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| |
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|
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ERCP Endoscopic retrograde cholangiopancreatography

eSource Electronic Source
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FACT Functional Assessment of Cancer Therapy

FAS Full Analysis Set
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FDA Food and Drug Administration
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MedDRA Medical dictionary for regulatory activities

MET Mesenchymal-to-Epithelial Transition factor

mg milligram(s)

mL milliliter(s)
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MUGA Multiple gated acquisition

NCCN National Comprehensive Cancer Network
N |

NSCLC Non-small-cell lung cancer
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NT Non-target

NT- N-terminal pro-brain natriuretic peptide

proBNP

NTI Narrow Therapeutic Index

OHP Off-site healthcare Professional

OIRR Overall Intracranial Response Rate

ORR Overall Response Rate

oS Overall survival

P-gp P-glycoprotein

PAS Pharmacokinetic Analysis Set

PD Progressive disease

PD-L1 Programmed Death-Ligand 1

PFS Progression free survival

PFS2 Progression-Free Survival after next line of treatment

PK Pharmacokinetic(s)

PLT Platelet

PR Partial Response

PRO Patient Reported Outcomes

PT Prothrombin time

QD Once a day

QLQ Quality of Life Questionnaire

QMS Quality Management System
N

QTcF Fridericia QT correction formula

R Value ALT/ALP x ULN

RANKL Receptor activator of nuclear factor kappa-B ligand

RANO Response assessment in neuro-oncology

RANO-BM | Response Assessment in Neuro-Oncology Brain Metastases

RECIST Response Evaluation Criteria In Solid Tumors

RNA Ribonucleic Acid

ROS1 c-ros oncogene 1

RP2D Recommended phase two dose

SAE Serious Adverse Event

SAP Statistical Analysis Plan

SBP Systolic Blood Pressure

SD Stable Disease

SJS Stevens-Johnson Syndrome

SOCs System Organ Classes

TFQ Trial feedback questionnaires

TKI Tyrosine Kinase Inhibitors

TSH Thyroid Stimulating Hormone

TTE Transthoracic echocardiography

TTIR Time To Intracranial Response

TTR Time To Response
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Ty21a Live-attenuated TY2 strain of S. Typhi
ULN upper limit of normal

USA United States of America

USPI United States Prescribing Information
WoC Withdrawal of Consent
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Glossary of terms

Additional Medicinal products that may be used during the clinical trial as described in the protocol,
treatment but not as an investigational medicinal product (e.g., any background therapy)
Assessment A procedure used to generate data required by the study

Biologic Samples

A biological specimen including, for example, blood (plasma, serum), saliva, tissue, urine,
stool, etc. taken from a study participant

Cohort

A group of individuals who share a common exposure, experience or characteristic, or a
group of individuals followed-up or traced over time

Control drug

A study intervention (active or placebo) used as a comparator to reduce assessment bias,
preserve blinding of investigational drug, assess internal study validity, and/or evaluate
comparative effects of the investigational drug

Cycles

Number and timing or recommended repetitions of therapy are usually expressed as
number of days (e.g., q28 days)

Discontinuation
from study

Point/time when the participant permanently stops receiving the study treatment and
further protocol required assessments or follow-up, for any reason. No specific request is
made to stop the use of their samples or data.

Discontinuation

Point/time when the participant permanently stops receiving the study treatment for any

from study reason (prior to the planned completion of study intervention administration, if any).

treatment Participant agrees to the other protocol required assessments including follow-up. No
specific request is made to stop the use of their samples or data.

Dosage Dose of the study treatment given to the participant in a time unit (e.g., 100 mg once a

day, 75 mg twice a day)

Electronic Data
Capture (EDC)

Electronic data capture (EDC) is the electronic acquisition of clinical study data using data
collection systems, such as Web-based applications, interactive voice response systems
and clinical laboratory interfaces. EDC includes the use of Electronic Case Report Forms
(eCRFs) which are used to capture data transcribed from source data/documents used at
the point of care

End of the clinical
trial

The end of the clinical trial is defined as the last visit of the last participant or at a later
point in time as defined by the protocol

Enroliment Point/time of participant entry into the study at which informed consent must be obtained.
The action of enrolling one or more participants
Estimand As defined in the ICH E9 (R1) addendum, estimand is a precise description of the

treatment effect reflecting the clinical question posed by the trial objective. It summarizes
at a population-level what the outcomes would be in the same participants under different
treatment conditions being compared. Attributes of an estimand include the population,
variable (or endpoint) and treatment of interest, as well as the specification of how the
remaining intercurrent events are addressed and a population-level summary for the
variable

Intercurrent events

Events occurring after treatment initiation that affect either the interpretation or the
existence of the measurements associated with the clinical question of interest

Investigational
drug/ treatment

The drug whose properties are being tested in the study

Medication number

A unique identifier on the label of medication kits

Mis-randomized

Mis-randomized participants are those who were not qualified for randomization and who

participants did not take study treatment, but have been inadvertently randomized into the study or
the participants allocated to an invalid stratification factor
Off-site Describes trial activities that are performed at remote location by an off-site healthcare

professional, such as procedures performed at the participant's home
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Off-site healthcare
Professional (OHP)

A qualified healthcare professional, such as include those used in the study e.g., Nurse,
Phlebotomist, Physician, who performs certain protocol procedures for the participant in
an off-site location such as a participant's home. Add in specific terms used for off-site
health professionals in the protocol only where you are sure this will be the case 100% of
the time, for example if blood samples may be collected by an Off-site Research Nurse
(ORN) or Off-site Phlebotomist use the broader term Off-site Healthcare Professional
(OHP) to cover all situations., e.g., Off-site Research Nurse (ORN): Refer to Off-site
healthcare professional

Other treatment

Treatment that may be needed/allowed during the conduct of the study (i.e., concomitant
or rescue therapy)

Part A sub-division of a study used to evaluate specific objectives or contain different
populations
Participant A trial participant is a patient who has consented to participate in the study. “Participant”

terminology is used in the protocol whereas term "Subject" is used in data collection

Participant number

A unique number assigned to each participant upon signing the informed consent. This
number is the definitive, unique identifier for the participant and should be used to identify
the participant throughout the study for all data collected, sample labels, etc.

Patient-Reported
Outcome (PRO)

A measurement based on a report that comes directly from the participant about the status
of a participant’s health condition without amendment or interpretation of the participant’s
report by a clinician or anyone else

Period

The subdivisions of the trial design (e.g., Screening, Treatment, Follow-up) which are
described in the Protocol. Periods define the study phases and will be used in clinical trial
database setup and eventually in analysis

Personal data

Participant information collected by the Investigator that is coded and transferred to
Novartis for the purpose of the clinical trial. This data includes participant identifier
information, study information and biological samples

Randomization

The process of assigning trial participants to investigational drug or control/comparator
drug using an element of chance to determine the assignments in order to reduce bias

Randomization
number

A unique identifier assigned to each randomized participant

Re-screening

If a participant fails the initial screening and is considered as a Screen Failure, he/she can
be invited once for a new Screening visit after medical judgment and as specified in the
protocol

Remote

Describes any trial activities performed at a location that is not the investigative site where
the investigator will conduct the trial, but is for example a home or another appropriate
location

Screen Failure

A participant who did not meet one or more criteria that were required for participation in
the study

Source
Data/Document

Source data refers to the initial record, document, or primary location from where data
comes. The data source can be a database, a dataset, a spreadsheet or even hard-coded
data, such as paper or eSource

Stage in cancer

The extent of a cancer in the body. Staging is usually based on the size of the tumor,
whether lymph nodes contain cancer, and whether the cancer has spread from the original
site to other parts of the body

Start of the clinical
trial

The start of the clinical trial is defined as the signature of the informed consent by the first
participant

arm/group

Study device Study device is a medical device (marketed or investigational) that is used in a
circumstance that makes it part of the investigation

Study treatment Any drug or combination of drugs or intervention administered to the study participants as
part of the required study procedures; includes investigational drug(s), control(s) or
background therapy

Treatment A treatment arm/group defines the dose and regimen or the combination, and may consist

of 1 or more cohorts
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Variable (or The variable (or endpoint) to be obtained for each participant that is required to address
endpoint) the clinical question. The specification of the variable might include whether the

participant experiences an intercurrent event

Withdrawal of study | Withdrawal of consent from the study occurs when the participant explicitly requests to
consent stop use of their data and/or biological samples AND no longer wishes to receive study
treatment, AND does not agree to further protocol required assessments. This request
should be in writing (depending on local regulations) and recorded in the source
documentation.

This request should be distinguished from a request to discontinue the study. Other study
participant’s privacy rights are described in the corresponding informed consent form.
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Amendment 02 (03-Mar-2022)
Amendment rationale
As of 03-Mar-2022, 3 patients have been enrolled in the study.

The main purpose of this amendment is to include the possibility for participants who
progressed in the platinum — pemetrexed chemotherapy arm to crossover to the capmatinib +
osimertinib arm. The new treatment period has been named Extension Treatment. The decision
to allow crossover of participants who have progressed on chemotherapy arm is due to the fact
that this population does not have many effective therapeutic alternatives, and the combination
of capmatinib + osimertinib has shown significant preliminary meaningful clinical activity in
this MET amplified NSCLC population.

The main updates cover the following:

e Inclusion of an additional study treatment period called Extension Treatment (ET) for
participants allowed to crossover from platinum — pemetrexed chemotherapy arm to
capmatinib + osimertinib treatment arm. Participants will be allowed to crossover only after
BIRC confirmed, RECIST 1.1-defined PD and after meeting eligibility criteria outlined in
Section 6.1.5.2.

Changes to the protocol
Changes to specific sections of the protocol are shown in the track changes version using

strikethrough red font for deletion and red underline for insertions as described below:

e Abbreviation for Bone Modifying Agents (BMA), Extension Treatment (ET) and Off-site
healthcare Professional have been added to the List of abbreviations

e The Glossary of terms has been updated as per Novartis Protocol template version 5
e ET has been added to the Protocol Summary in the Study Design subsection

e “Platinum — pemetrexed doublet based chemotherapy” has been corrected to “platinum —
pemetrexed based doublet chemotherapy” throughout the document when applicable

e In Section 3, the possibility for participants to crossover from platinum — pemetrexed
chemotherapy arm to capmatinib + osimertinib treatment arm has been added and eligibility
criteria have been defined

e In Section 3, clarification on safety follow-up and survival follow-up for participants
crossing over to capmatinib + osimertinib therapy has been added

e Figure 3-2 has been updated to include the crossover to capmatinib + osimertinib arm
e The crossover has been added to the Rationale for study design in Table 4-1

e Section 4.5 was updated to explain the risks associated with the investigational status of the
centralized MET amplification assay

e A statement has been added in Section 4.5.1 related to risks associated with COVID-19
while on capmatinib treatment

e The range of definition of high frequency hearing loss has been corrected in
Section 4.5.3 from 4000-8000 Hz to 2000-8000 Hz

e A clarification has been added in Section 5.1, inclusion criterion # 5 related to the possibility
to have central T790M testing when local T790M result is not available (only applicable for
randomized part)
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Wording has been revised for inclusion criterion # 7 in Section 5.1 to add clarity

Wording has been revised for exclusion criterion # 18 and # 19 in Section 5.2 to add clarity,
and as per Novartis Protocol template version 5

Wording of Table 6-1 has been revised as per Novartis Protocol template version 5
Crossover wording has been added in Section 6.1.3 and Section 6.3.2

In Section 6.1.5, the possibility of participants to crossover to capmatinib + osimertinib arm
has been added

In Section 6.1.5.1, the possibility of participants who crossover to ET to receive treatment
beyond progression has been added

Section 6.1.5.2 (Crossover to capmatinib in combination with osimertinib therapy) has been
added to the protocol. The Section describes in details the eligibility criteria that participants
have to fullfil to be allowed to crossover and defines the EOT visit to be performed in case
of crossover

Section 6.2.1.2, Section 6.5.5.1 , Section 6.7.1.1 and Section 7 have been updated as per
Novartis Protocol template version 5

Information on ET visit windows have been added to Table &-1

Table 8-3 has been updated to include the additional ET period and the related assessments
which will be performed for participants who crossover to ET. Visit numbers have also been
updated accordingly

A statement in Table 8-3 has been added to clarify that participants who crossover must be
consented under Protocol Amendment 02

Language in Section 8.1 has been revised to clarify that central MET ampfliciation test is
investigational and sufficiently validated for the purposes of identifying patients for this
study

A statement has been added in Section 8.1 to confirm that participants who crossover to ET
do not have to re-confirm eligibility with regards to molecular testing

A clarification on MET amplification testing requirements has been added in
Section 8.1

In Table 8-2, Table 8-3 and Section 8.2, collection of PD-L1 status has been added

A clarification has been added in Table 8-2, Table 8-3, Table 8-14 and Table 8-15 where
tumor samples for pre-screening can be collected during or after progression from prior
EGFR TKI treatment (not only after progression)

In Section 8.3.1.3, for participants who crossover, instructions for determining disease
progression and clarification on imaging assessments have been added

In Section 8.4.1 and in Table 8-3, a statement explaining local laboratory evaluations for
ET has been added

In Table 8-9 and in Section 8.4.2, ET period timelines for ECGs have been included

Section 8.4.3.1 has been updated as per Novartis Protocol template version 5 to add clarity
on fertility assessment

The possibility to have central T790M testing when local T790M result is not available has
been removed from Table 8-2 and Table 8-14, since it is only applicable for randomized
phase



Novartis Confidential Page 18 of 235
Amended Protocol Version 02 (Clean) Protocol No. CINC280L12301

- |
I
e Language of Section 8.5.1 has been modified as per Novartis Protocol template version 5

e In Section 8.5.1 and in Table 8-3, a clarification has been added for PROs collection stating
that for participants who crossover to ET, PROs will be only collected post-platinum —
pemetrexed progression

e In Section 8.5.2, a statement has been added to clarify that participants crossing over ET do
not undergo any scheduled PK sample collection

. |
|
e In Section 8.5.3.1, wording has been revised to add clarity

e In Section 8.5.3.2, clarification on blood samples collection for Part 2 has been added

e Language of Section 9.1.2 and Section 9.1.3 has been updated as per Novartis Protocol
template version 5

e The collection of PROs in case of death has been removed from Section 9.2.2

e In Section 9.2.3, a clarification on survival follow-up for participants who crossover has
been added

e Section 10.1.3 updated to comply with BfArM requirements regarding SAE reporting in
Germany

e Section 10.1.3 updated for SAE collection schedule to be consistent with protocol

e In Section 10.1.3, wording has been revised for participants’ pre-screening procedures in
regards of molecular pre-screening ICF signature

e Pregnancy reporting for ET has been added in Section 10.1.4

e In Section 12.5.1, a statement has been added related to the possibility of assessing PFS2
on participants who crossover if a sufficient number of participants fit specific criteria

e In Section 12.5.2, clarification on observation period for participants who crossover to ET
has been added

e Language in Section 13.1 has been updated as per Novartis Protocol template version 5
e Language in Section 13.5 was updated to add flexibility for Patient Engagement initiatives

In addition, as part of this amendment, minor editorial changes to improve flow and consistency
have been made throughout the protocol.

IRBs/IECs

A copy of this amended protocol will be sent to the Institutional Review Board
(IRBs)/Independent Ethics Committee (IECs) and Health Authorities. The changes described
in this amended protocol require IRB/IEC approval prior to implementation. The changes herein
affect the Informed Consent. Sites are required to update and submit for approval a revised
Informed Consent that takes into account the changes described in this protocol amendment.
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Amendment 01 (14-Sep-2021)

Amendment rationale

As of 14 Sep-2021, enrollment has not yet started.

The main purpose of this amendment is to add clarity on few sections as suggested by some
health authorities. The main updates cover the following:

e Revision of inclusion- exclusion criteria.

e Remove the requirements to have a T790M negative results for participant previously
treated with osimertinib based on the concept that T790M mutation is an acquired
resistance mechanism of 1% or 2" generation EGFR TKI rather than osimertinib.

e Allow patients who previously received 3™ generation EGFR TKIs other than
osimertinib to participate in this study.

e Exclude participants with known druggable molecular alterations who might be
candidates for alternative targeted therapies.

e Exclude participants with known EGFR T790M positive status.

e Exclude participants who received live vaccines within 30 days prior to the first dose
of study treatment.

Revision of the DLT wording criteria.

Changes are implemented throughout the document to reflect the updated Novartis protocol
template. In addition, a new ICF is added to capture the participant consent to continue the
combination treatment (capmatinib-osimertinib) following disease progression.

Few minor editorial changes and corrections were applied throughout the protocol.

Changes to the protocol

Changes to specific sections of the protocol are shown in the track changes version of the
protocol using strikethrough red font for deletions and red underline for insertions as described
below.

e Add to the Background Section 1.1 updated information concerning other 3™ generation
EGFR TKIs that have demonstrated similar efficacy compared to osimertinib which are
expected to be approved in China.

e Update the Protocol summary to align with the changes made in the protocol and to correct
a typo error stating that effect of combination treatment as compared to platinum-
pemetrexed on patient-reported disease-related symptoms, functioning, and health-related
quality of life (HRQoL) by evaluating the change from baseline and time to symptom
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deterioration “end point” will be applicable for EORTC QLQ-C30, QLQ-LC13 and NCCN
FBrSI questionnaires, instead of EQ-5D-5L questionnaire as previously stated. The same is
reflected in Table 2-1.

e C(larification for the intercurrent event related to start of new anti-cancer therapy (for ORR
and OIRR) are added to Section 2.2.

e Modify Section 3 and Section 4.1 to reflect the updated inclusion exclusion criteria. The
text was updated throughout the document to include patient who had progressed on other
third generation EGFR TKI other than osimertinib. An additional threshold of 10% for
participant who progressed on other third generation EGFR TKI other than osimertinib was
added. It was additionally stated that participants previously treated with osimertinib are not
required to have central confirmation of EGFR T790M negative tumor status however those
with known T790M positive tumor status are excluded from the study. The stratification
factors were also updated throughout the text accordingly.

e Update Figure 3-1 Part 1: Run-in Part to remove the PRO assessment that are not applicable
to this part of the trial.

e The Rationale wording was clarified in Section 4 and throughout the text to state that it is
due to the unmet medical need and lack of a current targeted approved therapy for the MET
amplification that is one of the leading mechanisms of resistance to EGFR TKI in EGFR
mutated NSCLC

e Clarify the DMC meeting schedule to ensure timely safety monitoring for participants
treated with the combination (capmatinib + osimertinib) in Section 4.5 Risks and benefits.

e Update Sections 4.5.2 and Section 6.5.4 to add further clarification concerning additional
precaution for the study treatment.

e Add Section 4.5.3 Cisplatin, carboplatin and pemetrexed in order to provide further
clarification to outline the precautions related to the comparator therapy in the protocol.

e C(larified the wording in inclusion criterion (#3) in Section 5.1 to add “chemoradiation” to
“curative surgery and radiation”.

e Update inclusion criterion (#5) in Section 5.1 to clarify the types of EGFR mutations which
are known to be associated with TKI sensitivity, the specifications for local testing and
which participants are required to have confirmed T790M negative tissue status. Clarify the
sample types for MET amplification in both run-in and randomization parts.

e (Clarify inclusion criterion (#7) in Section 5.1 by removing the word “maximum” describing
participants who must have failed one prior line of therapy and updating to include all of
previous of EGFR TKI treatment for advanced/metastatic disease (stage IIIB/IIIC [not
amenable to curative surgery, chemoradiation or radiationor stage IV NSCLC) used per
local standard of care, instead of either 15%/2"¢ generation EGFR TKI or osimertinib all over
the document and title. It was also clarified that adjuvant osimertinib therapy will count as
prior line of EGFR TKI treatment if relapse occurs during the adjuvant osimertinib therapy.

e Exclusion criteraion (#11) in_Section 5.2 was udpated to read as follow: Treatment with a
prior 1%t or 2™ generation EGFR TKIs (e.g., erlotinib, gefitinib, afatinib, dacomitinib)
osimertinib or another 3™ generation EGFR TKIs such as almonertinib and furmonertinib
within 14 days or approximately 5x half-life, whichever is shorter, of the first dose of study
treatment.
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e Remove “follow chemotherapy schedule” from exclusion criterion (#14) in Section 5.2

e Adjust the exclusion criterion (#15) in Section 5.2 to include HIV participants only when
the disease is under control, the suppressed viral loads as defined by local guidelines and on
established ART for at least four weeks prior to randomization. Additional criteria were
clarified for exclusion of HIV patients.

e Exclusion criterion (#16) in Section 5.2 was updated to add “contraindications” to read:
Participants with known hypersensitivity or contraindications to capmatinib or osimertinib
or carboplatin or pemetrexed or cisplatin, or any excipient of these agents

e Adjust the exclusion criterion (#18) for women of childbearing potential in Section 5.2 to
add the use of hormonal contraceptive not prone to DDI and to specify that the use of
hormonal contraceptives should be combined to the use of condom, in order to minimize
the risk of exposure.

e Add an additional exclusion criterion (#20) in Section 5.2 to exclude participants with
known druggable molecular alterations who might be candidates for alternative targeted
therapies, as per the local regulations and treatment guidelines.

e Add an additional exclusion criterion (#21) in Section 5.2 to exclude participants with
documented EGFR genetic aberration mediating resistance to previous treatment with a 3™
generation EGFR TKI or any other known genetic aberration concomitant to MET
amlification that could negatively impact the treatment outcome of capmatininb in
combination with osimertinib.

e Add an additional exclusion criterion (#22) in Section 5.2 to exclude participant with known
EGFR T790M positive status by either tissue or blood after progression on 1%, 2™ or 31
generation EGFR TKIs including osimertinib.

e Add an additional exclusion criterion (#23) in Section 5.2 to exclude participants who
received live vaccines within 30 days prior to the first dose of study treatment.

e Stratification factor for patients in randomized phase has been updated from “prior treatment
with osimertinib” to “prior treatment with EGFR TKIs” in Protocol Summary, Section 3,
Section 6.3.2 and Section 12.4.2.

e Add wording to Section 6.1.3 to provide additional guidance on chemotherapy treatment as
per the local guidelines.

e Update Section 6.1.5.1, Table 8-2, Table 8-3 and Section 7 to include an additional
participant consent to continue on the study treatment beyond progression only for patient
treated with the combination treatment (capmatinib + osimertinib).

e Update Section 6.2.2 to add live vaccines into prohibited medications during study treatment
and 30 days after the last dose of study treatment.

e C(Clarify that the threshold for enrollement of different population will be monitored throught
the IRT system in Section 6.3.2

e C(larify the treatment blinding wording in Section 6.4
e Update criteria for defining DLTs in Table 6-4 to include neutropenia grade 4 regardless of
duration, thrombocytopenia grade 4 regardless of duration or bleeding, laboratory

abnormalities > grade 3 that result in hospitalization and any death not clearly related to the
underlying disease or extraneous causes.
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Add to Section 6.5.4 and Table 6-7, a clarification that for confirmed pneumonitis and
interstitial lung disease, both capmatinib and osimertinib should be discontinued.

Update Section 6.7 Preparation and dispensation, to exclude platinum pemetrexed from
applicable study treatment to be shipped to the participant home as per the local regulations
in case of public health emergency as declared by local or regional authorities.

Update Section 6.5.4 to remove dose re/escalation of study treatment.

Update Section 6.7.1.1 with instructions on how to handle study treatment according to
updated Novartis Protocol template version 4.

Update Section 6.7.2.1.1 in order to be consistent with the Table 8-2 and Table 8-3
concerning the food consumption information to be captured on the CRF; information of
whether capmatinib was administered with or without food must be recorded in the
appropriate eCRF.

Update Table 6-8 to add clarity on measures related to dose modification for capmatinib, if
osimertinib is permanently discontinued and capmatinib continued as monotherapy.

The molecular Pre-screening wording was udpated in Section 8.1 to reflect the inclusion
and exclusion updated criteria and to add information about the validated accepted tests.
Clarification was also added to indicate that previously treated participant with osimertinib
do not require EGFR T790M negative status confirmation.

Update ECHO/MUGA assessment window from < 72h before C1D1 to < 15 days before
CI1DI in Section 8.4.2.1 and Table 8-1, Table 8-2 and Table 8-3.

Update Table 8-2 and Table 8-3 to remove ECOG assessment at C1D15 time point.

Table 8-7 has been updated to include red blood cells analysis in Hematology panel as per
updated Novartis Protocol template version 4.

Replace the 72 hrs window with a 15 days window prior to study medication/C1D1 for
Cardiac imaging assessment (Table 8-2 and Table 8-3, and Section 8.4.2.1).

Adjust the typo error (30% instead of 25%) in the hypothesis for OIRR in Section 12.5.1.1
to match what is correctly stated in Section 12.8.2 and adjust the PFS event to 162 instead
of 177 in Section 12 Data analysis and statistical methods.

Update the wording in Section 12.5.1.2 to read “participants will also be censored if they
did not have an event” instead of “Participants will also be censored for death due to other
causes” to be consistent within the section and aligned with internal Novartis RANO-BM
guidelines.

“Patients” and “Subjects” were replaced with the term “Participants” where applicable.

Glossary of terms was updated to reflect changes in the new Novartis Protocol template
version 4.
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Rationale was added in the Protocol Summary as per updated Novartis Protocol template
version 4.

Title of Section 2 was modified to “Objectives, endpoints and estimands” and Table 2-1
was updated as per updated Novartis Protocol template version 4.

The definition of estimand was added to Section 2.1

Exclusion criterion #18 updated as per updated Novartis Protocol template version 4 to
include the definition of women not considered of childbearing potential.

Heading of Table 6-1 was modified as per updated Novartis Protocol template version 4.
Abbreviations were updated to reflect additional wording and were clarified as per updated
Novartis Protocol template version 4 in Section 6.5.5.1.

Section 6.6.1, Section 6.7, Section 6.7.1.1, Section 7, Section 8.4.1, Section 8.4.2 and
Section 8.4.3: language related to Public Health Emergencies and potential off-site study
visits have been added as per updated Novartis Protocol template version 4.

Discontinuation language was modified in Section 8 and Section 9 as per updated Novartis
Protocol template version 4.

Section 8.3.1.2, Section 9.1.1 and Section 9.1.2: Withdrawal of consent language was
modified to include use of data and biological samples as per updated Novartis Protocol
template version 4.

Section 8.4.2 was modified as per updated Novartis Protocol template version 4 for clarity
and standardization across divisions. In addition, transmission of unscheduled ECG was
updated to reflect that the ECG collection strategy applies to all parts of the trial and not the
randomization part only.

In Section 9, language for participant discontinuation has been modified as per updated
Novartis Protocol template version 4.

Title of Section 10 was modified to “Safety monitoring, reporting and committees” as per
updated Novartis Protocol template version 4.

In Section 10.1.2 redundant text has been deleted.

In Section 10.1.3, SAE reporting instructional text has been modified as per updated
Novartis Protocol template version 4.

In Section 10.1.4, Pregnant Participant language has been modified for clarity as per updated
Novartis Protocol template version 4.

In Section 12.2 and Section 12.3, text has been modified as per updated Novartis Protocol
template version 4.

Title of Section 12.4 has been modified to “Analysis supporting primary objectives” as per
updated Novartis Protocol template version 4.

Title of Section 12.4.1 has been modified to “Definition of primary endpoint(s)” as per
updated Novartis Protocol template version 4.

Title of Section 12.4.3 has been modified to “Handling of intercurrent events of primary
estimand” as per updated Novartis Protocol template version 4.

Title of Section 12.4.5 has been modified to “Sensitivity analyses” as per updated Novartis
Protocol template version 4.
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e Title of Section 12.5 has been modified to “Analysis supporting secondary objectives” as
per updated Novartis Protocol template version 4.

e In Section 12.5.2 text was modified for vital signs, 12-lead ECG and Clinical laboratory
evaluations as per updated Novartis Protocol template version 4.

e Section 13.5 related to Participant Engagement was added as per updated Novartis Protocol
template version 4.

e Minor typographical erros corrected allover the document.

IRBs/IECs

A copy of this amended protocol will be sent to the Institutional Review Board
(IRBs)/Independent Ethics Committee (IECs) and Health Authorities. The changes described
in this amended protocol require IRB/IEC approval prior to implementation. The changes herein
affect the Informed Consent. Sites are required to update and submit for approval a revised
Informed Consent that takes into account the changes described in this protocol amendment.
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Protocol summary

Protocol number

CINC280L 12301

Full Title

A phase |ll randomized, controlled, open-label, multicenter, global study of capmatinib in
combination with osimertinib versus platinum - pemetrexed based doublet chemotherapy
in patients with locally advanced or metastatic NSCLC harboring EGFR activating
mutations who have progressed on prior EGFR-TKI therapy and whose tumors are T790M
mutation negative and harbor MET amplification (GEOMETRY-E)

Brief title

Study of safety and efficacy of capmatinib in combination with osimertinib compared to
platinum - pemetrexed based doublet chemotherapy in patients with locally advanced or
metastatic non-small cell lung cancer harboring EGFR activating mutations, MET
amplification and T790M negative who have progressed on prior EGFR-TKI therapy

Sponsor and
Clinical Phase

Novartis, Phase Il

Investigation type

Drug

Study type

Interventional

Purpose

The purpose of this prospective, randomized, controlled, open-label, multicenter, global
phase Il study is to evaluate the efficacy and safety of capmatinib in combination with
osimertinib compared to platinum (cisplatin or carboplatin) - pemetrexed based doublet
chemotherapy as second line treatment in patients with locally advanced or metastatic
(stage IB/IIIC or 1V) NSCLC with Epidermal Growth Factor Receptor (EGFR) activating
mutation (ie. L858R and/or ex19del), T790M negative, MET amplified (defined as Gene
Copy Number [GCN] = 5 per central Novartis laboratory) who have progressed following
182nd generation EGFR Tyrosine Kinase Inhibitors (TKIs) treatment, osimertinib or other
3" generation EGFR TKIs used per local standard of care.

Primary
Objective(s)

The primary objective of run-in part (part 1) of this study is to confirm the recommended
dose of capmatinib in combination with osimertinib for the randomized part (part 2). The
primary objective of the randomized part (part 2) is to compare the efficacy of capmatinib
in combination with osimertinib as compared to platinum - pemetrexed, by comparing
progression-free survival (PFS) by blinded independent review committee (BIRC)
according to Response Evaluation Criteria In Solid Tumors (RECIST 1.1) between
treatment arms

Secondary
Objectives

Key secondary (randomized part)

e To compare the overall response rate (ORR) per RECIST 1.1 by BIRC of capmatinib in
combination with osimertinib as compared to platinum - pemetrexed

e To compare the overall intracranial response rate (OIRR) by BIRC as per Response
Assessment in Neuro-Oncology Brain Metastases (RANO-BM) criteria of capmatinib in
combination with osimertinib as compared to platinum - pemetrexed, in participants with
Central Nervous System (CNS) lesions

Secondary (run-in part)
e To characterize the safety and tolerability of capmatinib in combination with osimertinib

based on the incidence, type and severity of adverse events, change in laboratory
values, vital signs, liver and cardiac assessment

e To characterize the pharmacokinetics of capmatinib, osimertinib, and osimertinib's
active metabolites (AZ5104 and AZ7550) in combination setting by assessing plasma
Pharmacokinetic(s) (PK) concentrations and derived PK parameters

e To assess the tumor response of capmatinib in combination with osimertinib calculated
by RECIST 1.1 by investigator

Other Secondary (randomized part)

e To assess the anti-tumor activities of capmatinib in combination with osimertinib as
compared to platinum - pemetrexed (e.g., duration of response (DOR), Time to
response (TTR), Disease control rate (DCR), all by BIRC per RECIST 1.1)

e To assess PFS2 (PFS after next-line of treatment) based on local investigator
assessment
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e To characterize the pharmacokinetics of capmatinib, osimertinib, and osimertinib's
active metabolites (AZ5104 and AZ7550) in combination setting by assessing
plasma PK concentrations

e To evaluate overall survival (OS) in participants treated with capmatinib in combination
with osimertinib as compared to platinum - pemetrexed

¢ To evaluate the safety profile of capmatinib in combination with osimertinib as compared
to platinum - pemetrexed

e To assess the effect of capmatinib in combination with osimertinib as compared to
platinum-pemetrexed based doublet chemotherapy on patient-reported disease-related
symptoms, functioning, and health-related quality of life (HRQoL) by evaluating the
change from baseline in European Organization for Research and Treatment of Cancer
(EORTC) QLQ-LC13, QLQ-C30, EuroQoL-5 Dimension-5 Level/EQ-5D-5L, and NCCN
Fact Brain Symptoms Index questionnaires and time to symptom deterioration for
EORTC QLQ-C30, QLQ-LC13 and NCCN FBrSI questionnaires

e To assess intracranial anti-tumor activity of capmatinib in combination with osimertinib
as compared to platinum-pemetrexed in participants with Central Nervous System
(CNS) lesions at baseline (e.g., Duration of intracranial response (DOIR), time to
intracranial response (TTIR) and intracranial disease control rate (IDCR), all by BIRC
as per RANO-BM criteria)

Study design

This is a multicenter, open-label, randomized, active-controlled, global phase Il study that
will enroll adult participants with locally advanced or metastatic NSCLC with EGFR
activating mutation, T790M negative, MET amplified who have progressed following EGFR
TKIs (EGFR TKIs can be 1%t and 2" generation EGFR TKIs, osimertinib or other 3™
generation EGFR TKIs used per local standard of care). Randomization of participants who
have progressed on prior line with osimertinib will be a minimum of 50% of the planned
total number of participants) while for the other third generation EGFR TKI will be maximum
of 10% of the planned total number of participants.

The study will consist of an initial safety run-in part to evaluate the safety and tolerability of
capmatinib in combination with osimertinib and to confirm the recommended dose for the
randomized part, and a randomized part that will evaluate the efficacy and safety of
capmatinib in combination with osimertinib compared to platinum (cisplatin or carboplatin)
— pemetrexed based doublet chemotherapy as second line treatment. Participants who
progressed in the platinum — pemetrexed arm will be allowed to crossover to capmatinib +
osimertinib therapy.

The study will enroll approximately 10 to 20 participants in the run-in part and
approximately 225 participants in the randomized part. Participant's respective treatment
(either with capmatinib in combination with osimertinib, or with platinum (cisplatin or
carboplatin) - pemetrexed based doublet chemotherapy) will be continued until participant
experiences any of the following: documented disease progression by RECIST 1.1 (as
assessed by the investigator in the run-in part, and as assessed by the investigator
confirmed by BIRC in the randomization part), withdrawal of consent, pregnancy, lost to
follow-up, or death. The combination treatment of capmatinib + osimertinib may be
continued beyond initial disease progression as per RECIST 1.1 if, in the judgement of the
investigator, there is evidence of clinical benefit, and the participant wishes to continue on
the study treatment.

After treatment discontinuation, all participants will be followed for safety evaluations during
the safety follow-up period

Rationale

The rationale for investigating the anti-cancer activity of capmatinib in combination with
osimertinib is due to the unmet medical need 