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10.16. Appendix 16: Abbreviations
The following 1s a list of abbreviations that may be used in the protocol

Abbreviation Term
Ab antibody
ACRIN American College of Radiology Imaging Network
ADA antidrug antibodies
AE adverse event(s)
AIDS acquired immunodeficiency syndrome
ALL Acute Lymphocytic Leukenua
ALT alanine aminotransferase
AML Acute Myeloid Leukenua
ANC absolute neutrophil count
anti-PD-1 anti-programmed cell death protein-1
anti-EGFR Anti-epidermal growth factor receptor pathway
anti-VEGF Anti—vascular endothelial srowth factor therapy
API active pharmaceutical ingredient
ASCO Amencan Society of Clinical Oncology
AST aspartate aminotransferase
ASTCT Amenican Society for Transplantation and Cellular Therapy
AUC area under the curve
AUCnf AUC from time zero extrapolated to infinite time
AUC s AUC from time zero to the last quantifiable concentration
AUCtn AUC within the first dosing interval
AV atrioventricular
BA bioavailability
BBS Biospecimen Banking System
BID twice daily
BLRM Bayesian logistic regression model
BP blood pressure
BRAF serine/threonine-protein kinase B-Raf
BSA body surface area
BUN blood urea nifrogen
CAR chimenic antigen receptor
CEA carcinoembryonic antigen
Ceff clinical efficacious concentration
CDS core data sheet
CFR Code of Federal Regulations
cGMP cyclic guanosine monophosphate
CI confidence interval
CIOMS Council for International Organizations of Medical Sciences
CK creatine kinase
CL Clearance
CL/F apparent clearance
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Abbreviation Term
Clx Cell line xenograft
Comax maximum observed concentration
CMC Chemustry, Manufacturing, and Controls
CNS central nervous system
CONSORT Consolidated Standards of Reporting Trials
CR complete response
CRA clinical research associate
CRC colorectal cancer
CRF case report form
CRO conftract research organization
CRP c- reactive protein
CRS cytokine release syndrome
CRU clinical research unit
CSF cerebrospinal fluid
CSR clinical study report
CT computed tomography
CTC circulating tumor cells
CTCAE Common Terminology Criteria for Adverse Events
CTLs Cytotoxic T lymphocytes
CTMS clinical trial management system
Cironzh predicted trough concentration
CV Cardiovascular
CHD# cycle # Day#
DCR disease control rate
DCT data collection tool
Df deferoxamine
DILI drug-induced hiver injury
DLI Donor Lymphocyte Infusion
DLT dose-limiting toxicity
DMC data monitoring commuittee
DNA deoxyribonucleic acid
DOR duration of response
DRE disease-related event
DU dispensable unit
EC ethics commuttee
EC50 concentration corresponding to 50% of the maximum effect
ECG electrocardiogram
ECHO echocardiogram
ECOG Eastern Cooperative Oncology Group
eCRF electronic case report form
E-DMC external data momitoring commuttee
EDP exposure during pregnancy
EFS Event-Free Survival
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Abbreviation Term
EGFR epidermal growth factor receptor
EMA European Medicines Agency
EOT End of Tnal
EU European Union
EudraCT European Climical Trials Database
EWOC escalation with overdose control
FDA Food and Drug Administration (United States)
FFPE formalin-fixed paraffin-embedded
FIH first-in-human
FIP first-in-patient
FISH Fluorescent in situ hybridization
FSH follicle-stimulating hormone
GCP Good Clinical Practice
GCSF granulocyte colony-stimulating factor
GGT gamma-glutamyl fransferase
GLP Good Laboratory Practice
GUCY?2c anti-Guanylyl Cyclase 2C (GUCY2c)/ant1i-CD3 bispecific Fe
diabody
GVHD graft versus host disease
HbAlc hemoglobin Alc
HbcAb hepatitis B core antibody
HbsAg hepatitis B surface anfigen
HBV hepatitis B virus
HCV hepatitis C virus
HCVAb hepatitis C anfibody
HER human epidermal growth factor receptor
HER2 human epidermal growth factor receptor 2
HIPAA Health Insurance Portability and Accountability Act
HIV human immunodeficiency virus
HNSTD highest non-severely toxic dose
HR heart rate
HRT hormone replacement therapy
B Investigator’s Brochure
ICD informed consent document
ICU Intensive care unit
ICH International Council for Harmomisation of Technical Requirements
for Pharmaceuticals for Human Use
IFN mterferon-gamma
IeG immunoglobulin G
IeGl immunoglobulin 1
IeG4 immunoglobulin 4
THC immunohistochemistry
IL mnterleukin
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Abbreviation Term
IMP Investigational Medicinal Product
IND mvestigational new drug application
INR international normalized ratio
IP mvestigational product
irAE immune-related adverse events
IRB Institutional Review Board
IRC mnternal review committee
irPFS immune-related PFS
IRR infusion related reaction
uRECIST Immune Related Response Criteria in Solid Tumor
IRT mteractive response technology
ISR injection site reaction
IUD mntrauterine device
s mtrauterine hormone-releasing system
vV mtravenous
ITWR mteractive Web-based response
ERAS Kirsten Rat Sarcoma viral oncogene
LBBB left bundle branch block
LDH lactate dehydrogenase
LFT liver function test
LVEF left ventricular ejection fraction
mAb monoclonal antibody
MABEL muimimum anficipated biological effect level
MAC major histocompatibility complex
MAD maximum administered dose
MAP meta-analytic-predictive
Mb minibody
MHC major histocompatibility complex
MD multiple dose
MedDRA Medical Dictionary for Regulatory Activities
MFD maximum feasible dose
mlITT modified intent to treat
MRI magnetic resonance 1maging
MSI-H microsatellite instable — high
MSS microsatellite stable
MTD maximum tolerated dose
mTPI modified toxicity probability interval
MUGA mulfigated acquisition scan
N/A not applicable
NAb neutralizing antibodies
NCI National Cancer Institute
NIMP non-investigational medicinal product
NK natural killer
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Abbreviation Term
NMCTG MNuclear Medicine Clinical Trial Group, LLC
NOAEL no-observed-adverse-effect level
NSAID nonsteroidal anti-inflammatory drug
NSCLC non-small cell lung cancer
NSG Female NOD-scid IL-2Ryymull
OR objective response
ORR overall response rate
0S overall survival
PACL Protocol Admunistrative Change Letter
PBMC penpheral blood mononuclear cell
PCD primary completion date
PD pharmacodynamics(s)
PDL-1 programmed cell death protemn -1
PDL-2 programmed cell death protein -2
PDX participant derived xenograft
PET positron emission tomography
PFS Progression-Free Survival
PGx pharmacogenomic(s)
PI principal mnvestigator
PIB powder 1n bottle
PK pharmacokinetic(s)
PR partial response
PRES Posterior Reversible Encephalopathy Syndrome
PS performance status
PT prothrombin time
PVC premature ventricular contraction/complex
Q2W every 2 weeks
QAW every 4 weeks
QD every day
QTc corrected QT
QTcB corrected QT (Bazett method)
QTcF corrected QT (Fridericia method)
Rac accumulation ratio
RECIST Response Evaluation Critenia in Solid Tumors
RFS Relapse-Free Survival
RNA ribonucleic acid
RO receptor occupancy
RP2D recommended Phase 2 dose
RR response rate
SAE serious adverse event
SAP Statistical Analysis Plan
SC Subcutaneous(ly)
SD single dose
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Abbreviation Term
SoA schedule of activities
SOP standard operating procedure(s)
SRSD single reference safety document
SUSAR Suspected Unexpected Serious Adverse Reaction
SUV standard uptake values
t12 termunal half-life
Tbili total bilirubin
TBR tumor backeround ratio
TCRs t-cell receptors
TIL Tumor infiltrating lyvmphocytes
TME tumor microenvironment
TNF tumor necrosis factor

| T time fo maximum concentration
TMDD Target medication drug disposition
TME tumor microenvironment
TSH thyroid stimulating hormone
TTP time to progression
ucC urothelial carcinoma
ULN upper limit of normal
US United States
USPI United States Package Insert
UVB ultraviolet B
VEGF-A vascular endothelial growth factor
Vss steady state volume distribution
WBC white blood cell
WBS whole body scan
WNL within normal limits
WOCBP woman/women of childbearing potential
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10.17. Appendix 17: Japan Specific Matters
Japan participation

a) Suggested Cytokine Release Syndrome Management

Tocilizumab 1s not approved mn Japan for the treatment of CRS other than the events
associated with chimernic antigen receptor (CAR) T cell therapy.

b) Condition to be discharged:

When a participant 1s discharged from the hospital during the DLT evaluation period, the
following conditions (tests, medical examunations, etc.) should be performed on the day of
the scheduled discharge by the investigators, and the propriety of discharge should be
determined. The tests/medical exammnations which are needed to confirm the participant’s
status will be conducted per clinical practice in the study site as appropnate.

e There are no current clinically sigmficant adverse or side effects, including CRS, or
medical reasons that require monitoring in a hospital setting.

e If a climcally significant adverse or side effect has occurred or continues to be
present, the investigator will determine that the event 1s manageable by appropriate
treatment or prophylaxis in an out of the hospital setting

e Overall physical condition 1s stable and acceptable.

¢ In case of emergency, the participant may return to the climcal study site or other
medical mstitution. If participants go to a medical instifution other than the clinical
study site, the clinical study site asks that the participants contact the study site, study
mvestigator and the doctor at the medical mnstitution who will communicate to discuss
appropriate treatments. A study site keeps framework to ready for emergency
situations that 1s available even during nmights and holidays, and the sponsor will
ensure that the selected study site will thoroughly follow all participants according to
study procedures.

¢) Section 8.7 - Genetics and Section 8.5— Biomarkers:

Given the genetic testing 15 for exploratory purposes only and following Pfizer process, there
1s no expectation to disclose these genetic testing results to the study participants, at any
tume.

A study participant’s participation in a climical study shall not be conditioned on his or her
informed consent for the use of biospecimens that 1s not related to a clinical endpomt, the
drug being investigated in the trial, or the inclusion/exclusion criteria for the study.
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10.18. Appendix 18: Alternative Measures During Public Emergencies

The alternative study measures described in this section are to be followed during public
emergencies, including the COVID-19 pandemic. This appendix applies for the duration of
the COVID-19 pandemic globally and will become effective for other public emergencies
only upon written notification from Pfizer.

These planned changes are being implemented immediately in response to the COVID-19
pandemic and are planned for the duration of the COVID-19 pandemic. This applies to
participants who are quarantined or wish to not attend scheduled visits or perform study
procedures or tests on site due to safety concerns and/or local government health or health
mstitute suggestions and/or puidelines 1ssued 1n an effort to linmt exposure of vulnerable
populations to the virus.

Use of these alternative study measures are expected to cease upon the return of business as
usual circumstances (including the lifting of any quarantines and travel bans/advisories).

Eligibility

While SARS-CoV?2 testing 1s not mandated for this study, local climical practice standards for
testing should be followed. A participant should be excluded 1f he/she has a positive test
result for SARS-CoV?2 infection, 1s known to have asymptomatic infection, or 1s suspected of
having SARS-CoV?2. Patients with active infections are excluded from study participation as
per exclusion criterion #6: “Active and climcally significant bactenial, fungal, or viral
infection, including HBV, HCV, known HIV or AIDS related illness. In equivocal cases,
with positive serology, those participants with a negative viral load are potentially eligible
provided the other entry critenia are met.

Telehealth Visits

Study participants who can attend scheduled study wvisits on site and complete all study
procedures as described 1n the protocol per the Schedule of the Activities should do so; all
other participants should make every effort to participate in study visits by telephone via a
telehealth visit. Video contact can be used if available and permutted by local regulations.

In the event that in-clinic study visits cannot be conducted, every effort should be made to
follow up on the safety of study participants at scheduled wvisits per the Schedule of the
Activities or unscheduled visits. Telehealth visits may be used to continue to assess
participant safety and collect data points. Telehealth includes the exchange of healthcare
information and services via telecommunication technologies (eg, audio, video,
video-conferencing software) remotely, allowing the participant and the investigator to
communicate on aspects of clinical care, including medical advice, reminders, education, and
safety momtoring. The following assessments must be performed during a telehealth visit:

e Review and record any AEs and SAEs since the last contact. Refer to Section 8.1.

e Review and record any new concomitant medications or changes in concomitant
medications smce the last contact.
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e Rewview and record contraceptive method and results of pregnancy testing. Confirm
that the participant 1s adhening to the contraception method(s) required in the
protocol. Refer to Appendix 4 of this appendix regarding pregnancy tests.

¢ Review of physical symptoms in place of mandated physical exams

Study participants must be remunded to promptly notify site staff about any change in their
health status.

Alternative Facilities for Safety Assessments

If the study participant 1s unable to visit the study site, protocol specified safety laboratory
tests and/or tumor assessments may alternatively be performed at an alternative local
laboratory or facility, where allowable by law or local gmidance. In these cases:

¢ Local laboratory reference ranges need to be documented and submutted to study
team.

¢ Records of local laboratory tests, lab accreditation, and reports of fumor assessments
should be retrieved and documented in site medical records.

e Relevant data from local laboratories and testing facilities are to be entered in the
CREF.

e Visits must be conducted by staff who are appropnately qualified and trained on the
study protocol

e Any results that are considered clinically significant must be reported in a timely
manner and as directed in the protocol.

Laboratory Testing

If a study participant 1s unable to visit the site for protocol-specified safety laboratory
evaluations, testing may be conducted at a local laboratory 1f permitted by local regulations.
The local laboratory may be a standalone mstitution or within a hospital. At the discretion of
the treating physician home blood draws may be pernutted. All safety laboratory tests
outlined 1n this protocol can be done at a local laboratory.

If a local laboratory 1s used, qualified study site personnel must order, receive, and review
results. Site staff must collect the local laboratory reference ranges and
certifications/accreditations for filing at the site. Laboratory test results are to be provided to
the site staff as soon as possible. The local laboratory reports should be filed in the
participant’s source documents/medical records. Relevant data from the local laboratory
report should be recorded on the CRF.

If a participant requiring pregnancy testing cannot visit a local laboratory for pregnancy
testing, a home urine pregnancy testing kit with a sensitivity of at least 25 IU/mL may be

used by the participant to perform the test at home, 1f compliant with local regulatory
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requirements. The pregnancy test outcome should be documented m the participant’s source
documents/medical records and relevant data recorded on the CRF. Confirm that the
participant 1s adhering to the contraception method(s) required in the protocol.

Any results that are considered climcally sipnificant must be reported 1n a titmely manner and
as directed 1n the protocol.

Imaging and Efficacy Assessments

If the participant 1s unable to visit the study site for planned or unplanned imaging
assessments the participant may visit an alternative facility to have these assessments
performed. Qualified study site personnel must order, receive, and review results and any
abnormalities, mncluding progression of disease must be reported to the Pfizer climical time in
a timely manner and as directed in the protocol

Electrocardiograms

If the participant 1s unable to visit the study site for ECGs, the participant may visit an
alternative facility to have the ECGs performed. Qualified study site personnel must order,
recetve, and review results.

Study Intervention

If the safety of a trial participant 1s at risk because they cannot complete required evaluations
or adhere to critical mitigation steps, then discontimung that participant from study
mtervention must be considered.

The following 1s recommended for the admimistration of PF-07062119, PF-06801591, and
Bevacizumab-Pfizer, participants who have active [confirmed (positive by regulatory
authonty-approved test) or presumed (test pending/clinical suspicion)] SARS-CoV?2
mnfection:

For symptomatic participants with active SARS-CoV?2 mfection, study mntervention should
be delayed for at least 14 days from the start of symptoms. This delay 1s intended to allow the
resolution of symptoms of SARS-CoV2 infection.

Prior to restarting treatment, the participant should be afebrile for 72 hours, and SARS-
CoV2-related symptoms should have recovered fo < Grade 1 for a numimum of 72 hours.
Notify the study team when treatment 1s restarted.

Continue to consider potential drug-drug mteractions as described in this protocol for any
conconutant medication admimistered for treatment of SARS-CoV?2 infection.

Home Health Visits

A home health care service maybe utilized to facilitate scheduled visits per the Schedule of
Activities at the discretion of the treating physician and m consultation with the SPONSOR.
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Home health visits include a healthcare provider conducting an in-person study visit at the
participant’s location, rather than an in-person study visit at the site. The following may be
performed during a home health visit:

¢ Rewview and record study intervention(s), including comphance and missed doses.

e Review and record any AEs and SAEs since the last contact. Refer to Section 8.2

e Review and record any new concomitant medications or changes in concomitant
medications smce the last contact.

e Rewview and record contraceptive method and results of pregnancy testing. Confirm
that the participant 1s adhening to the contraception method(s) required in the
protocol. Refer to Appendix 4.

Adverse Events and Serious Adverse Events

Study treatment should continue unless the investigator/treating physician 1s concerned about
the safety of the participant, in which case temporary or permanent discontinuation may be
required.

It 1s recommended that the mvestigator discuss temporary or permanent discontinuation of
study intervention with the study medical monitor.

10.10.8 Patient Data Monitoring and Protocol Deviations

Every effort should be made to ensure that required protocol tests and procedures are
completed as described with the protocol. However, the circumstances around the ongoing
COVID-19 pandemic may make 1t unfeasible to perform some of the tests and procedures. In
these cases, the investigator must take all of the necessary steps to ensure the safety and
wellbeing of the study participant. When a required protocol test or procedure cannot be
performed, the investigator will promptly document the reason for the missed test or
procedure and any corrective and preventive actions they have taken to ensure that required
processes will be adhered to as soon as possible. The study team must be informed of these
mncidents in a fimely manner.

If the study participant 1s unable to visit the study site, required protocol procedures that can
be performed to the best of study site’s ability via telephone contact or video (where allowed)
should be considered, if in the opinion of the investigator it 1s the safest approach, eg,
evaluation of physical symptoms in place of protocol mandated physical examinations,
review of adverse events or serious adverse events, dosing compliance, contraception check,
and concomitant medication checks, etc. Study participants should make every attempt to
continue to mamtain a dosing diary (where appropriate) and may send this to the site
electromically or via mail.

Patient data monitoring will continue without mterruption. Remote data monitoring will be
pernutted, wherever possible. The CRA will continue monitoring data in an ongoing manner
via remote access following all institutional processes, if applicable.
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Any other deviations to the protocol, except for these approved modifications, must be
documented as protocol deviations, and if related to the pandemic, the reason should clearly
state “COVID-19". These are not immediately required to be reported to health authorities or
IRB/ECs unless requested locally.

The 1mpact of COVID-19 on protocol visits and study tests or procedures and associated
timeframes should be reported, preferably, on a case report form (CRF) 1f at all possible. For
participant discontinuation reporting in the CRF: Please select the most appropniate status for
discontinuation. If the discontinuation 1s associated with the current COVID-19 pandemuc,
enter “COVID-19" in the “Specify Status™ field.
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10.19. PET Imaging Substudy with ¥Zr-Df-IAB22M2C
10.19.1. Overall design and Scientific Rational for Substudy

This substudy will evaluate CD8 PET tracer uptake, at baseline and on-treatment, in tumor
lesions and reference tissues (including T-cell rich tissues and those expected to express
GUCY?2c) with the aim to measure potential change in CD8 PET tracer uptake i tumor
lesions between baseline and on-treatment and in reference tissues.

The PET imaging substudy will be opened imitially at a subset of US sites participating in
Study C3861001, which have been qualified for use with *Zr-Df-IAB22M2C.

Sites qualified for use must have licenses which include handling of Zirconum-89 and
appropriate procedures in place for handling of samples that are considered radioactive. This
mncludes processing and analysis of blood samples that are collected within 30 days of CD8
PET tracer nfusion.

Study population: Approximately 10 to 15 participants enrolled across the study (preferably

those enrolled in the mandatory biopsy cohorts 1n Part 1 and Part 2) will also be eligible for
enrollment in the PET imaging substudy with the CD8 T cell specific ¥*Zr-Df-IAB22M2C
PET ftracer (CD8 PET tracer).

As part of 1ts mechamsm of action, PF-07062119 1s expected to increase T-cell infiltration
selectively into tumors expressing GUCY2c. CD8 PET fracer studies are intended to enable
measurement of CD8+ T cells throughout the body, permitting the companison of CD8+ T-
cell levels i tumors (before and after admimistration of PF-07062119) with CD8 T cell
distribution 1n reference tissues. Additionally, CD8 PET tracer methodology images multiple
tumor lesions simultaneously in comparison to paired biopsy procedures which are usually
limited to a single accessible lesion. CD8 PET tracer studies may therefore contribute
toward a broader understanding of the PD effects of PF-07062119 alone and potentially in
combination with other agents. This information is intended to characterize the mechanism
of action PF-07062119, identify participants who are most likely to benefit from treatment,
and 1dentify potential resistance mechamsms to PF-07062119 alone and in combination with
other agents.

The CD8 PET tracer 1s a ~80 kDa minibody (Mb) with high affinity (binding ECsp = 0.4 nM)
for the CD8 glycoprotein that is conjugated with Df and radiolabeled with %°Zr for imaging
CD8+ T cells in humans. It binds to both CD8aa and CD8aff and will therefore bind to
mature T cells, developing thymocytes, TCR ap-expressing gut mtraepithelial T cells, some
70 T cells and some NK and dendnitic cells. The Mb design of the CD8 PET tracer 1s
intended to address the linmtations of molecular imaging using intact monoclonal antibodies
(prolonged blood circulation, significant background signal) and to prevent activation of
mmmune cell Fe effector functions. The smaller size and mability of the Mb to mteract with
the FeyR and the neonatal Fe recycling receptor results in a relatively inert imaging agent
with rapid clearance. IAB22M?2C was engineered from the humamized heavy and light chain
sequences of the murine OKT8 antibody that targets human CDS8.
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The CD8 PET tracer has completed a Phase 1 study (NCT03107663) and 1s currently bemg
evaluated 1n a Phase 2, open-label study (NCT03802123) in participants with select advanced
or metastatic solid tumors selected to recerve standard of care immunotherapy only. This
study 1s evaluating the safety of repeat doses of the CD8 PET tracer and aiming to assess and
quantify any detectable changes in uptake between baseline and on-treatment. Intenim results
from this study have established the ability of the CD8 PET tracer to detect CD8+ T cells in
tumors and confirmed the safety profile of the CD8 PET tracer after repeat doses. Additional
information related to safety and imaging results is presented in the *Zr-Df IAB22M2C
mvestigator brochure. These data have established the potential utility of using the CD8 PET
tracer for participants in Study C3861001.

10.19.2. Benefit/Risk Assessment
PET Scans with 89Zr-Df-IAB22M2C

Based on the available data, the principal risk 1s exposure to 10nizing radiation released by
897r Additionally, there is low likelihood that the CD8 PET tracer may be associated with an
adverse reaction or immunogenic response. The nonclimical data have demonstrated that
IAB22M2C and Df-IAB22M?2C had no measurable effects on T cell prohferation/activation
or cytokine release. As of 04 August 2021, 88 patients have received the CD8 PET tracer.
Monitoring of participants 1s recommended. The potential risks after mfusion with the CD8
PET tracer include infusion site reactions of redness, itching and pan, allergic reaction
(including anaphylaxis), kidney/liver/respiratory failure, thrombocytopema, arthritis, and/or
hypotension. Insertion of IV catheters for infusions and blood draws may cause minor pain,
bruising, and/or infection at the infusion site.
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10.19.3. PET Imaging Substudy Objectives

In addition to the core study objectives (Section 3), the PET imaging substudy
(Section 10.19) will include the following exploratory objectives:

Ohbjectives: Endpoints:
Tertiarv/Exploratory Tertiarv/Exploratory

=Measure potential change in CD8 PET tracer uptake | Biopsy lesion: SUV measurement at baseline vs
and biodistribution in tumor lesions and reference SUV measurement following treatment .
tissues, including CD8+ T cell rich reference tissues

between baseline and on-treatment with Target lesion: SUV measurement at baseline vs
PF-07062119. SUV measurement following treatment.

*Measure potential changes in CD8 PET tracer Nontarget lesions (if applicable): SUV measurement
uptake on baseline and on-treatment PET scans at baseline vs SUV measurement following
compared to change in CD&+ T cells in tumor freatment.

lesions by THC if the same lesion was biopsied at

baseline and on-treatment visits. Reference tissues (including but not limited to

normal colon and other GUCY 2c expressing tissues
=Explore the qualitative and quantitative CD8 PET where applicable): SUV measurement at baseline vs

tracer measurements with clinical outcomes of SUV measurement following treatment
PF-07062119 treatment.
Change in SUV measurement at baseline vs clinical
*Evaluate the association of CD8 PET tracer uptake | biomarker or radiographic responses

with immumne infilirates and other molecular
biomarkers (such as CD4, CD8, PD-1 and PD-1.1).

SUV= standard uptake values

10.19.4. PET Imaging Substudy Design
Participants in this substudy will have 2 planned imaging sessions:

1. The first imaging session will take place prior to therapy (PETEBaseline). CD8 PET
tracer will be administered with whole body PET/CT imaging acquired 24 hr (3 hr)
later and 7 to 9 days prior to the imtiation of treatment with PF-07062119.

2. The second imagimng session will take place after receiving the first 3 doses of
PF-07062119, on C2D8, which will be approximately 5 to 6 weeks after imtiation of
treatment. CD8 PET tracer imaging agent will be admimstered on C2D8 and whole
body PET/CT imaging acquired 24 hr (£3 hr) later.
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3. An additional third optional imaging session 1s mncluded in Cycle 3 or later. The
optional third imaging session may only be performed after discussion and agreement
between the investigator and sponsor.

Participants in the PET imaging substudy should be enrolled, if possible, in cohorts requiring
mandatory prefreatment and on-treatment biopsies and will have 2 planned biopsy
procedures to comcide with PET imaging sessions.

1. Baseline de novo biopsy collections will occur after the first infusion of the CD8 PET
tracer and its associated PET scan.

2. On treatment biopsy collection will occur within 1 week after the second infusion of
the CD8 PET tracer and its associated PET scan.

Inclusion Criteria

1. Participants must meet all eligibility criteria for enrollment in Study C3861001 prior
to bemng enrolled in the PET imaging substudy and mitiation of procedures.

2. Participants should have a tumor amenable to biopsy and consent to these planned
biopsy procedures. Participants without a tumor amenable to biopsy must be

approved by the sponsor.

Exclusion Criteria

1. Participants are excluded from the PET imaging substudy if any of the exclusion
criteria are met for Study C3861001.

2. Participants for whom the only tumor amenable to biopsy 1s also a target lesion.

3. Participants who have previously received CD8 PET tracers or other *Zr labeled PET
tracers in the prior 45 days.
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10.19.5. CDS8 PET Tracer Imaging Procedures:

Table 24. Overview of PET Imaging Substudy Visits

PET Imaging Baseline Scan / Biopsy Study On-Treatment Scans / Biopsy
Procedures Start
Visit 1 Visit 2 Visit 3 C1D1 | Visit4 Visit 5 Visit 6
Day -7 to - 24 hr Post CD8 C2D8 24 hr C2D15
9 {=3 hr) Tracer =2 (=3 br) (=7 days)
from post CT/PET days) post post CD8
C1D1 infision | scan prior infizsion Tracer
to C1D1 CT/PET Scan
Vital Signs" X X
{before and after
b
CDS PET Tracer X X
infusion
CDS PET Tracer X X
PET/CT scan’
Tumor Biopsy® X X

1. Vital signs assessed 15 (+5) minutes prior to infusion and within 60 mimites after infusion of the CD8 PET
tracer.

2. Tumor assessment scans scheduled per protocol for evaluation of response per RECIST criteria are to be
collected separately from CD8 PET tracer substudy scans.

3. Tumor biopsies can be collected on the same day as imaging as long as they occur after the PET/CT scan

CDS PET tracer infusion:
Dosing information:

The CD8 PET fracer 1s an ~80 kDa Mb with high affimty to CD8 gl},rcnprnteiﬂ (binding
ECso = 0.4 nM) that is conjugated with Df and radiolabeled with **Zr for imaging CD8+
T-cells in humans.

A dose of 1.0 (x20%) mC1 of CD8 PET tracer as 1.5 mg of API will be admumistered IV over
5 to 10 nunutes, within 1 week prior to the imtiation of therapy with PF-07062119, and
approximately 5 weeks after start of treatment with PF-07062119.

Dispensation of CD8 PET tracer

The CD8 PET tracer will be delivered from a central manufacturing facility to the
mvestigational site’s radiopharmacy or Nuclear Medicine Department. Upon receipt,
qualified personnel will ensure that the study drug has been delivered in good condition,
mventoried, stored properly, labeled and dispensed in compliance with the pharmacy manual,
all repulatory agencies and per the investigator’s prescription order.

The *°Zr dose will be measured by the qualified personnel in a dose calibrator prior to
dispensing. Then the syringe will be placed m a shielded carrier along with a designated IV
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infusion pump for radioactive infusion and adnunistration. After dose adnumistration, the
qualified personnel will return the syringe for residual measurement by the qualified
personnel (such as the nuclear medicine technologist) at the site. Measured radioactivity
values and times of measurement will be documented, as well as the total injected volume.

Repulatory agencies require accounting for the disposition of all investigational drugs
recerved by each climical site. Information on drug disposition required by law consists of the
date received, date dispensed, quantity dispensed, and the participant identification number to
whom the drug was dispensed. The Investigator 1s responsible for accounting for all unused
study drug and destroying all used study drug contamners in compliance with the
Radiopharmacy Manual.

Infusion of CD8 PET tracer

The dispensed dose will be infused under the supervision of a qualified nuclear medicine
personnel as an IV infusion with an infusion pump over no less than 5 minutes followed by a
saline flush. The total infusion time should be between 5 and 10 munutes. Vital signs will be
assessed 15 (5) munutes prior to infusion and within 60 minutes after infusion of the CD8
PET tracer.

Premedication (for example, with acetaminophen and diphenhydramine) 1s not required but
may be admimistered at the discretion of the investigator approximately 1 hour prior to
infusion of the CD8 PET tracer.

¥7Zr Df-IAB22M2C PET/CT scan:

PET/CT scanner validation:

In an effort to generate the most accurate and consistent imaging data across all participating
mvestigative sites, to support the data collection and analysis for this climcal study, the
Sponsor 15 contracting with the Nuclear Medicine Chnical Tnial Group, LLC (NMCTG) to
conduct the validation of PET/CT scanners at each participating site that will be used in this
study.

The NMCTG will provide a phantom along with detailed instructions of the PET/CT
validation procedures on how to fill and scan the phantom and coordinate delivery of a dose
of ¥Zr to the site. Each PET/CT scanner intended for use in this clinical study will be
validated by the NMCTG. Once the validation 1s completed, the site will submut the data to
the NMCTG for analysis. The site will store the phantom 1n a secure, dry area for 33 days
(until the radioactivity has decayed to an undetectable level) before transporting back to the
NMCTG.

Upon completion of the PET/CT scanner validation, the NMCTG will provide a validation
certificate and the setting parameters specific to the validated scanner that should be saved
nto the site’s scanner protocol for this clinical trial before imaging the first enrolled
participant. It 1s required that sites only use NMCTG-validated PET/CT scanner(s), with the
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setting parameters generated from the phantom-vahidation procedure, to image participants
enrolled in this trial as per protocol.

Prior PET/CT scanner validation by NMCTG for use with the CD8 PET fracer 1s acceptable
for use of a PET/CT scanner in this trial as long as PET/CT scans take place prior to
expiration of scanner certification.

PET/CT Scans:

$97Zr D IAB22M2C (CD8 PET Tracer) PET/CT scan images must only be acquired on
PET/CT scanners that have been approved by the sponsor. The Sponsor must be contacted
for permission to use alternate scanners mn case of equipment failure and/or major equupment
upgrades or replacement. Acquisition and reconstruction parameters should be obtamed
according to the recommendation provided to each site based upon phantom validation of the
scanner and should be obtained in List Mode, whenever possible, to allow for virtual
radioactrve dose reconstruction at a later date.

Scans are preferably whole body scans from the base of the skull through upper-thighs
(encompassing the pelvis). Additional areas of known or suspected disease should be
obtained (if they are outside of this area) at every scan visit using acquisition settings
optimized for ¥Zr imaging_ Please refer to the imaging manual regarding participant
preparation, scanning times per bed position, 3°Zr-optimization, acquisition and
reconstruction parameters, slice thickness, and other parameters as well as the mstructions for
how to submit images for central review.

PET/CT scans as part of the CD8 PET tracer study may be collected for central review.
Additionally, baseline and tumor assessment scans scheduled per protocol for evaluation per
RECIST cniteria should be collected separately from CD8 PET tracer substudy scans and
should be performed in accordance with institutional practices.

Tumor Biopsies:

Pretreatment and on-treatment de novo tumor biopsies should be collected as described in
Biomarker Section 8.8 2 and the Laboratory Manual with the following additional

requirements:

e Pretreatment de novo tumor biopsies must be collected at least 24 hr after CD8 PET
tracer infusion and after the associated baseline PET/CT scan. Biopsies should not be
collected before CD8 PET fracer infusion. Pretreatment tumor biopsies must also be
collected prior to treatment with PF-07062119.

¢ On-treatment biopsies are scheduled for collection on C2D15 (+7 days). Onfreatment
biopsies must be collected after C2D8 and at least after 24 hr post mnfusion, and
within 2 weeks after infusion of CD8 PET tracer for the on-treatment PET/CT scan.
All effort should be made to collect on-treatment biopsies from the same lesion that
was biopsied before therapy. If biopsy of the same lesion 1s not possible, the biopsy
should be preferably collected from a lesion at the same metastatic organ.
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¢ After biopsy tissues (from both pretreatment and on-treatment samples) have been
collected and undergone processing procedures as outlined in the Laboratory Manual, the
biopsy must be stored on site at room temperature for 30 days (post infusion of CD8 PET
tracer) before being shipped (to allow for decay of radioactivity).

Additional details can be found below 1n Table 25, and in the Laboratory Manual
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Table 25. Schedule of Assessments for ¥Zr-Df-IAB22M2C Immuno-PET CD8 Mini-body Imaging Substudy

Visit Identifier

Screening] Pre-Treatment PET Sub Study

Aszzessments

Cyelel

Cycle 2

Cyele =3

Tracer
Infusion

PET
[maging

Pre-treatment
Biopsy

Tracer
Infusion

PET
Imaging

i0n Treatment] Tracer
Biopsy

PET
Infusion(Imaging

EOT/
Withdrawal

Post
treatment
follow up

Study Day

-18 to -9
davs

-1-9

&

-6 to -1

7

15 8

9

[Hours Pre-/Post-Dose!

[Visit window?®

+24 hrs

=7 days

Enrollment eligibility
confirmation prior to entering
PET Sub-Study

PE and PD samples

Patients

shou

Id follow a

Il scheduled assessment,

that they are parficipating in

inclnding safety Ia

bs, based on the trial cohort

PMandatory Pre-treatment and
on freatment Tumor Biopsy®

X
(=7 davys)

Optional Second
On-Treatment Tumor

Biopsy>*

[Vital Signs before and after
infision

FZrDfIAB2IMIC nfusion’

P Zr-DEIAB22M2CE
FET/CT scan

Optional Repeat PET Imaging
A ssessments”

X

X

1 Sampling times indicated are related to the end of the SC imjection. All efforts should be made to obtain scheduled PET assessments including biopsies prior to treatment if
collection occurs on a day of a scheduled dose of PF-07062119.
2 Visit window 15 based on the imitiation of PET tracer infusion.
3 Biopsies can be collected on the same day as PET imaging but must be collected after PET imaging has occurred.
4 Optional second on treatment biopsy may be collected either after optional repeat PET imaging or at EOT.

5 Pretreatment infuosion must occur within 7-9 days before treatment (C1D1), and within 24 hrs of C2DE.

6 PET scan must take place 24 hours +3 hrs after infusion of ¥*Zr-Df IAB22M2C, tumor assessment scans scheduled per protocol for evaluation of RECIST criteria should be
collected separately from CD8 PET tracer substudy.
7 Optional repeat PET imaging may only be performed after discussion and agreement between the investigator and sponsor.
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10.20. Subcutaneous Injection Site Locations

Injection site locations mclude a maximum of 8 umque admimstration sites distributed across
4 abdominal quadrants with a possibility of up to 2 injection locations per quadrant. For a
given quadrant, Location 1 1s proximal to the umbilicus and Location 2 1s distal to the
umbilicus.

Upper Right — Upper Left

Lower Right Lower Left

Injections to the abdomen are preferred. If SC injections in the abdomunal location are not
possible, SC injections can be admimistered in a distributed manner m the thughs after
discussion and agreement between mvestigator and the Sponsor. SC mjections in the upper
extremities (eg, deltoid, upper and lower arm) are not permutted.

The following principles should guide selection of sites for SC njection:

Principle [1]: For participants receiving combination therapy mvolving >1 drug admimistered
subcutaneously (for example, both PF-07062119 and PF-06801591), each drug should be
admimistered in separate abdominal quadrant(s).

Principle [2]: If the total number of SC mjections permits, then injection sites (even for the
same drug) should be distributed among quadrants to the extent possible before utilizing 2
sites within the same quadrant, subject to constraint of principle [1].

Principle [3]: In the event of special circumstances (for example, an nsufficient number of
suitable mjection sites on the abdomen), then the investigator should consult with the
Sponsor for further puidance.

Track the participant’s mjection sites (s) sequentially on this diagram with a red pen and
mark the injection sites on the participant’s abdomen according to your climic’s standard
practice.

Record the location and time of each injection and any ISR in the participant’s source records
and study CRF. See eCRF guidelines for more information.
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10.21. Protocol Amendment Summary of Changes Table Through Amendment 6

Document History:
Protocol Amendment 6 (08-Oct-2021)

Rationale for Protocol Amendment 6: This amendment described a new CD8 PET tracer
substudy intended to provide exploratory data to enable nominvasive visualization of the
relevant CD8+ T-cell population of the immune system. In addition, this amendment
provides modified gmdance on (1) mjection site locations and monitoring for ISRs; and (2)

management of diarrhea.
Section # and | Description of Change Brief Rationale
Name
Schedule of Changed urinalysis collection | Change described in 06 Apnil 2021
Activities day from C1D19 to C1D15 PACL
Table 2 in
Section 1
Schedule of Removed text from footnote Change described 1 06 Apnil 2021
Activities number 2 pertaming to PACL
Table 2 in additional sigming of consent
Section 1 document 1n Japan after at
least Cycle 1 of Part 1A before
continuing with Cyele 2.
Schedule of Blood samples for Change described 1 06 Apnil 2021
Activities PE/ADA/NAD for PACL
Table 4 n PF-06801591 and
Section 1 bevacizumab-Pfizer will not be
required on C1D1.
On C2D1 (and all subsequent
cycles with scheduled
collections) “Blood samples
for PK/ADA/NAD against
PF-06801591" will not be
required. Instead, “Blood
samples for PK/ADA/NADb
agamnst PF-06801591" will be
collected on Day 15 of all
cycles
Schedule of Footnote #3 is clarified as Change described 1 06 Apnil 2021
Activities follows: All pre-dose blood PACL
Table 4 in samples for PF-06801591 will
Section 1 be collected on Day 15 visit of
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Document History:
Protocol Amendment 6 (08-Oct-2021)

Rationale for Protocol Amendment 6: This amendment described a new CD8 PET tracer
substudy intended to provide exploratory data to enable nominvasive visualization of the
relevant CD8+ T-cell population of the immune system. In addition, this amendment
provides modified gmdance on (1) mjection site locations and monitoring for ISRs; and (2)

collected on Day 15 visit m
Cycle 1 and subsequently on
Day 1 wisit of each scheduled
collection Cycle. The changes
to Table 4 were made to better
align with the dose priming
strategy, where PF-06801591
or bevacizumab-Pfizer will be
administered for the first tume
on C1D15, therefore
collections from C1D1 were
removed and/or moved to

management of diarrhea.
Section # and | Description of Change Brief Rationale
Name

each scheduled collection

Cycle. Pre-dose blood samples

for bevacizumab-Pfizer will be

PF-06801591" will not be

accommodate these changes
Schedule of Footnote #3 was revised to Clarified blood collection schedule for
Activities clarify the collection schedules | PK/ADA/NAD for
Table 4 in for PK/ADA/NAD for PF-07062119/bevacizumab-Pfizer and
Section 1 PE-07062119/bevacizumab- PF-06801591 m Cycles 5 and beyond.
Pfizer and PF-06801591 1n
Cycles 5 and beyond.
Schedule of Blood samples for Change described 1 06 Apnil 2021
Activities PK/ADA/NAD for PACL
Table 6 in PF-06801591 and
Section 1 bevacizumab-Pfizer will not be
required on C1D1.
On C2D1 (and all subsequent
cycles with scheduled
collections) “Blood samples
for PK/ADA/NAD against
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Document History:
Protocol Amendment 6 (08-Oct-2021)

Rationale for Protocol Amendment 6: This amendment described a new CD8 PET tracer
substudy intended to provide exploratory data to enable nominvasive visualization of the
relevant CD8+ T-cell population of the immune system. In addition, this amendment
provides modified gmidance on (1) injection site locations and monitoring for ISRs; and (2)
management of diarrhea.

Section # and
Name

Description of Change

Brief Rationale

required. Instead, “Blood
samples for PK/ADA/NADb
agaimnst PF-06801591" will be
collected on Day 15 of all

cycles

Schedule of
Activities
Table 6
Section 1

Footnote #3 1s clarified as
follows: All pre-dose blood
samples for PF-06801591 wall
be collected on Day 15 visit of
each scheduled collection
Cycle. Pre-dose blood samples
for bevacizumab-Pfizer will be
collected on Day 15 visit in
Cycle 1 and subsequently on
Day 1 wisit of each scheduled
collection Cycle. The changes
to Table 6 were made to better
align with the dose priming
strategy, where PF-06801591
or bevacizumab-Pfizer will be
admimistered for the first time
on C1D15, therefore
collections from C1D1 were

removed and/or moved to
accommodate these changes

Change described 1 06 Apnil 2021
PACL

Schedule of
Activities
Table 6
Section 1

Footnote #3 was revised to
clanfy the collection schedules
for PK/ADA/NAD for
PF-07062119/bevacizumab-
Pfizer and PF-06801591 1n
Cycles 5 and beyond.

Clarified blood collection schedule for
PE/ADA/NAD for

PF-07062119/bevacizumab-Pfizer and
PF-06801591 m Cycles 5 and beyond.
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Document History:
Protocol Amendment 6 (08-Oct-2021)

Rationale for Protocol Amendment 6: This amendment described a new CD8 PET tracer
substudy intended to provide exploratory data to enable nominvasive visualization of the
relevant CD8+ T-cell population of the immune system. In addition, this amendment
provides modified gmidance on (1) injection site locations and monitoring for ISRs; and (2)

Page 183

management of diarrhea.
Section # and | Description of Change Brief Rationale
Name
Section 2.5 Paragraph 2 was revised to To update the protocol that CRS and
Benefit/Risk clarify that CRS and diarthea | diarrthea are no longer expected AEs
Assessment has already been observed in of PF-07062119. Rather they have
the study. Furthermore, the been observed in the study.
qualifying text, “potentially at | Furthermore, that as of the date of this
higher doses™ has been protocol amendment, there 1s no clear
removed. dose-AE relationship.
Section 2.5 In paragraph 4, new text was To direct reader to complete
Benefit/Risk mncorporated that refers the mformation on the benefits, nsks and
Assessment reader to the ImaginAB IB for | expected AEs of the PET tracer for
detailed information on the the newly incorporated substudy.
expected benefits and nisks and
expected AEs of the PET
tracer.
Section 3, Added new tertiary / Documents the addition of new
Objectives and | exploratory endpoint of endpoints pertaiming to CD8 PET
Endpoints measuring changes in CD8 tracer substudy.
PET tracer uptake for both
Part 1 (dose escalation) and
Part 2 (dose expansion)
Section 4.1, Added paragraph summarnizing | Captures the new CD8 PET tracer
Overall Design | the CD8 PET tracer substudy, | substudy in the high-level study
along with an intra-doc link to | description.
the complete description of the
substudy in Section 10.19
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Document History:
Protocol Amendment 6 (08-Oct-2021)

Rationale for Protocol Amendment 6: This amendment described a new CD8 PET tracer
substudy intended to provide exploratory data to enable nominvasive visualization of the
relevant CD8+ T-cell population of the immune system. In addition, this amendment
provides modified gmidance on (1) injection site locations and monitoring for ISRs; and (2)

management of diarrhea.

Section # and | Description of Change Brief Rationale

Name

Section 4.2 Added italicized text to second | To provide a full description of the
Scientific paragraph. “The biomarker biomarker goals i the overview

Page 184

Rationale for assessments, including the PET | section.
Study Design imaging substudy, may
contribute to confirming target
engagement "
Section 6.1.1.2 | Text was revised pertaiming to | Text was revised to align with the new
PF-06801591 situations where abdominal Section 10.20 Appendix 20
mnjection site locations are not | Subcutaneous Injection Site
possible. Locations. This and the added
Appendix 20, facilitate location of
mjection sites locations when
mvestigational combination therapies
are admmistered. This will facilitate
monitoring for ISRs to either
mvestigational therapy.
Section 6.6.4, Added text with additional Emphasizes importance of monitoring
Anfti Diarrheal, | gmdance for managing for diarrhea and prescribing
Anfi Emetic diarrhea AEs (Section 6.6.4), mmmediate ntervention towards early
Therapy and revised Table 12 (Section resolution.
Section 6.7.3 6.7.3)
Dose
Reductions —
Table 12
Section 10.13 To Table 20, added text with Provides detailed mnstructions for
Appendix 13 additional gmdance for treatment of diarrhea including dosing
Supportive Care | managing diarthea AEs adjustments, and use of anti-diarrheal
for Immune- medications (loperamide, Lomotil,
Related and methylpredmisolone).
Adverse Events
(irrAEs)
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Document History:
Protocol Amendment 6 (08-Oct-2021)

management of diarrhea.

Rationale for Protocol Amendment 6: This amendment described a new CD8 PET tracer
substudy intended to provide exploratory data to enable nominvasive visualization of the
relevant CD8+ T-cell population of the immune system. In addition, this amendment
provides modified gmdance on (1) mjection site locations and monitoring for ISRs; and (2)

Section # and | Description of Change
Name

Brief Rationale

Section 10.19 Added complete description of | Provide comprehensive information to

PET Imaging the new CD8 PET tracer the sites for conducting the CD8 PET

Substudy with | substudy including an SoA tracer substudy

$97r-Df- dedicated to the substudy

IAB22M2C procedures

Section 10.20 Added clanfying instructions | The more detailed instructions will

Subcutaneous on abdomunal subcutaneous facilitate monitoring for and

Injection Site mjections n the combimation | documenting ISRs following

Locations studies (Parts 1B and 2) combination regimens with

PF-070762119 that are injected
Subcutaneous

Multiple Minor editorial changes and Minor revisions and corrections for

Sections corrections improving understanding

Document History

Protocol Amendments -01 through -05

Document Version Date Summary of Changes and Rationale

Amendment 5 16 March 2021 The primary purpose of the amendment 1s
to revise the study design to incorporate
cohorts that receive a priming dose 2
weeks before receiving a full dose of PF-
07062119. The priming dose 1s added to
mitigate the occurrence of cytokine-
mediated AEs following subsequent
admmistrations of higher doses.
SOA for Part 1A, 1B, and Part 2
Without a Priming Dase (Table 1)
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Document History
Protocol Amendments -01 through -05

Document Version Date

Summary of Changes and Rationale

A row for premedication was added with
a corresponding footnote (also added to
Section 6.1.1.1). Premedication has been
implemented mto this study to further
improve tolerability and participant
experience.

For participants recerving PF-06801591, a
pregnancy test 1s requuired 30 days after
EOT and the follow-up visit will occur
30, 90, and 180 days after EOT.

PK, PD, and Immunogenicity
Assessments for Part 2 Without a
Priming Dase (Table 5)

The 4-hour time point on Day 1 was
removed.

S0As for Part 1A, Part 1B, and Part 2
With a Priming Dose (Table 2);

PK, PD, and Immunogenicity
Assessments for Part 1 and Part 1B
With a Priming Dose SOA (Table 4);
and PK, PD, and Immunogenicity
Assessments for Part 2 With a Priming
Daose (Table 6)

These tables were added for the cohort
with a priming dose; schedules are simular
to Table 1 except modified to
accommodate the priming dose.

Section 2.2.8 Summary of Current
Clinical Data from Study 3861001

Summary of data as of 28 December 2020
was added.

Section 2.3.1 PF-06801591, an Anti-PD-
1 Antibody: Clinical Experience in
Study B8011001
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Document History
Protocol Amendments -01 through -05

Document Version Date

Summary of Changes and Rationale

(NCT02573259)/Appendix 9
Preliminary Clinical Summary for
Study B8011001 Phase 1 FIH (PF
06801591)

Data as of 10 February 2021 was
mcluded.

Section 2.5 Benefit/Risk Assessment

Expanded to include the benefit/risk
assessment for cohorts with a priming
dose.

Section 3 Objectives and Endpoints

Primary objective was modified to
include the cohort with a pniming dose.

Section 4 Study Design

Updated and reorgamized to include
details of the cohorts with the priming
dose, including DLT observation period
for Part 1 cohorts with a pnming dose (42
days), justification for the starting dose
(monotherapy, combination dose-finding,
and dose expansion [Part 2]), criteria for
dose escalation, and the total number of
study participants.

Figure 3 C3861001 Study Schema

Updated to include the cohorts with a
priming dose.

Section 5 Study Population

Inclusion criterion 5: tumor tissue 15 now
required for Part 2 dose expansion.
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Document History
Protocol Amendments -01 through -05

Document Version Date

Summary of Changes and Rationale

Exclusion criterion 12: participation in
medical imaging studies within 2 weeks
of study entry 1s allowed.

Section 6.1.1.1 PF-07062119

Premedication to improve participant
tolerability has been added.

Section 6.6 Concomitant Therapy

Guidelines around COVID-19 vaccines
have been added.

Section 6.6.4 Anti-Diarrheal, Anti-
Emetic Therapy

Additional details were provided
regarding management of diarrhea.

Section 7.1.1 ECG Changes

This section was removed since 1t was
unnecessary. Relevant ECG requirements
are 1n the I/E critena and DLT
defimitions.

Section 8.1.4 ECG

Text clarified to indicate that QTcF will
be the correction factor for determuning

QTec.

Section 8.1.7 Injection Site Tolerability
Assessment

To be performed after PF-06801591
mjections as well.

Section 8.3 Treaiment of Overdose
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Document History
Protocol Amendments -01 through -05

Document Version Date

Summary of Changes and Rationale

Updated to include defimition of overdose
for PF-06801591 and
bevacizumab-Pfizer.

Section 9 Statistical
Considerations/Appendix 10

Updated to include statistical
considerations for the cohorts with a

priming dose.

Appendix 4: Contraceptive Guidance
and Collection of Pregnancy
Information

Increased length of time that a highly
effective contraceptive method must be
used after the last dose of PF-06801591
and bevacizumab-Pfizer.

Appendix 9 Preliminary Clinical
Summary for Study B8011001 Phase 1
FIH (PF-06801591)

Appendix 9 has been updated to include
more recent safety information and to
align with all other PF-068701591
protocols refers directly to the most
recent PF-06801591 IB for other
important information.

Other minor clarifications, admimistrative
and typographical changes were made.
The term ‘patient’ was replaced with
‘participant throughout the protocol.

¥

Amendment 4 05 October 2020

The primary purpose of the amendment 1s
to incorporate feedback recerved from the
United States (US) Food and Drug
Admimstration (FDA).

SOA for Part 1A. 1B. and Part 2
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Document History
Protocol Amendments -01 through -05

Document Version Date

Summary of Changes and Rationale

The following revisions were made:

Mandatory protemnura assessment
(dipstick 15 acceptable) assessment 15
required prior to every bevacizumab-
Pfizer dose throughout the course of the
study. If urinalysis demonstrates protein >
2+, then a 24-hour urine protein
collection should follow. In patients with
proteinuria greater than or equal to 2
grams per 24 hours, bevacizumab-Pfizer
should be held until recovery (less than 2
grams per 24 hours). Patients who
develop nephrotic syndrome should
discontinue bevacizumab-Pfizer.

In addition, this information was also
added to:

e Section 6.1.1.3 Bevacizumab-
Pfizer.

e Section 6.7.1 Dosing Interruptions

e Appendix 2: Clinical Laboratory
Tests

Section 6.7.3 Dose Reductions:

Table 5 Dose Modifications for Adverse
Reactions related to Bevacizumab-Pfizer
was added to the protocol for additional
gmdance.

Other, nunor clarifications, admimstrative
and typoeraphical changes were made.

Amendment 3 17 August 2020

The primary purpose of the amendment 1s
to update the protocol to mclude
operational details needed for the

preplanned expansion of the study
(Part 2).

SOA for Part 1A. 1B. and Part 2
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Protocol Amendments -01 through -05

Document

Version Date

Summary of Changes and Rationale

For participants in Part 2 the following
revisions were made:

A +1 day window was added to the
Day 5 wisit (footnote 23).

Subjects in Part 2 will not requure a
Day 3 wisit, so for clanty, the footnote
for the ECG assessment was modified
(footnote 6).

The language detailing the frequency
of CT/MRI scans was clarified in the
table row.

The language n footnote 14 was
clanfied.

The CEA assessments were moved
from the PK Assessments table to the
standard assessments table.

SOA for PK. PD. and Immunogenicity
for Pari 1A and Part 1B

Changed window of Day 5 (96 hour)
PK collection to +24 hours.

The optional or mandatory
ontreatment biopsy sample collection
schedule for within 28 days prior to

registration was removed.

A Day 15, 8 hour sample collection
for PF-07062199 concentration
cytokines and circulating markers was
added for participants in Part 1B.

Added collection of PK samples to
the already scheduled ADA/NAbD
collections for Part 1B.
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Version Date

Summary of Changes and Rationale

o Footnote 3 updated to reflect
the above change to PK
sampling for Part 1B

e Footnotes 5 and 6 updated to clanfy
tumor sample collection requirements.

* 5S0A and footnotes for PK, PD, and
Immunogenicity Assessments for
Part 2 added.

Section 3 Objectives and Endpoints

e Tertiary/Exploratory Objective added
for Part 1B and Part 2. The terhiary
endpomt for Part 1B and Part 2 have
been updated to reflect the output for
these prespecified collections.

Section 4.1 Overall Design

e Tumor tissue sample language
modified to incorporate Part 2

requirements.

e Lanpuage was added to clanfy
mpatient observation period for
Part 2.

Section 4.3.3 Fixed Dosing Approach

e Lanpuage was added to allow for
body weight or BSA based dosing_

Section 5.1 Inclusion Criteria

e IC#5 was revised to incorporate
tumor tissue sample requirements.

Section 5.2 — Exclusion Criteria
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Summary of Changes and Rationale

Clarification was added to EC #6 to
mncorporate COVID-19 testing

requirements.
Section 6.1.1.1 — PF-07062119

e Lanpuage was added to clanfy
mpatient observation period for
Part 2.

Section 6.1.1.3 — Bevacizumab-Pfizer

s  Admmmistration instructions were

updated.

Section 6.6.3 Hematopoietic Growth
Factors

e Clanfied that erythropoietin 1s not
approved 1n Japan.

Added Section 6.7.1.1 — Dose
Interruption of Participants with
Presumed or Active COVID-19/SARS
CoV?2 Infection

Added Section 8.1.2 COVID-19: Use of
Alternative Methods for In-Person
Visits

Section 8.2.1.- Time Period and
Frequency for Collecting AE and SAE
Information

e Updated the text indicating how the
mvestigator should notify Pfizer of an
SAE, 1e, using the CT SAE Report
Form.

Section 8.2.6 Medication Errors
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Summary of Changes and Rationale

e Clarnfied that medication dosing
errors should be reported to the
sponsor withun 24 hours.

Section 8.3 Treatment of Overdose

¢ Clarified that monitoring of any
participant should continue for 5
half-lives or 28 calendar days after
the overdose.

Section 8.8, 8.8.1, 8.82 - Tumor tissue
sample language revised to mcorporate
Part 2 requirements.

Section 10.3.2 Definition of SAE

e Text added to include the event of
suspected transnussion of an
infectious agent, via a Pfizer product.

Section 10.3.3.— Recording/Reporting
and Follow-up of AEs and/or SAEs

e Updated Exposure during
pregnancy/breastfeeding AE/SAE
reporting procedures.

Section 9.5.1 Data Monitoring
Committee:

e Language added to clanfy collected
data which will be reviewed during
the periodic safety review team.

Section 10.4.3 Woman of Childbearing
Potential

e Language was added to clanfy the
procedure for participants with a high
FSH.
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Section 10.4.4 Contraception Method

e Clanfied contraception methods not
approved 1n Japan.

Section 10.10.2 Prior Specifications
e The DLT rate was corrected.

Added Section 10.17 Japan Specific
Matters

Added Section 10.18: Alternative
Measures During Public Emergencies

Other, nunor clarifications, admimstrative
and typographical changes were made.

Amendment 02 10 October 2019

The primary purpose of the amendment 1s
to incorporate feedback recerved from the
United States (US) Food and Drug
Admimstration (FDA).

In addition, clanfications, admimstrative
and typographical modifications were
made._

4 3.7 Criteria for Dose Escalation

e Clanfication, including
typographical modifications
around mfra-participant dose
escalation considerations were
made.

Section 4.3 8 Dose Limiting Toxicity
Definition

e Clanfication made that all CRS
events Grade 3 or higher,
regardless of duration will be
considered a DLT.
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* Grade 3 infusion related reactions

(ITR), allergic reactions or
anaphylaxis will now be
considered DLTs.

Section 5.1 Inclusion Criteria

e Typographical error was corrected
splitting inclusion cniteria #3 and
#4 into two separate criterion.

Section 6.7 3 Dose Reductions

Typographical error was corrected
properly link Table 3 in the text for the
non-immune-related toxicities.

Amendment 01 08 October 2019

The primary purpose of the amendment 1s
to incorporate feedback recerved from the
United States (US) Food and Drug
Admimstration (FDA).

In addition, clanfications, administrative
and typographical modifications were
made.

SCHEDULE OF ACTIVITIES (SOA)

e Inpatient momtoring for Cycle 1
Day 15 (C1D15) has been
extended to 8 hours post dose.
Patients may be released only
after the investigator has
confirmed the participant has not
exhibited sipns and symptoms of a
cytokine reaction.

e CI1D1 2-hour timepoint has been
removed, which was relevant to
Invtravenous (IV) dosmg only,
which has been removed from the
protocol.
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In-house monitoring requirements
and IV infusion mstructions for IV
dosing have been removed from
the SOA, with removal of IV
dosing from the protocol.

Schedule of Pharmacokinetic,
Pharmacodynamic, and
Immunogenicity Assessments for
Parts 1A and 1B -footnote 7
“Blood Sample for Cytokines &
Circulating Markers (central 1ab)
and Blood sample for T cell
Immunophenotyping” clanfies
that: two (5 mL) blood samples
will be collected to 1solate serum
for central laboratory tests for
safety collected pre-dose on
C1D1.

Section 2_5 Benefit/Risk Assessment

Inpatient observation of IV dosing
was removed from the protocol.

Section 4.1 Overall Design

Clarification was added around
the Bayesian logistic regression
model (BLRM) and maximum
dose mcreases in Part 1A and 1B.

Clarification was added around
cohort size for dose level of Part
1B and Part 2.

Clarification that Part 1B wall
have at least 3 Dose Liniting
Toxicity (DLT) evaluable
participants, which was changed
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Summary of Changes and Rationale

from previous at least 2 DLT
evaluable participant.

e Figure 3: C3861001 Study
Schema was updated to reflect
number of participants in Part 1B.

e Inpatient momtoring for C1D15
has been extended to 8 hours post
dose. Patients may be released
only after the investigator has
confirmed the participant has not
exhibited signs and symptoms of a
cytokine reaction.

Section 4.3 2 Subcutaneous Route

e The protocol has been updated to
clarify the use of subcutaneous
dosing only at this time. If
intravenous dose admimistration,
ncluding intravenous dose
priming 1s going to be explored in
this study, a future protocol
amendment would occur prior to
proceeding.

Section 4.3.5 Starting Dose for
Combination Dose Finding (Part 1B)

e Clanfication added around dose
adjustments using BLRM with
respect to PF-07062119.

Section 4 3.7 Criteria for Dose Escalation

¢ Clanfication that Part 1B will
have at least 3 DLT evaluable
participants, which was changed
from previous at least 2 DLT
evaluable participant.
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* Footnote was added to Table 1 for
clanfication, 1f the 45 pg
subcutaneous (SC) Q2W dose 15
not tolerated, then a lower dose of
30 pg Q2W wia SC route will be
evaluated.

e Intra-participant dose escalation
gumdelines have been revised so
that at least 2 cycles beyond the
DLT period for the next
immediate higher dose level have
passed prior to proceeding to a
higher dose.

Section 4.3 8 Dose Limiting Toxicity
Definition

¢ The defimtion of DLT evaluable
participants have been revised to
include any participant that has a
DLT urespective of whether they
recerved all planned doses and
received the scheduled safety
assessments.

¢ DLT criteria have been clarified
for consistency.

e Grade 4 vonuting or Grade 4
diarrhea has been added as a DLT.

e Grade 3 Cytokme Release
Syndrome (CRS) event criteria
have been clarified.

Section 5.1 Inclusion Criteria

e Inclusion critenia # 2 and #3 have
been updated to include that for
Parts 1A and 1B participants must
have exhausted all FDA or local
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regulatory approved treatments
that would confer significant
clinically benefit for their disease.

Section 5.2 Exclusion Criteria

Exclusion criterion #13 has been

added to include the exclusion of
participants with active or history
of climecally significant
autommmune disease that required
systemic immunosuppressive
therapy or another medical
condition that required
immunosuppression within 2
years of treatment.

Section 6.1 Study Interventions
Admmstered

Section has been updated to
remove intravenous dose
administration and intravenous

dose priming.

Section 6.1.1 Administration

Section has been updated to
remove intravenous infusion
admimstration and mtravenous

dose priming.

Guidance on where SC mjections
should be administered was added
for clarification.

Inpatient monitoning for C1D15
has been extended to 8 hours post
dose.

Section 6.7 Dose Modification
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¢ Clanfication of dose
modifications and dosmg options
as a result of DLT have been
included.

Section 8.1.6 Injection Site Tolerability
Assessment

e Clarfication made for SC dosing
only.

Section 9.2_1 Part 1 Dose Escalation

¢ Clarification around total number
of participants in the combination
arms of Part 1B.

Section 9 4.1 Maximum Tolerated Dose
Determination

e Clanfication of the starting dose
in Part 1A (45 pg).

Section 9.4 4.1 Pharmacokinetic Analyses

¢ Pharmacokinetic (PK) parameters
mvolving I'V dosing (eg, CL and
Vss) have been removed.

Oniginal Protocol 20 August 2019

1n/a
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