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DOCUMENT HISTORY

Document Date of Issue Overall Rationale

MK-1454-002-03 20-OCT-2022 Merck Sharp & Dohme Corp. underwent an entity name and
address change to Merck Sharp & Dohme LLC, Rahway, NJ,
USA. This conversion resulted only in an entity name change and
update to the address.

MK-1454-002-02 22-JUL-2021 To update the dose modification and toxicity management
guidelines for irAEs associated with pembrolizumab.

MK-1454-002-01 05-AUG-2020 To address Health Authority requests, including to provide
rationale for minimum creatinine clearance in the eligibility
criteria, to add clarification for PD-L1 testing to the protocol, to
clarify ongoing safety monitoring during the conduct of the clinical
trial, and to provide additional clarifications.

Original Protocol 31-OCT-2019 Not applicable.
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PROTOCOL AMENDMENT SUMMARY OF CHANGES
Amendment: 03
Overall Rationale for the Amendments:

Sponsor underwent an entity name change and update to the address.

Summary of Changes Table:

Section # and Name Description of Change

Brief Rationale

Section 10.1.1 Code of
Conduct for Clinical Trials

Throughout

Title Page Sponsor entity name and address change.

Merck Sharp & Dohme Corp. underwent an entity name
and address change to Merck Sharp & Dohme LLC,
Rahway, NJ, USA. This conversion resulted only in an
entity name change and update to the address.
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1 PROTOCOL SUMMARY
1.1 Synopsis

Protocol Title: A Phase 2 Study in First Line Metastatic or Unresectable, Recurrent Head
and Neck Squamous Cell Carcinoma to Evaluate Intratumoral MK-1454 in Combination
with IV Pembrolizumab vs IV Pembrolizumab Monotherapy

Short Title: Phase 2 Study in 1L HNSCC of IT MK-1454 / MK-3475 IV vs MK-3475 IV
Acronym:
Hypotheses, Objectives, and Endpoints:

In males and females who are at least 18 years of age with metastatic or with unresectable,
recurrent HNSCC with a tumor PD-L1 IHC CPS >1:

Objectives Endpoints

Primary
Objective: To evaluate participants treated «  Objective response is a confirmed
with IT MK-1454 in combination with complete response (CR) or partial
pembrolizumab or pembrolizumab alone with response (PR)

regard to the objective response rate (ORR)
per Response Evaluation Criteria in Solid
Tumors Version 1.1 (RECIST 1.1) by
blinded independent central review (BICR).

Hypothesis (H1): IT MK-1454 in
combination with pembrolizumab results in a
superior ORR, per RECIST 1.1 based on
BICR, compared to pembrolizumab alone in
participants with tumor combined positive
scoring (CPS) >1.

Hypothesis (H2): IT MK-1454 in
combination with pembrolizumab results in a
superior ORR, per RECIST 1.1 based on
BICR, compared to pembrolizumab alone in
participants with tumor CPS >20.

The study is considered to have met its primary
objective if IT MK-1454, in combination with
pembrolizumab, results in a superior ORR, per
RECIST 1.1 based on BICR, compared to
pembrolizumab alone either in participants with
tumor CPS >1 or in participants with tumor CPS
>20.
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Objectives

Endpoints

Secondary

Objective: To evaluate participants treated
with IT MK-1454 in combination with
pembrolizumab or pembrolizumab alone with
regard to progression-free survival (PFS) per
RECIST 1.1 by BICR.

PFS, defined as the time from
randomization to the first
documented progressive disease (PD)
or death from any cause, whichever
occurs first

Objective: To evaluate participants treated
with IT MK-1454 in combination with
pembrolizumab or pembrolizumab alone with
regard to Duration of Response (DOR) per
RECIST 1.1 by BICR.

DOR, defined as the time from the
first documented evidence of CR or
PR until PD or death due to any
cause, whichever occurs first, in
participants demonstrating CR or PR

Objective: To evaluate participants treated
with IT MK-1454 in combination with
pembrolizumab or pembrolizumab alone with
regard to overall survival (OS).

OS, defined as the time from
randomization to the date of death
from any cause

Objective: To assess participants treated with
IT MK-1454 in combination with
pembrolizumab or pembrolizumab alone with
regard to the safety and tolerability of study
intervention.

Adverse events (AEs)

Discontinuing study intervention due
to an AE

Overall Design:
Study Phase Phase 2
Primary Purpose | Treatment
Indication Metastatic or unresectable, recurrent HNSCC
Population Participants with a histologically or cytologically confirmed diagnosis of
metastatic or unresectable, recurrent HNSCC with tumor CPS >1
Study Type Interventional
Intervention Parallel
Model This is a multi-site study.
Type of Control | Active control without placebo
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Study Blinding Unblinded Open-label

Blinding Roles No Blinding

Estimated The Sponsor estimates that the study will require approximately
Duration of 60 months from the time the first participant signs the informed consent
Study until the last participant’s last study-related telephone call or visit.

Number of Participants:

Approximately 200 participants will be randomized in the study, as described in Section 9.9.

Intervention Groups and Duration:

Intervention Intervention
Groups Group Dose Dose Route of Treatment
p Name Drug Strength | Frequency | Administration Period Use
MK QIW x 6, Intratumoral Experimental
Arm 1 1454 then Q3W Up to 35
13\11;5 200 mg Q3w Intravenous cycles Experimental
Arm 2 13\11;5 200 mg Q3w Intravenous Ucl;cts(l)eis Comparator
Q1W  once each week; Q3W  once every 3 weeks
Other current or former name(s) or alias(es) for study intervention(s) are as
follows: MK-3475 pembrolizumab KEYTRUDA®.
Total 2 arms
Number
Duration of | Each participant will participate in the study for up to approximately 2 years
Participation | from the time the participant signs the informed consent form (ICF) through
the final contact. After a screening phase of up to 28 days, each participant
may receive assigned intervention for up to approximately 35 cycles. After
the end of treatment, each participant will be followed up for 30 days for the
occurrence of AEs and spontaneously reported pregnancy. All participants
will be followed by telephone for OS until death, withdrawal of consent, or
end of the study.
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Study Governance Committees:

Steering Committee No

Executive Oversight Committee No

Data Monitoring Committee No

Clinical Adjudication Committee No

Stage Gate Review Committee Yes

Study governance considerations are outlined in Appendix 1.

Study Accepts Healthy Volunteers: No

A list of abbreviations used in this document can be found in Appendix 10.
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1.2 Schema

The study design is depicted in Figure 1.

Figure 1  Study Schema

Randomize 1:1

End of Treatment

CPS = combined positive score; ECOG = Eastern Cooperative Oncology Group; HNSCC = head and neck
squamous cell carcinoma; HPV = human papilloma virus; IT = intratumoral; IV = intravenous; PD-L1 =
programmed cell death ligand 1; Q1 W = once each week; Q3W = once every 3 weeks.
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1.3 Schedule of Activities
1.3.1 Schedule of Activities for Screening for All Participants
Stu.d?f Period Screening Notes
Visit Days -28 to -1
Administrative Procedures
Informed consent must be documented prior to performing any protocol specific procedures. Tests performed prior to
Informed Consent X . - . o . .
consent as part of routine clinical management are acceptable if performed within the specified timeframe.
Informed Consent for FBR (Optional) X Consent for FBR is not required to participate in the study.
Inclusion/Exclusion Criteria X
Participant Identification Card X Participant identification card to be updated with treatment number at the time of treatment randomization.
Demographics and Medical History X
Current Disease Details X
Prior Treatment for Head and Neck Cancer X
Mutational Status / Tumor Genetic X Tumor genetic alteration(s) per standard of care, by history if available, as determined by local testing results
Alteration(s) (eg, MSI, dIMMR).
Prior Medication X
Clinical Procedures/Assessments
Tumor Imaging, RECIST 1.1, and X Baseline tumor imaging (CT or MRI) and/or medical photography of cutaneous lesions should be performed within
iRECIST Response Assessment 28 days prior to the date of enrollment and submitted to the iCRO for confirmation of measurable disease (allow
Medical Photography (Cutaneous Lesions) X 14 days). Please refer to Imaging Manual for detailed information.
Full Physical Examination X
Vital Signs X Vital signs include heart rate, respiratory rate, 02 saturation, blood pressure, and temperature.
Weight and Height X Height will only be measured at screening.
ECOG performance status X To be performed within 7 days prior to the first dose of study intervention.
12 Lead Electrocardiogram (Local) X
All AEs that occur after the consent form is signed but before treatment allocation must be reported by the investigator
AE Monitoring X if the event causes the participant to be excluded from the study or is the result of a protocol specified intervention.

There is to be continuous AE reporting from the time of treatment allocation.
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Study Period Screening
. Notes
Visit Days -28 to -1
Laboratory Procedures/Assessments - LOCAL
CBC with Differential X
Chemistry Panel X Perform these screening clinical laboratory tests, with exception of hepatitis and thyroid testing, within 7 days prior to
PT or INR and PTT or aPTT X the first dose of study intervention.
LDH. GGT X Participants on anticoagulant therapy should be monitored throughout the study with PT or INR and PTT or aPTT as
. clinically indicated.
Urinalysis X
Thyroid Function (TSH, T3, FT3, T4, FT4) X Thyroid function: Total T3 and Total T4 are preferred over FT3 and FT4.

Pregnancy test for WOCBP only (urine or Perform within 7 days prior to C1D1. Urine pregnancy test to be performed as indicated; if test is positive or cannot be

X confirmed as negative, a serum pregnancy test is required. Additional pregnancy testing can be conducted if required
serum B hCG) ; oo >,
by local regulations or if clinically indicated.
HIV, Hepatitis B and C Screen % Acceptable to be based on history unless testing is required by local regulation. Include HCV antibody or HCV RNA

(qualitative) and HBsAg.

Pharmacokinetics/Pharmacodynamics/Future Biomedical Research/Biomarkers

Archival or newly obtained tissue will be collected from participants with oropharyngeal cancer to be tested for HPV
status for stratification, if HPV status was not previously determined by IHC P16 testing according to the Procedures

Tumor Tissue for HPV Status X Manual. If test method is not available locally, sample is to be sent to the central laboratory at least 14 days prior to
randomization. A single sample may be obtained for testing for HPV and assessing PD L1 status.
Archival or newly obtained tissue will be collected from all participants for testing by central laboratory. Sample is to
Tumor Tissue for PD L1 Status X be sent to the central laboratory at least 14 days prior to randomization. This tissue sample will be analyzed using the

IUO version of the US FDA approved PD L1 IHC 22C3 kit to confirm the PD L1 CPS >1 status for eligibility and for
stratification by CPS (>1 to <20 vs. >20).

Abbreviations: AE  adverse event; aPTT activated partial thromboplastin time;  hCG B human chorionic gonadotropin; C1D1  Cycle 1 Day 1; CBC complete blood
count; CPS  combined positive score; CT  computed tomography; ctDNA  circulating tumor deoxyribonucleic acid; AIMMR  deficient mismatch repair; ECOG Eastern
Cooperative Oncology Group; FBR future biomedical research; FDA  Food and Drug Administration; FT3  free triiodothyronine; FT4  free thyroxine; GGT gamma
glutamyl transpeptidase; HBsAg Hepatitis B surface antigen; HCV  hepatitis C virus; HIV  human immunodeficiency virus; HPV  human papilloma virus;; iCRO  imaging
contract research organization; [HC  immunohistochemistry; INR  International Normalized Ratio; iRECIST modified RECIST 1.1 for immune based therapeutics;

IUO Investigational Use Only; LDH lactate dehydrogenase; MRI  magnetic resonance imaging; MSI  microsatellite instability; PD L1 programmed cell death ligand 1;
PT prothrombin time; PTT partial thromboplastin time; RECIST 1.1 Response Evaluation Criteria in Solid Tumors; version 1.1; RNA  ribonucleic acid;

T3 triiodothyronine; T4 thyroxine; TSH thyroid stimulating hormone; US ~ United States; vs.  versus; WOCBP  women of childbearing potential.
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1.3.2 Schedule of Activities for the Treatment Period for Arm 1 (Combination Therapy: IT MK-1454 + IV
Pembrolizumab)
Study Period: Combination Treatment Phase (3-Week Cycles) Notes
Cycle 4
(Tj; catment. Cycle 1 Cycle 2 Cycle 3 and
Beyond
Treatment Days: 1 8§ |15 1 8 [ 15 1 1
Scpeduled Day and 43 |3 |3 |33 23 43 43
Window:
Administrative Procedures
Informed Consent X Additiongl consent is required for treatment beyond disease
progression.
Prior/Concomitant
Medication Review X XX | X | X|X X X
.. Participant identification card to be updated with
Participant . . . .
Identification Card X treatmer.lt/ra.mdomlzatlon number at the time of intervention
randomization.
Treatmept . X Treatment must occur within 72 h of intervention randomization.
Randomization
MK-1454 On days when both MK-1454 and pembrolizumab are to be
Administration/ X X | X | X | X X X X administered, MK-1454 will be administered within 0.5 to 4 h after
Dispensing completion of pembrolizumab IV infusion.
Pembrolizumab
Administration/ X X X X See Pembrolizumab Pharmacy Manual.
Dispensing
Efficacy Procedures
Tumor imaging (CT or MRI) and medical photography (for cutaneous
lesions) to be performed 6 weeks (42-49 days) after the first dose, and
Tumor Imaging, then every 6 weeks (42 days =+ 7 days) for the first year, then every
RECIST 1.1, 9 weeks (63 days + 7 days) thereafter. Imaging schedule should follow
iRECIST, and/or X X calendar days and should not be adjusted for delays in cycle starts.
itRECIST Response Continue imaging schedule until confirmed disease progression,
Assessment discontinuation from study, or start of new anticancer treatment.
Medical photography can be performed more often as medically
warranted.
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Study Period: Combination Treatment Phase (3-Week Cycles) Notes
Cycle 4
Treatment
Cycle/Title: Cycle 1 Cycle 2 Cycle 3 and
Beyond
Treatment Days: 1 8 |15 1 8 [ 15 1 1
Scpeduled Day and 43 |3 |3 |33 23 43 43
Window:
Medical Photography X X
(Cutaneous Lesions)
Safety Procedures
Dlrect.ed Phys1cal X x X X
Examination
Weight X X X X
Vita