and will
be as complete as possible:

e Participant’s full name, date of birth, sex, height, and weight

¢ Medical listory and conconutant diseases

¢ Prior and conconutant therapies (including changes during the study)

e Study identifier (1.e., the Sponsor’s study number) and participant’s study number.

¢ Dates of entry into the study (1.e_, signature date on the informed consent) and each
visit to the site

¢ Any medical examinations and clinical findings predefined in the protocol
* All AEs

e Date that the participant left the study, including any reason for early withdrawal
from the study or study intervention, if applicable.

e Data recorded on pnnted or electromic eCRFs that are franscribed from source
documents will be consistent with the source documents or the discrepancies will be

explamned. The Investigator may need to request previous medical records or transfer
records, depending on the study. Also, current medical records will be available.

e Source documents are stored at the site for the longest possible time permutted by the
applicable regulations, and/or as per ICH GCP guidelines, whichever 1s longer. The
Investigator ensures that no destruction of medical records 1s performed without the
Sponsor’s written approval.

e Definition of what constitutes source data 1s found in the Monitoring Plan.
Study and Site Start and Closure

First Act of Recruitment
e The study start date 1s the date when the clinical study will be open for recruitment.

e The first act of recrmitment 1s when the first site 1s opened (first site imitiation visit) and
will be the study start date.
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Study Closure and Site Ternunation

e The Sponsor reserves the right to close the study site or termunate the study at any time
and for any reason. Study sites will be closed upon study completion. A study site 1s
considered closed when all required documents and study supplies have been collected
and a site closure visit has been completed.

e The Investigator may mitiate site closure at any time, provided there 1s reasonable cause
and enough notice 1s given in advance of the intended ternunation.

e Reasons for the early closure of a study site by the Sponsor or Investigator may include:

e Failure of the Investigator to comply with the protocol, the requirements of the
IRB/IEC or local health authorities, the Sponsor's procedures, or GCP gmdelines.

¢ Inadequate recrmtment of participants by the Investigator.
¢ Discontinuation of further development of the Sponsor’s compound.

e If the study 1s prematurely ternunated or suspended, the Sponsor will promptly mform
the Investigators, the IECs/IRBs, the regulatory authorities, and any contract research
organization(s) used in the study of the reason for termination or suspension, as specified
by the applicable regulatory requirements. The Investigator will promptly inform the
participants and assure appropriate participant therapy and/or follow-up.
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Appendix 3 Contraception
Definitions:
Woman of Childbearing Potential

A woman 15 considered fertile following menarche and until beconung postmenopausal unless
permanently sterile, as specified below.

If fertility 15 unclear (e_g., amenorrhea in adolescents or athletes) and a menstrual cycle cannot be
confirmed before the first dose of study mtervention, consider additional evaluation.

A woman of child bearing potential 1s not:
1. Premenarchal
2. A premenopausal female with 1 of the following:
Documented hysterectomy
Documented bilateral salpingectomy
Documented bilateral oophorectomy

Documentation can come from the site personnel’s review of the female’s medical records,
medical exanunation, or medical history interview.

For a female with permanent infertility due to an alternate medical cause other than the
above, (e.g., mullenian agenesis, androgen insensitivity), Investigator discretion applies to
determine study entry.

3 A postmenopausal female

A postmenopausal state 15 defined as no menses for 12 months without an alternative
medical cause.

A high follicle-stimulating hormone (FSH) level in the postmenopausal range may be used
to confirm a postmenopausal state in a female not using hormonal contraception or
hormonal replacement therapy (HRT). However, in the absence of 12 months of
amenorrhea, more than 1 FSH measurement 1s required in the postmenopausal range.

A female on HRT and whose menopausal status 1s in doubt will be required to use one of
the non-estrogen hormonal highly effective contraception methods if she wishes to
continue her HRT during the study. Otherwise, she must discontimue HRT to allow
confirmation of postmenopausal status before study enrollment.
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Contraception Guidance:

CONTRACEPTIVES ALLOWED DURING THE STUDY INCLUDE:

Highly Effective Methods That Have Low User Dependency

« |mplantable progestogen-only homone contraception associated with inhibition of ovulation
+* [ntrauterine device (IUD)

+ [ntrauterine hormone-releasing system (IUS)

= Bilateral tubal occlusion

« Vasectomized pariner: a highly effective contraceptive method provided that the pariner is the sole sexual
partner of a woman of child bearing potential and the absence of sperm has been confirmed. Otherwise, use
an additional highly effective method of contraception. The spermatogenesis cycle is approximately 90 days.

Highly Effective Methods That Are User Dependent
+ Combined (estrogen- and progestogen-containing) hormonal contraception associated with inhibition of

ovulation
« QOral
« |ntravaginal
* Transdermal
* [njectable

* Progestogen-only hormone contraception associated with inhibition of ovulation

« QOral
* [njectable

« Sexual abstinence: a highly effective method only if defined as refraining from intercourse during the entire
period of risk associated with the study intervention. The reliability of sexual abstinence needs to be evaluated
in relation to the duration of the study.

Motes:

Contraceptive use by men or women is consistent with local regulations on the use of contraceptive methods for
clinical study participants.

Highly effective methods are those with a failure rate of =1% per year when used consistently and comrectly.
Typical use failure rates differ from those when used consistently and cormrectly.

If locally required, in accordance with Clinical Trial Facilitation Group (CTFG) quidelines, acceptable confraceptive
methods are limited to those which inhibit ovulation as the primary mode of action.

Periodic abstinence (calendar, symptothermal, post-ovulation methods), withdrawal (coitus interruptus),
spermicides only, and lactational amenomrhea method (LAM) are not acceptable methods of contraception for this
study. Male condom and female condom cannot be used together (due to risk of failure with friction).
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Appendix 4 Order of Key Activities on Day 1 of Cycles 1 and 2

Antihistamine

Fredose Corticosteroid
ECG Blood Sampling Premedication 0 min Infusion EOM 21hrs & hrs
ECG Predose blood sampling  Antihistamine and a Tepotinib Start of infusion  End of infusion (EOI) 2 hrs after 6 hrs after tepotinib
[within 60 min prior to [within 60 min prior corticosteroid adminstration [approximately 30 m tepotinib adminictration
predose blood sampling) to tepotinib [at beast 60 min prior min after tepotinib - Catukimab monitaning administration
ECG (triplicate) ministration to cetuximab adminstration) {for at beast 60 min
administration) after EOI)
= ADA [ooby £10]

ctDNA jonly CID], prior

to premaedication)

= Biochemistry
Coagulation

Abbreviations: ADA = Anfi-drug anti C1D1 = Cycle 1 Day 1; ctDNA = circulating tumor DMA; DMNA = Deoxyribonucleic acid; ECG = electrocardiogram;
EOIl = End of infusion; .
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Appendix 5 Response Evaluation Criteria in Solid Tumors (RECIST)
Version 1.1

The text below was obtained from the following reference: Eisenhauer EA, Therasse P, Bogaerts J,
et al. New response evaluation cniteria in sohid tumors: revised RECIST gmdeline (Version 1.1).
Eur J Cancer. 2009:45:228-47.

Definitions

Response and progression will be evaluated in this study using the international criteria proposed
by the RECIST Commuttee (Version 1.1). Changes in only the largest diameter (umdimensional
measurement) of the tumor lesions are used in the RECIST criteria. Note: Lesions are etther
measurable or non-measurable using the critena provided below. The term “evaluable™ in
reference to measurability will not be used because 1t does not provide additional meaning or
accuracy.

Measurable Disease

e Tumor lesions: Must be accurately measured in at least 1 dimension (longest diameter
n the plane of measurement 1s to be recorded) with a mummum size of:

e 10 mm by CT scan (urrespective of scanner type) and MRI (no less than double the shice
thickness and a numimum of 10 mm)

¢ 10 mm caliper measurement by clinical exam (when superficial)
e 20 mm by chest X-ray (if clearly defined and surrounded by aerated lung).

Malignant lymph nodes: To be considered pathologically enlarged and measurable, a lymph node
must be = 15 mm 1n short axis when assessed by CT scan (CT scan slice thickness recommended
to be no greater than 5 mm). At Baseline and in follow-up, only the short axis will be measured
and followed

Non-measurable Disease

All other lesions (or sites of disease), including small lesions (longest diameter = 10 to < 15 mm
with conventional techniques or < 10 mm using spiral CT scan), are considered nonmeasurable
disease. Leptomemngeal disease, ascites, pleural or penicardial effusion, inflammatory breast
disease, lymphangitic involvement of skin or lung, abdominal masses/abdominal organomegaly
1dentified by physical examination that 1s not measurable by reproducible imaging techmques are
all non-measurable.

Bone lesions:

e Bone scan, PET scan, or plain films are not considered adequate imaging techniques to
measure bone lesions. However, these techmques can be used to confirm the presence
or disappearance of bone lesions.
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e Lytic bone lesions or muxed lytic-blastic lesions, with identifiable soft tissue
components, that can be evaluated by cross-sectional imaging techmiques such as CT or

MRI can be considered as measurable lesions if the soft tissue component meets the
defimtion of measurability described above.

#» Blastic bone lesions are non-measurable.

Cystic lesions:

* Lesions that meet the critena for radiographically defined simple cysts should not be
considered as malignant lesions (neither measurable nor non-measurable) since they are,
by definition, simple cysts.

e (Cystic lesions thought to represent cystic metastases can be considered as measurable
lesions, 1f they meet the defimtion of measurability described above. However, 1f non-
cystic lesions are present in the same participant, these are preferred for selection as
target lesions.

Lesions with prior local treatment:

e Tumor lesions situated m a previously irradiated area, or in an area subjected to other
local regional therapy, are usually not considered measurable unless there has been
demonstrated progression in the lesion. Study protocols should detail the conditions
under which such lesions would be considered measurable.

Tarpet Lesions

All measurable lesions up to a maximum of 2 lesions per organ and 5 lesions in total, should be
identified as target lesions and recorded and measured at Baseline. Target lesions should be
selected on the basis of their size (lesions with the longest diameter), be representative of all
mvolved organs, but in addition should be those that lend themselves to reproducible repeated
measurements.

Lymph nodes merit special mention since they are normal anatommcal structures which may be
visible by imaging even if not mvolved by tumor. Pathological nodes which are defined as
measurable and may be identified as target lesions must meet the criterion of a short axis of
= 15 mm by CT scan. Only the short axis of these nodes will contribute to the Baseline sum. The
short axis of the node 1s the diameter normally used by radiologists to judge if a node 1s mvolved
by solid tumor. Nodal size 1s normally reported as 2 dimensions n the plane in which the image 1s
obtaimed (for CT scan this 1s almost always the axial plane; for MRI the plane of acquisition may
be axial, sagittal, or coronal). The smaller of these measures is the short axis. For example, an
abdominal node which 1s reported as being 20 mm x 30 mm has a short axis of 20 mm and qualifies
as a mahgnant, measurable node. In this example, 20 mm should be recorded as the node
measurement. All other pathological nodes (those with short axis = 10 mm but < 15 mm) should
be considered non-target lesions. Nodes that have a short axis < 10 mm are considered non-
pathological and should not be recorded or followed.

A sum of the diameters (longest for non-nodal lesions, short axis for nodal lesions) for all target
lesions will be calculated and reported as the Baseline sum diameters. If lymph nodes are to be
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included 1n the sum, then as noted above, only the short axis 15 added into the sum. The Baselmne
sum diameters will be used as reference to further characterize any objective tumor regression in
the measurable dimension of the disease.

Non-target Lesions

All other lesions (or sites of disease) mcluding pathological lymph nodes should be identified as
non-target lesions and should also be recorded at Baseline. Measurements are not required, and
these lesions should be followed as “present’, “absent’, or in rare cases “‘unequivocal progression’
(more details to follow). In addition, it 1s possible to record multiple non-target lesions involving
the same organ as a single item on the case record form (e.g, ‘multiple enlarged pelvic lymph
nodes’ or ‘multiple liver metastases™).

GUIDELINES FOR EVALUATION OF MEASURABLE DISEASE

All measurements should be recorded in metric notation, using calipers if climeally assessed. All
Baseline evaluations should be performed as close as possible to the freatment start and never more
than 4 weeks before the beginming of the treatment.

The same method of assessment and the same techmque should be used to charactenize each
1dentified and reported lesion at Baseline and during follow-up. Imaging based evaluation should
always be done rather than clinical exanunation unless the lesion(s) being followed cannot be
mmaged but are assessable by climcal exanunation.

No photographs, no skin lesion measurement by calipers and no measurements on chest X-ray will
be done 1n this study.

Computed tomography, MRI: CT 1s the best currently available and reproducible method to
measure lesions selected for response assessment. This pmdeline has defined measurability of
lesions on CT scan based on the assumption that CT shce thickness 1s 5 mm or less. As 1s described
mn Appendix II of the onginal source article cited above, when CT scans have slice thickness
greater than 5 mm, the mimimum size for a measurable lesion should be twice the shice thickness.
MRI 1s also acceptable in certain situations (e.g_, for body scans).

Ultrasound: Ultrasound 1s not useful m assessment of lesion size and should not be used as a
method of measurement Ultrasound examunations cannot be reproduced in theiwr entirety for
independent review at a later date and, because they are operator dependent, it cannot be
guaranteed that the same techmque and measurements will be taken from 1 assessment to the next.
If new lesions are 1dentified by ultrasound in the course of the study, confirmation by CT or MRI
1s advised. If there 15 concern about radiation exposure at CT, MRI may be used instead of CT in
selected instances.

Endoscopy, laparoscopy: The utilization of these techniques for objective tumor evaluation 1s not
advised. However, they can be useful to confirm complete pathological response when biopsies
are obtamned or to determune relapse in studies where recurrence following CR or surgical resection

1s an endpoint.
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Tumor markers: Tumor markers alone cannot be used to assess objective tumor response. If
markers are mitially above the upper normal linut; however, they must normahze for a participant
to be considered m CR. Because tumor markers are disease specific, instructions for their
measurement should be incorporated into protocols on a disease specific basis. Specific gpuidelines
for both CA-125 response (1n recurrent ovarian cancer) and prostate-specific antigen response (in
recurrent prostate cancer), have been published. In addition, the Gynecologic Cancer Intergroup
has developed CA-125 progression criteria which are to be integrated with objective tumor
assessment for use in 1%*-line studies in ovarian cancer.

Cytology, histology: These techmiques can be used to differentiate between PR and CR 1n rare
cases 1f required by protocol (e.g., residual lesions m tumor types such as germ cell tumors, where
known residual bemign tumors can remain). When effusions are known to be a potential AE of
treatment (e.g., with certain taxane compounds or angiogenesis mmhibitors), the cytological
confirmation of the neoplastic origin of any effusion that appears or worsens during treatment can
be considered if the measurable tumor has met criteria for response or (SD 1n order to differentiate
between response (or SD) and PD.

RESPONSE CRITERIA

Evaluation of Target Lesions

Complete response: Disappearance of all target lesions. Any pathological lymph nodes (whether
target or non-target) must have reduction in short axis to < 10 mm.

Partial response: At least a 30% decrease mn the sum of diameters of target lesions, taking as
reference the Baseline sum diameters.

Progressive disease: At least a 20% increase in the sum of diameters of target lesions, taking as
reference the smallest sum on study (this includes the Baseline sum if that 1s the smallest on study).
In addition to the relative increase of 20%, the sum must also demonstrate an absolute increase of
at least 5 mm_ (Note: the appearance of 1 or more new lesions 1s also considered progression).

Stable disease: Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify for
PD, taking as reference the smallest sum diameters while on study.

Lymph nodes. Lymph nodes 1dentified as target lesions should always have the actual short axis
measurement recorded (measured in the same anatomucal plane as the Baseline exanunation), even
if the nodes regress to below 10 mm on study. This means that when lymph nodes are included as
target lesions, the “sum’ of lesions may not be zero even if CR cniteria are met, since a normal
lymph node 1s defined as having a short axis of < 10 mm_ Electronic case report forms eCRFs or
other data collection methods may therefore be designed to have target nodal lesions recorded in
a separate section where, i order to qualify for CR, each node must achieve a short axis < 10 mm.
For PR, SD, and PD, the actual short axis measurement of the nodes 1s to be mcluded in the sum
of target lesions.

Target lesions that become ‘foo small to measure’. While on study, all lesions (nodal and non-
nodal) recorded at Baseline should have their actual measurements recorded at each subsequent
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evaluation, even when very small (e_g_, 2 mm). However, sometimes lesions or lymph nodes which
are recorded as target lesions at Baseline become so faint on CT scan that the radiologist may not
feel comfortable assigning an exact measure and may report them as being ‘too small to measure’.
When this occurs it 1s important that a value be recorded on the eCRF. If 1t 1s the opinion of the
radiologist that the lesion has likely disappeared, the measurement should be recorded as 0 mm. If
the lesion 1s believed to be present and is faintly seen but too small to measure, a default value of
5 mm should be assigned. (Note: It 1s less likely that this rule will be used for lymph nodes since
they usually have a definable size when normal and are frequently surrounded by fat, such as in
the retroperitoneum; however, if a lymph node 1s believed to be present and 1s faintly seen but too
small to measure, a default value of 5 mm should be assigned in this circumstance as well). This
default value 1s derived from the 5 mm CT slice thickness (but should not be changed with varying
CT shice thickness). The measurement of these lesions 1s potentially non-reproducible; therefore,
providing thus default value will prevent false responses or progressions based upon measurement
error. To reiterate, however, if the radiologist 1s able to provide an actual measure, that should be
recorded, even if it is below 5 mm.

Lesions that split or coalesce on freatment. When non-nodal lesions ‘fragment’, the longest
diameters of the fragpmented portions should be added together to calculate the target lesion sum.
Sinularly, as lesions coalesce, a plane between them may be maintained that would aid in obtaiming
maximal diameter measurements of each individual lesion. If the lesions have truly coalesced such
that they are no longer separable, the vector of the longest diameter in this instance should be the
maximal longest diameter for the ‘coalesced lesion’.

Evaluation of Non-target Lesions

While some non-target lesions may actually be measurable, they need not be measured and instead
should be assessed only qualitatively at the time points specified in the protocol.

Complete response: Disappearance of all non-target lesions and normalization of tumor marker
level. All Ilymph nodes must be non-pathological n size (< 10 mm short axis).

Non-Complete response/Non-Progressive disease: Persistence of 1 or more non-target lesion(s)
and/or maintenance of tumor marker level above the normal linuts.

Progressive disease: Unequivocal progression (see comments below) of existing non-target
lesions. (Note: the appearance of 1 or more new lesions 15 also considered progression).

When the participant also has measurable disease. In this settng, to achieve ‘unequivocal
progression’ on the basis of the non-target disease, there must be an overall level of substantial
worsening in non-target disease such that, even m the presence of SD or PR in target disease, the
overall tumor burden has increased sufficiently to ment discontinuation of therapy. A modest
‘mcrease’ mn the size of 1 or more non-target lesions 1s usually not sufficient to quality for
unequivocal progression status. The designation of overall progression solely on the basis of
change in non-target disease in the face of SD or PR of target disease will therefore be extremely
rare.
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When the participant has only non-measurable disease. This circumstance arises in some Phase
1T studies when 1t 1s not a criterion of study entry to have measurable disease. The same general
concept applies here as noted above; however, in this instance there 1s no measurable disease
assessment to factor into the interpretation of an increase in non-measurable disease burden.
Because worsenung in non-target disease cannot be easily quantified (by defimition: if all lesions
are truly non-measurable), a useful test that can be applied when assessing participants for
unequivocal progression 1s to consider if the mmcrease in overall disease burden based on the change
in non-measurable disease 1s comparable in magmitude to the increase that would be required to
declare PD for measurable disease: 1.e, an increase in fumor burden representing an additional
73% increase i ‘volume’ (which 1s equivalent to a 20% increase diameter in a measurable lesion).
Examples include an increase in a pleural effusion from ‘trace’ to ‘large’, an increase in
lymphangitic disease from localized to widespread, or may be described 1n protocols as ‘sufficient
to require a change in therapy’. If ‘unequivocal progression’ 1s seen, the participant should be
considered to have had overall PD at that pomnt. While 1t would be 1deal to have objective criteria
to apply to non-measurable disease, the very nature of that disease makes 1t impossible to do so;
therefore, the increase must be substantial

New Lesions

The appearance of new malignant lesions denotes disease progression; therefore, some comments
on detection of new lesions are important. There are no specific critena for the identification of
new radiographic lesions; however, the finding of a new lesion should be unequivocal: 1. e, not
attributable to differences in scanning technique, change n 1imaging modality, or findings thought
to represent something other than tumor (e.g_, some ‘new’ bone lesions may be simply healing or
flare of pre-existing lesions). This 1s particularly important when the participant’s Baseline lesions
show PR or CR. For example, necrosis of a liver lesion may be reported on a CT scan report as a
‘new” cystic lesion, which it 1s not.

A lesion 1dentified on a follow-up study in an anatomical location that was not scanned at Baseline
1s considered a new lesion and will indicate PD. An example of this 1s the participant who has
visceral disease at Baseline and while on study has a brain CT or MRI ordered which reveals
metastases. The participant’s brain metastases are considered to be evidence of PD even if he/she
did not have brain imaging at Baseline.

If a new lesion 1s equivocal, e g, because of its small size, continued therapy and follow-up
evaluation will clarify if it represents truly new disease. If repeat scans confirm there 1s definitely
a new lesion, then progression should be declared using the date of the imtial scan

While fludeoxyglucose positron emission tomography (FDG-PET) response assessments need
additional studies, i1t 15 sometimes reasonable to incorporate the use of FDG-PET scanming to
complement CT scanning in assessment of progression (particularly possible ‘new” disease). New
lesions on the basis of FDG-PET imaging can be identified according to the following algorithm:
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1. Negative FDG-PET at Baselme, with a positive FDG-PET at follow-up 1s a sign of PD based
on a new lesion.

2. No FDG-PET at Baseline and a positive FDG-PET at follow-up: If the positive FDG-PET at
follow-up corresponds to a new site of disease confirmed by CT, this 1s PD. If the positive
FDG-PET at follow-up 1s not confirmed as a new site of disease on CT, additional follow-up
CT scans are needed to deternune 1f there is truly progression occurring at that site (1f so, the
date of PD will be the date of the im1tial abnormal FDG-PET scan). If the positive FDG-PET at
follow-up corresponds to a pre-existing site of disease on CT that 1s not progressing on the basis
of the anatomic images, this 1s not PD_

Ewvaluation of Best Overall Response

The best overall response (BOR) 1s the best response recorded from the start of the study
intervention until the end of treatment taking into account any requirement for confirmation.

On occasion, a response may not be documented until after the end of therapy, so protocols should
be clear if post treatment assessments are to be considered in determination of BOR. Protocols
must specify how any new therapy introduced before progression will affect best response
designation. The participant’s BOR assignment will depend on the findings of both target and non-
target disease and will also take into consideration the appearance of new lesions. Furthermore,
depending on the nature of the study and the protocol requirements, it may also require
confirmatory measurement. Specifically, in non-randomized studies where response 1s the primary
endpoint, confirmation of PR. or CR 1s needed to deem either 1 the ‘BOR".

The BOR 1s determined once all the data for the participant 1s known. Best response determination
mn studies where confirmation of CR or PR IS NOT required: Best response in these studies 1s
defined as the best response across all time points (for example, a participant who has SD at first
assessment, PR at second assessment, and PD on last assessment has a BOR of PR). When SD 1s
believed to be best response, 1t must also meet the protocol-specified minimum time from Baseline.
If the nunimum time 1s not met when SD 15 otherwise the best time point response, the participant’s
best response depends on the subsequent assessments. For example, a participant who has SD at
first assessment, PD at second and does not meet minimum duration for SD, will have a best
response of PD. The same participant lost to follow-up after the first SD assessment would be
considered inevaluable.
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Target Lesions Non-target Lesions New Lesions Overall Response

CRa CR No CR

CR Non-CR/non-PD No PR

CR Not Evaluated No PR

PR Non-PD or not all No PR
evaluated

sD Non-PD or not all MNo sD
evaluated

Mot all evaluated Mon-PD MNo NE

FD Any Yes or No FD

Any FD Yes or No FD

Any Any Yes FD

2 CR: complete response; NE: Not evaluable; PD: progressive disease; PR: partial response; SD: stable disease;.
See text for more details.

Note:

When nodal disease 1s included in the sum of target lesions and the nodes decrease to ‘normal’
size (< 10 mm), they may still have a measurement reported on scans. This measurement should
be recorded even though the nodes are normal in order not to overstate progression should 1t be
based on increase in size of the nodes. As noted earlier, this means that participants with CR. may
not have a total sum of ‘zero’ on the eCRF.

In studies where confirmation of response 1s required, repeated “NE’ time point assessments may
complicate best response determunation. The analysis plan for the study must address how missing
data/assessments will be addressed in determination of response and progression. For example, in
most studies, 1t 1s reasonable to consider a participant with time point responses of PR-NE-PR as
a confirmed response.

Participants with a global deterioration of health status requiring discontinuation of treatment
without objective evidence of PD at that time should be reported as ‘symptomatic deterioration’.
Every effort should be made to document objective progression even after discontinuation of
treatment. Symptomatic deterioration 1s not a descriptor of an objective response; it 1s a reason for

stopping study therapy.

Conditions that define “early progression, early death, and inevaluability” are study-specific and
should be clearly described mn each protocol (depending on treatment duration, and treatment
periodicity).
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In some circumstances 1t may be difficult to distinguish residual disease from normal tissue. When
the evaluation of CR. depends upon this determunation, it 1s recommended that the residual lesion
be investigated (fine needle aspirate/biopsy) before assignming a status of CR. The use of FDG-PET
may be used to upgrade a response to a CR.1n a manner similar to a biopsy in cases where a residual
radiographic abnormality 1s thought to represent fibrosis or scarring. The use of FDG-PET in this
circumstance should be prospectively described in the protocol and supported by disease specific
medical literature for the indication. However, 1t must be acknowledged that both approaches may
lead to false positive CR. due to linitations of FDG-PET and biopsy resolution/sensitivity.

For equivocal findings of progression (e.g., very small and uncertain new lesions; cystic changes
or necrosis in existing lesions), treatment may continue until the next scheduled assessment. If at
the next scheduled assessment, progression 1s confirmed, the date of progression should be the
earlier date when progression was suspected.

CONFIRMATORY MEASUREMENT/DURATION OF RESPONSE
Confirmation

In non-randonuzed studies where response 1s the primary endpoint, confirmation of PR and CR 1s
required to ensure the responses identified are not the result of measurement error. This will also
pernut appropriate interpretation of results in the context of historical data where response has
traditionally required confirmation in such studies. However, in all other circumstances, 1.e, in
randomized studies (Phase IT or ITI) or studies where SD or progression are the pnmary endpoints,
confirmation of response 1s not required since 1t will not add value to the interpretation of the study
results. However, elimination of the requirement for response confirmation may increase the
importance of central review to protect against bias, m particular in studies which are not blinded.

In the case of SD, measurements must have met the SD criteria at least once after study entry at a
mimmum mterval (in general not less than 6 to 8 weeks) that 15 defined in the study protocol.

Duration of Overall Response

The duration of overall response 1s measured from the time measurement criteria are first met for
CR/PR (whichever 1s first recorded) until the first date that recurrent or PD 1s objectively
documented (taking as reference for PD the smallest measurements recorded on study).

The duration of overall CR. 1s measured from the time measurement criteria are first met for CR
until the first date that recurrent disease 1s objectively documented.
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Duration of Stable Disease

Stable disease 15 measured from the start of the treatment (in randommzed studies, from date of
randonuzation) until the critenia for progression are met, taking as reference the smallest sum on
study (1f the Baseline sum 1s the smallest, this 1s the reference for calculation of PD).

The climcal relevance of the duration of SD varies in different studies and diseases. If the
proportion of participants achieving SD for a mimmum period of time 1s an endpoint of importance
mn a particular study, the protocol should specify the mumimal time interval required between 2
measurements for determunation of SD.

Note: The duration of response and SD as well as the progression-free survival are influenced by
the frequency of follow-up after Baseline evaluation. It 1s not in the scope of this pmdeline to
define a standard follow-up frequency. The frequency should take into account many parameters
mncluding disease types and stages, treatment periodicity, and standard practice. However, these
limitations of the precision of the measured endpoint should be taken into account if comparisons
between studies are to be made.
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Appendix 6 Clinical Laboratory Tests
Laboratory Parameters
Assessments
Hematology Platelet count Mean corpuscular White Blood Cell
volume (MCV) Count with
Hemoglobin Mean corpuscular Differential:
i « Neutrophil
Hematocrit hemoglobin (MCH) eutropnils
« |Lymphocytes
« Monocytes
« Eosinophils
« Basophils
Coagulation Prothrombin time Activated partial Intemational
thromboplastin time normalized ratio
Biochemistry Blood Urea Nitrogen Potassium Aspartate Total bilirubin
aminotransferase
Urea? Creatinine Sodium Alanine
aminotransferase
Glucose Calcium Alkaline phosphatase Protein
Total amylase Lipase Gamma-glutamyl Alburmin
transpeptidase
Magnesium Serum cystatin C (for Phosphorus

sites where the test is
available)

Details of liver chemistry stopping criteria and required actions and follow-up assessments after liver stopping or
monitoring event are given in Section 7.1.

Routine « Specific gravity, physical appearance, color
Urinalysis + pH, glucose, protein, blood, ketones, bilirubin, urobilinogen, nitrite, leukocyte esterase by
dipstick
* Microscopic examination (if blood or protein is abnormal)
Other +* Follicle-stimulating hormone (FSH) and estradiol (as needed if not a woman of child bearing
Screening potential only)
Tests

= Serum or highly sensitive urine human chorionic gonadotropin (hCG) pregnancy test (as
needed for a woman of child bearing potential).

« Serology (HIV antibody, hepatitis B surface antigen [HBsAg], and hepatitis C virus antibody)

= All of the safety labs will be performed locally

a Urea can be calculated using blood urea nitrogen (BUN), as follows:

If BUN is expressed in mmol/L then urea=BUN (factor = 1 for conversions in mmaol (1 mole N2 = 2 moles N per mole
of urea) then urea [mmol/L] = BUN [mmol/L])
If BUN is expressed in mgfdL it needs to be converted according to the following formula: urea [mg/dL] = BUN
[mgfdL] = 2.1428. (conversion factor derived by: MW of urea = 60, MW of urea nitrogen = 14 = 2 == 60/28 = 2.1428)
If BUN is expressed in mmol/L and needs to be converted to urea mg/dL, the following formula must be used: urea
(mg/dL) = BUN {mmaol/lL) = 0.357.
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Appendix 7 Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

AE Definition

AFE Definition

e An AE i1s any untoward medical occurrence mn a patient or climcal study participant,
temporally associated with the use of study intervention, whether considered related to the
study intervention or not.

e An AE can therefore be any unfavorable and umntended sign (including an abnormal
laboratory finding), symptom, or disease (new or exacerbated) temporally associated with the
use of study mtervention. For surgical or diagnostic procedures, the condition/illness leading
to such a procedure is considered as the AE rather than the procedure itself.

Events Meeting the AE Definifion

¢ Any abnormal laboratory test results (hematology, clinical chemistry, or urinalysis) or other
safety assessments (e g, ECG, radiological scans, vital signs measurements), including those
that worsen from Baseline, considered climically sigmificant in the medical and scientific
judgment of the Investigator (1.e., not related to progression of underlying disease).

e Exacerbation of a chronic or intermittent pre-existing condition including either an increase
n frequency and/or mtensity of the condition.

e New conditions detected or diagnosed after study intervention admimstration even though it
may have been present before the start of the study.

e Sipgns, symptoms, or the chinical sequelae of a suspected drug-drug interaction.

e Sipgns, symptoms, or the clinical sequelae of a suspected overdose of either study intervention
or a concomitant medication.

e Lack of efficacy” or “failure of expected pharmacological action™ per se will not be reported
as an AE or a SAE. However, the signs, symptoms, and/or clinical sequelae resulting from
lack of efficacy will be reported as an AE or a SAE if they fulfil the definition of an AE or
SAE.

Events NOT Meeting the AE Definition

e Unless judged by the Investigator to be more severe than expected for the participant’s
condition, any chmeally significant abnormal laboratory findings, other abnormal safety
assessments that are associated with the underlying disease, the disease/disorder being
studied, or expected progression, signs, or symptoms of the disease/disorder being studied.

e Medical or surgical procedure (e.g_, endoscopy, appendectomy): the condition that leads to
the procedure 1s the AE.

s Situations in which an untoward medical occurrence did not occur (social and/or convenience
adnmussion to a hospital).

e Anticipated day-to-day fluctuations of pre-exusting disease(s) or condition(s) present or
detected at the start of the study that do not worsen.
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AE/SAEs Observed in Association with Disease Progression

Progression of the disease/disorder being studied assessed by measurement of lesions on
radiographs or other methods as well as associated climical signs or symptoms (including
laboratory abnormalities) will not be reported as AEs/SAEs, unless the participant’s general
condition 1s more severe than expected for the his/her condition and/or if the mmvestigator considers
that there 1s a reasonable possibility that the event was related to study intervention.
Other Adverse Events to be Reported Using a Specialized Procedure or Form

e Overdoses (see Section 8.4) as described under “Reporting of SAEs™ below.

* Pregnancies (see Section 8.3.5) as described under “Reporting of Pregnancies™ below.

e DLTs (see Section 6.6.3) as described under “Reporting of DLTs” below.

e AESIs (see Section 8.3.7) as described under “Reporting of “AESIs” below.

SAE Definition

If an event 15 not an AE per the defimition above, then 1t cannot be an SAE even if serious conditions
are met (e.g., hospitalization for signs/symptoms of the disease under study, death due to
progression of disease).

A SAE is defined as any untoward medical occurrence that, at any dose:

a. Results in death

b.  Is life-threatening

The term 'life-threatening’ in the definition of 'serious' refers to an event in which the participant
was at r1sk of death at the time of the event. It does not refer to an event, which hypothetically
might have caused death, if 1t were more severe.

¢.  Requires inpatient hospitalization or prolongation of existing hospitalization

e In general hospitalization signifies that the participant has been detamed (usually
mvolving at least an overnight stay) at the hospital or emergency ward for observation
and/or treatment that would not have been appropnate in the physician’s office or
outpatient setting. Complications that occur durmg hospitalization are AEs. If a
complication prolongs hospitalization or fulfills any other serious critenia, the event 1s
serious. When 1 doubt as to whether “hospitalization” occurred or was necessary, the
AE will be considered serious.

* Hospitalization for elective treatment of a pre-existing condition that did not worsen
from Baseline 1s not considered an AE.

* However, all events leading to unplanned hospitalizations or unplanned prolongation
of an elective hospitalization (1.e., undesirable effects of any admimistered treatment)
must be documented and reported as SAEs.
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A SAE is defined as any untoward medical occurrence that, at any dose:

d. Results in persistent disability/incapacity

The term disability means a substantial disruption of a person’s ability to conduct normal hife
functions.

This definition 1s not intended to include experiences of relatively minor medical sigmificance
such as uncomplicated headache, nausea, vomiting, diarrhea, influenza, and accidental trauma
(e.g., spramed ankle) which may interfere with or prevent everyday life functions but do not
constitute a substantial disruption.

e. Is acongenital anomaly/birth defect

f Other situations:

e Medical or scientific judgment will be exercised in deciding whether SAE reporting is
appropriate in other situations, such as important medical events that may not be immediately
life-threatening or result in death or hospitalization but may jeopardize the participant or may
require medical or surgical mtervention to prevent one of the other outcomes listed in the
above definifion. These events are usually considered as serious.

* Examples of such events mclude mvasive or malignant cancers, intensive treatment
m an emergency room or at home for allergic bronchospasm, blood dyscrasias or
convulsions that do not result in hospitalization, or development of drug dependency
or drug abuse.

Recording and Follow-Up of AE and/or SAE

AE and SAE Recording

e When an AE/SAE occurs, 1t 15 the responsibility of the Investigator to review all
documentation (e.g., hospital progress notes, laboratory reports, and diagnostics
reports) related to the event.

e The Investigator will then record all relevant AE/SAE information in the eCRF.

* Asneeded, the Sponsor or its designee may ask for copies of certain medical records
(eg., autopsy reports, supplemental lab reports, documents on medical
listory/concomitant medications, discharge letters), as supporting source
documentation. All participant identifiers, except the participant number, will be
redacted on these copies before submuission to the Sponsor or its designee.

e The Investigator will attempt to establish a diagnosis of the event based on signs,
symptoms, and/or other clinical information. Whenever possible, the diagnosis (not
the mndividual signs/symptoms) will be documented as the AE/SAE.

e Ifan AE constitutes a DLT this 1s documented accordingly.

s Specific puidance is in the eCRF Completion and Monitoring Conventions.
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Assessment of Intensity

Investigators will reference the National Cancer Institute - Common Terminology Criteria for
AFEs (CTCAE), Version 5.0 (publication date: 27 Nov 2017), a descriptive terminology that can
be used for AE reporting.

A general grading (seventy/intensity; hereafter referred to as seventy) scale 1s provided at the
beginning of the above referenced document, and specific event grades are also provided.

If the sevenity for an AE 1s not specifically graded by NCI-CTCAE, the Investigator 1s to use
the general NCI-CTCAE definmitions of Grade 1 through Grade 5, using lus or her best medical
Judgment.
The 5 general grades are:

* Grade 1 or Mild

* Grade 2 or Moderate

* Grade 3 or Severe

e Grade 4 or Life-threatening

¢ Grade 5 or Death

Any climical AE with severity of Grade 4 or 5 must also be reported as an SAE. However, a
laboratory abnormality of Grade 4, such as anemma or neutropenia, 1s considered serious only if
the condition meets one of the serious criteria specified below.

If death occurs, the primary cause of death or event leading to death will be recorded and
reported as an SAE. “Fatal” will be recorded as the outcome of this specific event and death wall
not be recorded as separate event. Only, if no cause of death can be reported (e_g., sudden death,
unexplamed death), the death per se might then be reported as an SAE.

Assessment of Causality

e The Investigator will assess the relationship between study intervention and each
AE/SAE occurrence:

e Unrelated: Not reasonably related to the study intervention. AE could not
medically (pharmacologically/clinically) be attnbuted to the study mtervention. A
reasonable alternative explanation will be available.

¢ Related: Reasonably related to the study intervention. AE could medically
(pharmacologically/clinically) be attributed to the study intervention.

e A “reasonable possibility” of a relationship conveys that there are facts, evidence,
and/or arguments to suggest a causal relationship, rather than a relationship cannot be
ruled out.

¢ The Investigator will use chnical judgment to determune the relationship.
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Assessment of Causality

Alternative causes, such as underlying disease(s), concomutant therapy, and other nisk
factors, as well as the temporal relationship of the event to study intervention
adnuinistration will be considered and investigated.

The Investigator will also consult the Investigator Brochure (IB) and/or Product
Information, for marketed products, in his/her assessment.

For each AE/SAE, the Investigator will document in the medical notes that he/she has
reviewed the AE/SAE and assessed causality.

There may be situations when an SAE has occurred, and the Investigator has nunimal
mformation to mnclude in the mitial report to the Sponsor or its designee. To meet the
reporting timeline, the causality assessment 1s not required for the mitial report.

The Investigator may change his/her causality assessment after considening follow-up
mformation and send a SAE follow-up report with the updated causality assessment.

The causality assessment 1s one of the critenia used when determuning regulatory
reporting requirements.

Follow-up of AEs and SAEs

The Investigator will perform or arrange for the conduct of supplemental
measurements and/or evaluations, as medically indicated or as requested by the
Sponsor or its designee to elucidate the nature and/or causality of the AE or SAE, as
fully as possible. This may include additional laboratory tests or investigations,
histopathological exanminations, or consultation with other health care professionals.

If a participant dies during participation in the study or during a recogmized follow-up
period, the Investigator will provide the Sponsor or 1ts designee with a copy of any
post-mortem findings including histopathology.

New or updated information will be recorded in the originally completed eCRF.

The Investigator will submut any updated SAE data to the Sponsor or its designee
within 24 hours of receipt of the information.
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Reporting of SAEs

SAE Reporting by an Electronic Data Collection Tool

1

The primary mechanism for reporting an SAE to the Sponsor or its designee will be the
electronic data collection tool.

If the electromic system 1s unavailable, then the site will use the paper SAE data
collection tool, specified below, to report the event within 24 hours.

The site will enter the SAE data into the electronic system as soon as it becomes
available.

After the study 1s completed at a site, the electronic data collection tool will be taken off-
line to prevent the entry of new data or changes to existing data.

If a site recerves a report of a new SAE from a study participant or recerves updated data
on a previously reported SAE after the electronic data collection tool has been taken off-
line, then the site can report this information on a paper SAE form or to the Sponsor’s
safety department.

By exception, an SAE (or follow-up information) may be reported by telephone. The site
will complete the electronic SAE data entry immediately thereafier.

SAE Reporting by a Paper Form

1

SAE reporting on a paper report form 1s used as a back-up method for an electromic data
capture system failure. The form includes completion instructions for the Investigator,
names, addresses, and telephone and fax numbers. All information from the paper form
will be transcribed into the electromic form as soon as the system becomes available.

Facsimule transmmission (fax to mail) of the paper form or any follow-up information 1s
the preferred method for transmission and will be done within 24 hours to the Sponsor
or its designee.

In rare circumstances and in the absence of facsinule equipment, notification by
telephone 1s acceptable with a copy of the form sent by overnight mail or courer service.

Imitial notification via telephone does not replace the need for the Investigator to
complete and sign the form within 24 hours after becoming aware of the event.

Additional documents (e_g. laboratory reports, autopsy report, hospital discharge letter)
and relevant pages from the eCRF may be required mn addition (e g. medical history,
conconutant medication). The data provided will be consistent with the information 1n
the eCRF.
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Recording and Reporting of DLTs

1

Each event that meets the DLT criteria, as specified in Section 6.6.3, will be recorded in
the eCRF within 24 hours after awareness of the event.

Serious DLTs will be reported in an expedited manner, using the SAE reporting process,
as specified above.

Notification of each DLT related event (non-serious and serious) will be reported to the
Sponsor or its designee within 24 hours from the date of awareness.

Reporting of AESIs

1

For a non-serious AESI, the site will complete the specific AESI report form and notify
the Sponsor immediately (within 24 hours), using the same process for reporting SAEs,
as specified above.

For a serious AESI, the site will complete an SAE report form, using the SAE reporting
process, specified above.

Reporting of Pregnancies

1

Pregnancy will be reported whether related to the study intervention usmg the applicable
paper form.

The applicable form will be used to report if an abnormal outcome of the pregnancy
occurs and the child/fetus sustains an event.

Facsimule transmmssion (fax to mail) of the paper form or any follow-up information 1s
the preferred method for transmission and will be done within 24 hours to the Sponsor
or its designee.
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Appendix 8 BOIN Design

In Section 9.4.2.1 the BOIN design by Yuan 2016 1s introduced. The target toxicity for this study
15 30%; the maximum total number of participants for the Safety Run-in 1s 12 (maximum number
of participants for a certamn dose level 1s 6). The respective boundaries are provided m Yuan 2016
(Table 1 in that article and the fipure below) as well as the rules for escalation and de-escalation
(see Table 2 mn that article and the respective table in Section 9.4.2.1 in this protocol) will be used.
Yuan 2016 also performed simulations to mnvestigate the operation charactenistic of the BOIN
design in comparison to other designs for certain situations (see Figure 3 in that article).

Flowchart of the BOIN design
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Appendix 9 Protocol Amendment History
The information for the current amendment 1s on the title page.

Protocol Amendment Summary of Changes

Protocol History
Version Number Type Version Date
1.0 Original Protocol 2T-Apr-2020
1.1-USA Country-specific Amendment 30-Jul-2020
1.2-FRA Country-specific Amendment 06-0Oct-2020
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Country-specific Amendment Version 1.2-FRA to Protocol Version 1:
Protocol Version [1.2 FRA] (06 Octaber 2020)

This amendment 1s substantial based on the criteria in Article 10(a) of Directive 2001/20/EC of
the European Parliament and the Council of the European Union.

Overall Rationale for the Amendment

Changes made to improve the clarity of the study n line with comments raised by IEC/IRBs and
national regulatory authorities.

Section # and Description of Change Brief Rationale
Name

5.1 Inclusion To criterion #2, and clarified that advanced Updated to clarify tumors are unresectable

Criteria tumors are also unresectable. to hetter reflect the requirements of the
patient population.

5.2 Exclusion Added new criterion, #16,"History of ILD or Exclusion of patients with a history of

Criteria interstitial pneumonitis including radiation interstitial lung disease (ILD) or interstitial

pneumonitis that required steroid treatment.” | pneumonitis to better reflect the

requirements of the patient population

6.5.4 Special Wording updated under Eye disorders. Updated to align with the wording from the

Precautions EU Summary of Product Characteristics

6.5.4.1 Cetuximab (SmPC) for cetuximab.

6.5.4 Special Added specific details for edema. Provided detailed guidelines according to

Precautions the severity grade of the toxicity observed,

6.5.4.2 Tepotinib

and the recommended for tepotinib dose
modifications.

6.6 Dose Selection
and Modification

6.6.2 Tepotinib

Added further clarification under the tepotinib
treatment interruption section to include
recommended dose modifications in case of
adverse reactions of clinical interest.

Provided detailed guidelines according to
the severity grade of the toxicity observed,
and the recommended for tepotinib dose
modifications.

6.7 Study
Intervention after
the End of the

Added details on provision of providing study
intervention after the End of the Study.

Updated to specify the terms for the free of
charge provision of study intervention for
participants who benefit at the End of the

Study Study.

7.1 Discontinuation Updated this section to clarify further in event | QTc interval prolongation were added as

of Study of QTcF findings. reasons for discontinuation of study

Intervention intervention. Additionally, the initiation of
close and appropriate ECG monitoring in
hospital according to local standards is
referred to.

Appendix 8 Reference to changes described in this table. | Administrative update.

Country-specific

Requirements

Appendix 9 Refers to changes made to previous local Administrative update.

Protocol country specific amendments.

Amendment History

Appendix 10 Clinical study protocol version updated. Administrative update.
Sponsor Signature
Page

Document No. [ CONFIDENTIAL 110115

Object No. S

INFOEMATION




MSC2156119J, MSBO0010442D

MS202202-0002

cetuximab

Phase II single arm study of tepotinib combined with

Section # and
Name

Description of Change

Brief Rationale

Appendix 11
Coordinating
Investigator
Signature Page

Clinical Study protocol version updated.

Administrative update.

Appendix 12
Principal
Investigator
Signature Page

Clinical study protocol version updated.

Administrative update.

Country-specific Amendment Version 1.1-USA to Protocol Version 1:

Protocol Version [1.1 USA] (30 July 2020)

Overall Rationale for the Amendment

The purpose of this amendment 1s to incorporate FDA request received on 06 July 2020, and on

24 July 2020.
Section # and Description of Change Brief Rationale
Name
1.1 Synopsis Removed “if applicable”™ after Cohort B Update for clarfication on Health authority
1.2 Schema Removed “and might be initiated at a later feedback.

time point” after Cohort B will include US
participants only

2 Introduction

Added text “The proposed administered
dose of 500 mg tepotinib corresponds fo
500 mg tepotinib hydrochloride hydrate and
is equivalent to 450 mg tepotinib (free base
form) throughout the document. The 250
mq tepotinib comesponds to 250 mg
tepotinib hydrochlonde hydrate and is
equivalent to 225 mg tepotinib (the free
base form).”

Healih authority feedback to revise the
protocol to clarfy the amount of tepotinib free
base administered.

2.1 Study Removed “if Cohort B is initiated” Update for clarification on Health authority
Rationale feedback.
4 1 Overall Removed “if Cohort B is initiated” Update for clarfication on Health authority
Design feedhack.
5.1 Inclusion To criterion #2, added that lefi-sided CRC Health authority feedback to define left sided
Criteria tumors, “from splenic flexure to rectum.” tumors.
Made reference to current Mational
Comprehensive Cancer Network (NCCN)
CRC v4 2020 guidelines
To criterion #7b, added “First-line freatment | Health authority feedback to clarfy that first-
must include a fluoropyrimidine and line treatment must include a fluoropyrimidine
oxaliplatin or irinotecan and second-line and oxaliplatin or irinotecan and second-line
treatment must include a fluoropyrimidine, treatment must include a fluoropyrimidine,
oxaliplatin, or innotecan.” oxaliplatin, or innotecan.
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Description of Change
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Size
Determination

removed “if initiated™ after Cohort B

Name
5.2 Exclusion Addded to criterion #8 as point “g. Healih authority feedback to clarify that we
Criteria Corrected QT interval by Fridericia (QTcF exclude patients with QTc intervals
= 480 ms)” =480 msec.
Added new criterion, #16,"History of ILD or Health authority feedback for exclusion of
interstitial pneumonitis including radiation patients with a history of ILD or interstitial
pneumonitis that required steroid pneumonitis.
treatment.”
6.1 Study Added, “and if local cetuximab label Health authority feedback to acknowledge the
Intervention(s) requires”, a corticosteroid is given prior to difference between USA and outside the USA
Administration the first infusion of cetuximab requirements related to premedication. To
6.5.1 Permitted | Added, “and if local cetuximab label Spel‘:'f? l"“" use of “;;““”“em'ds will be based
Medicines requires”, a corticosteroid is given prior to on local requirements.
the first infusion of cetuximab
6.6.3 Dose Added “Grade 4 vomiting or diarrhea” as Health authority feedback to implement that
Limiting DLT criteria. that DLT criteria will he revised so Grade 4 (life
Toxicity threatening) vomiting or diarrhea are
considered as DLT criteria.
9.2 Sample Removed “if applicable™ after Cohort B, and | Health authority feedback addressed to clarify

that enrollment of Cohort B is now targeted to
initiate immediately in the USA, and not
possibly later as initially implied.

Appendix 2 Under study administrative section, deleted

Study “{sites in North America will only be

Governance included if Cohort B is initiated)”

Appendix 6 Added phosphorus to biochemistry Health authority feedback in the study
Clinical parameters for assessment. monitoring plan to include assessment of
Laboratory phosphorus in the biochemistry panel.
Tests
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Site Number:
I approve the design of the clinical study, am responsible for the conduct of the study at this site
and understand and will conduct it per the clinical study protocol, any approved protocol

amendments, International Council on Harmonisation Good Clinical Practice (Topic E6) and all
applicable Health Authority requirements and national laws.
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Date of Signature

ignature

Name, academic degree:
Function/Title:

Institution:

Address:

Telephone number:
Fax number:
E-mail address:

CONFIDENTIAL
Document No. [ INFORMATION 114/115

Object No. [



MSC2156119J, MSB0010442D Phase II single arm study of tepotinib combined with
MS202202-0002 cetuximab

Appendix 12 Principal Investigator Signature Page

Study Title: A Phase ITI smgle-arm study to investigate tepotimb
combimed with cetwxumab in RAS/BRAF wild-type
left-sided metastatic colorectal cancer (mCRC) patients
having acquired resistance to anti-EGFR antibody
targeting  therapy due to MET amplification
(PERSPECTIVE)

Regulatory Agency Identifying EudraCT: 2020-001776-15
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Clinical Study Protocol Version: 08 Mar 2021/Version 2.0

Site Number:

I am responsible for the conduct of the study at this site and understand and will conduct it per the
clinical study protocol, any approved protocol amendments, International Council on
Harmomisation Good Clinical Practice (Topic E6) and all applicable Health Authonty
requirements and national laws.

I also understand that Health Authorities may requure the Sponsors of clinical studies to obtain and
supply details about ownership interests in the Sponsor or Investigational Medicinal Product and
any other financial ties with the Sponsor. The Sponsor will use any such information solely for
complying with the regulatory requurements. Therefore, I agree to supply the Sponsor with any
necessary mnformation regarding ownership interest and financial ties including those of my spouse
and dependent children, and to provide updates as necessary to meet Health Authonty
requirements.

Signature Date of Signature
Name, academic degree:
Function/Title:
Institution:
Address:
Telephone number:
Fax number:

E-mail address:

CONFIDENTIAL
Document No. i R ATLON 115115

Object No. S



	Title Page
	Table of Contents
	1 Protocol Summary
	1.1 Synopsis
	1.2 Schema
	1.3 Schedule of Activities

	2 Introduction
	2.1 Study Rationale
	2.2 Background
	2.3 Benefit/Risk Assessment

	3 Objectives and Endpoints
	4 Study Design
	4.1 Overall Design
	4.2 Scientific Rationale for Study Design
	4.3 Justification for Dose
	4.4 End of Study Definition

	5 Study Population
	5.1 Inclusion Criteria
	5.2 Exclusion Criteria
	5.3 Lifestyle Considerations
	5.4 Screen Failures

	6 Study Intervention(s)
	6.1 Study Intervention(s) Administration
	6.2 Study Intervention(s) Preparation, Handling, Storage, and Accountability
	6.3 Measures to Minimize Bias: Study Intervention Assignment and Blinding
	6.3.1 Study Intervention Assignment
	6.3.2 Blinding

	6.4 Study Intervention Compliance
	6.5 Concomitant Therapy
	6.5.1 Permitted Medicines
	6.5.2 Prohibited Medicines
	6.5.3 Other Interventions
	6.5.4 Special Precautions
	6.5.4.1 Cetuximab
	6.5.4.2 Tepotinib


	6.6 Dose Selection and Modification
	6.6.1 Cetuximab
	6.6.2 Tepotinib
	6.6.3 Dose Limiting Toxicity

	6.7 Study Intervention after the End of the Study

	7 Discontinuation of Study Intervention and Participant Discontinuation/Withdrawal
	7.1 Discontinuation of Study Intervention
	7.2 Participant Discontinuation/Withdrawal from the Study
	7.3 Lost to Follow-Up

	8 Study Assessments and Procedures
	8.1 Efficacy Assessments and Procedures
	8.1.1 Tumor assessments
	8.1.2 Collection and storage of images

	8.2 Safety Assessments and Procedures
	8.2.1 Physical Examinations
	8.2.2 Vital Signs
	8.2.3 Electrocardiograms
	8.2.4 Clinical Safety Laboratory Assessments

	8.3 Adverse Events and Serious Adverse Events
	8.3.1 Time Period and Frequency for Collecting Adverse Event and Serious Adverse Event Information
	8.3.2 Method of Detecting Adverse Events and Serious Adverse Events
	8.3.3 Follow-up of Adverse Events and Serious Adverse Events
	8.3.4 Regulatory Reporting Requirements for Serious Adverse Events
	8.3.5 Pregnancy
	8.3.6 Disease-Related Events and/or Disease-Related Outcomes Not Qualifying as AEs or SAEs
	8.3.7 Adverse Events of Special Interest

	8.4 Treatment of Overdose
	8.5 Pharmacokinetics
	8.5.1 Tepotinib
	8.5.2 Cetuximab

	8.6 Pharmacodynamics
	8.7 Pharmacogenetics
	8.8 Biomarkers
	8.9 Immunogenicity Assessments
	8.10 Medical Resource Utilization and Health Economics

	9 Statistical Considerations
	9.1 Statistical Hypotheses
	9.2 Sample Size Determination
	9.3 Populations for Analyses
	9.4 Statistical Analyses
	9.4.1 Efficacy Analyses
	9.4.2 Safety Analyses
	9.4.2.1 Safety Run-In Period, DLTs, Stopping Rules, Dose Reduction and Escalation

	9.4.3 Other Analyses
	9.4.4 Sequence of Analyses


	10 References
	11 Appendices
	Appendix 1 Abbreviations
	Appendix 2 Study Governance
	Appendix 3 Contraception
	Appendix 4 Order of Key Activities on Day 1 of Cycles 1 and 2
	Appendix 5 Response Evaluation Criteria in Solid Tumors (RECIST) Version 1.1
	Appendix 6 Clinical Laboratory Tests
	Appendix 7 Adverse Events: Definitions and Procedures for Recording, Evaluating, Follow-up, and Reporting
	Appendix 8 BOIN Design
	Appendix 9 Protocol Amendment History
	Appendix 10 Sponsor Signature Page
	Appendix 11 Coordinating Investigator Signature Page
	Appendix 12 Principal Investigator Signature Page



