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List of abbreviations

Abbreviation Definition

2L+ Second-line therapy or later

ADA Antidrug antibodies

ADR(s) Adverse drug reaction(s)

AE(s) Adverse event(s)

AEOSI Adverse event(s) of special interest
AJCC American Joint Committee on Cancer
APaT All Participants as Treated

cHL Classical Hodgkin Lymphoma

CI Confidence interval

CRC Colorectal cancer

cSCC Cutaneous squamous cell carcinoma
CSR Clinical Study Report

DCO Data cutoff

DMFS Distant metastasis-free survival
dMMR Mismatch repair deficient

EC Endometrial carcinoma

ECso Half-maximal effective concentration
ECOG Eastern Cooperative Oncology Group
EORTC European Organisation for Research and Treatment of Cancer
ESMO European Society for Medical Oncology
EU European Union

FDA Food and Drug Administration

GEJ] Gastro-esophageal junction

HCC Hepatocellular carcinoma

HNSCC Head and neck squamous cell carcinoma
HR Hazard ratio

IFN Interferon

IgG Immunoglobulin G

IL-2 Interleukin-2

ITT Intent-to-treat

KM Kaplan-Meier

LN+ Lymph node positive

mADb Monoclonal antibody

MCC Merkel cell carcinoma
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Abbreviation Definition

MSI-H Microsatellite instability-high

MSS Melanoma-specific survival

NCCN National Comprehensive Cancer Network
NSCLC Non-small cell lung carcinoma

(O) Overall survival

PD-1 Programmed cell death-1

PD-L1 Programmed cell death ligand 1
PD-L2 Programmed cell death ligand 2

PK Pharmacokinetic(s)

PMBCL Primary mediastinal large B-cell lymphoma
PRFS2 Progression/recurrence-free survival 2
Q3w Every 3 weeks

RCC Renal cell carcinoma

RFS Recurrence-free survival

RSD Reference Safety Dataset

SAE(s) Serious adverse event(s)

SCLC Small cell lung carcinoma

SLN Sentinel lymph node

TMB-H Tumour mutational burden-high

uc Urothelial carcinoma

us United States
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1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Merck Sharp & Dohme B.V.
submitted to the European Medicines Agency on 27 July 2021 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include the adjuvant treatment of adults and adolescents aged 12 years and
older with Stage IIB, Stage IIC or stage III melanoma and to include the treatment of adolescents
aged 12 years and older with advanced melanoma for Keytruda; as a consequence, sections 4.1, 4.2,
and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance. Version 36.1 of the
RMP has also been submitted.

The variation requested amendments to the Summary of Product Characteristics and Package Leaflet
and to the Risk Management Plan (RMP).
Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included (an) EMA Decision(s)
P/0043/2018 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0043/2018 was completed.

Information relating to orphan market exclusivity

Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the MAH did not submit a critical report addressing the possible similarity with authorised
orphan medicinal products because there is no authorised orphan medicinal product for a condition
related to the proposed indication.

Scientific advice

The MAH received Scientific Advice from the CHMP on 18 October 2018
(EMEA/H/SA/2437/26/2018/11). The Scientific Advice pertained to clinical aspects and in relation to
paediatric development of the dossier.

1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Armando Genazzani Co-Rapporteur: Jan Mueller-Berghaus
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LM EEDIE Actual dates

Submission date

Start of procedure

CHMP Rapporteur’s preliminary assessment report circulated on
PRAC Rapporteur’s preliminary assessment report circulated on
CHMP Co-Rapporteur’s Critique circulated on

PRAC RMP advice and assessment overview adopted by PRAC
Updated CHMP Rapporteur’'s assessment report circulated on
Request for supplementary information adopted by the CHMP on
MAH's responses submitted to the CHMP on

CHMP Rapporteur’s preliminary assessment report on the MAH’s responses
circulated on:

2nd request for supplementary information adopted by the CHMP on

27 July 2021

14 August 2021

8 October 2021

12 October 2021
20 October 2021
28 October 2021

4 November 2021
11 November 2021
15 December 2021
4 February 2022

24 February 2022

MAH's responses submitted to the CHMP on 17 March 2022

CHMP Rapporteur’s preliminary assessment report on the MAH’s responses 26 April 2022
circulated on
Updated CHMP Rapporteur’s assessment report on the MAH’s responses 13 May 2022
circulated on
CHMP opinion adopted on 19 May 2022

2. Scientific discussion

2.1. Introduction

Within the remit of the current type II variation, the MAH is seeking extension of indication for
Keytruda in the adjuvant setting of stage IIB and IIC melanoma for both adolescents aged 12 years
and older and adults, and is pursuing a paediatric indication encompassing adolescents aged 12 years
and older for the already licensed use of Keytruda as adjuvant therapy in stage III melanoma and as
treatment of advanced melanoma.

2.1.1. Problem statement

Disease or condition

The current application pertains to the treatment of melanoma in both adults (stage IIB and IIC) and
adolescents aged 12 years and older (stage IIB, IIC, III and advanced stage):

- KEYTRUDA as monotherapy is indicated for the adjuvant treatment of adults and adolescents aged
12 years and older with Stage IIB, Stage IIC or with-Stage III melanoma and kymphrede-
invelvrement-who have undergone complete resection.

- KEYTRUDA as monotherapy is indicated for the treatment of adults and adolescents aged 12
years and older with advanced (unresectable or metastatic) melanoma-in—adults.
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Epidemiology and risk factors, screening tools/prevention

The worldwide incidence of melanoma has increased rapidly over last decades among white
populations, especially in people older than 60 years of age. In Europe, the incidence rate is < 10-25
new cases over 100,000 habitants. In the paediatric population melanoma occurs with rare frequency
especially in youngest children but the incidence of disease increases by age with an estimated rate of
10.4 per million in the 15-19 year olds. While cases are expected to substantially augment in the older
population, the most recent epidemiology data indicate a stabilisation of melanoma incidence in the
youngest, possibly due to the favourable influence of public campaigns to promote healthy sun
exposure behaviours. Indeed, the main exogenous risk factor for melanoma is UV exposure, while
inherited conditions including melanocortin-1 receptor (MC1R) variants or phenotypes characterised by
high numbers of common naevi or presence of congenital naevi are recognised predisposing factors.
Similar considerations apply to the majority of paediatric melanoma that are sporadic and mostly
related to UV-mediated DNA damage.

Biologic features, aetiology and pathogenesis

Melanoma is a malignant tumour that arises from melanocytes and primarily involves the skin. It is
classified as melanoma in situ when confined within the epidermis, or invasive when atypical
melanocytes progressively invade into the dermis.

The 4th edition, 2018 of the WHO classification of skin tumours distinguishes melanoma subtypes based
on the pathway concept of melanoma pathogenesis and its association with sun-exposed skin that
consequently determines the genetic hallmark of lesions.
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Classification of melanomas, including epidemiological, clinical,
pathological, and common genomic features. Adapted from [29].

Type of UVR

Subtype of

Affected genes

exposure/CSD melanoma
Low-CSD SSM BRAF V600 E/K or NRAS
melanoma CDKN2A
TP53
SWI/SNF
TERT
High-CSD LMM NF1, NRAS, BRAF, KIT
melanoma Desmoplastic CDKN2A
melanoma TP53
SWI/SNF
TERT

Low to no UVR
exposure (or
variable/
incidental)

Spitz melanoma

Acral melanoma
Mucosal
melanoma
(genital, oral,
sinonasal)

Uveal melanoma

Melanoma arising
in congenital
naevus
Melanoma arising
in blue naevus

HRAS, ROSI, NTRKI,
NTRK3, ALK, RET, MET,
BRAF,

CDKN2A,

TERT

NRAS, KIT, NF1,
SPREDI, BRAF, CCND],
ALK, ROS1, RET,
NTRKI,

CDKN2A, CDK4, TP53,
SWI/SNF,

TERT

GNAQ, GNALI,
CYSLTR2, PLCB4,
BAPI,

SF3B1, EIF1AX

NRAS

GNAQ, GNAII,
CYSLTR2,
BAPI, SF3BI, EIFIAX

CSD = Cumulative sun damage.

Four histology-based melanoma subtypes are also described, including superficial spreading melanoma
(SSM, 41%), nodular melanoma (NM, 16%), lentigo malignant melanoma (LMM, 2.7-14%) and acral
lentiginous melanoma (ALM, 1-5%). Of note, distinction of different subtypes, either based on UV-
exposure relationship or pure histology features does not provide prognostic indications and is not
considered in the current tumour staging system. Indeed, the eighth edition AJCC Cancer Staging
Manual offers a clinical and pathological classification of lesions based on thickness, ulceration, and
level of metastization as these features have been identified as major prognostic factors.

Paediatric melanoma is conventionally distinguished into three main categories, including conventional
melanoma (CM), melanoma arising in congenital nevi (CNM), and spitzoid melanoma.

CMs show a high rate of single nucleotide variations (SNVs) that are characteristic of UV damage and
displays a high rate of genetic similarities with adult melanoma. On the contrarily, there is evidence
that melanoma arising in CNMs shows a lower frequency of UV-related mutations, possibly due to a
higher baseline risk. Spitzoid melanoma refers to malignant nature of spitz tumours, as defined by
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large epithelioid melanocytes resembling those found in Spitz nevi. They may be challenging to classify
since the histopathologic features that are commonly taken as indicators of malignancy, such as
nuclear atypia, scatter of melanocytes in the upper epidermis, poor maturation within the dermis, deep
extension, and deep dermal mitoses, are not uncommonly seen in Spitz tumours with benign biologic
behavior [4]. The 2018 WHO classification of skin tumours introduced the concept of Spitz melanoma
(malignant Spitz tumour) as a melanoma subtype that not only has the morphologic features of Spitz
tumours, but also has their genetic hallmarks. The 8t Edition AJCC Cancer Staging Manual also applies
to paediatric melanoma.

The comparison between adult and paediatric melanoma is challenging given the poorly investigated
biology and pathogenesis of disease in the paediatric setting. Controversial findings have been
reported in terms of prognostic values in the young age categories for histopathological hallmarks such
as ulceration and thickness (see below section), differences in primary site of lesions between adults
and adolescents have been described, as well as stage at diagnosis and tumour subtypes. Overall, a
distinct biological behaviour of melanoma in adults and young has been described that need to be
accounted for. Nevertheless, it should be considered that clinical features associated to the youngest
age including the different reactivity of the immune system and consequent cancer surveillance are
considered to favourably impact on clinical prognosis and survival.

Clinical presentation, diagnosis <and stage/prognosis

About 90% of melanomas are diagnosed as primary tumours without metastasis, with a 10-year-survival
rate of 75-95%. Site of lesions in adults more often involves the head and neck.

Stratification of patients into classes of risks as based on the eighth edition AJCC Cancer Staging
guides melanoma clinical management. Stage IIB and IIC, which the current application refers to for
the adult indication, identifies high-risk primary tumours (NO, M0) with lesions >2-4 mm of thickness
and ulcerated (T3b), or > 4 mm thickness either with or without ulceration (T4a and T4b). Stage IIC is
considered more aggressive than IIB and displays a prognosis similar to Stage IIIB. Their prognosis is

illustrated in the figures below:
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FIGURE 6. FIGURE 7.

Kaplan-Meier Melanoma-Specific Survival Curves According to T Category Stage Group Kaplan-Meier Melanoma-Specific Survival Curves According to Stage IIT Subgroups From
for Patients With Stage I and IT Melanoma From the Eighth Edition International Melanoma  the Eighth Edition International Melanoma Database.

Database. Patients with NO melanoma were filtered, so that patients with T2+ melanoma

were included only if they had negative sentinel lymph nodes, whereas those with TINO

melanoma were included regardless of whether they underwent sentinel lymph node biopsy.

Similar to adults, primary lesions are the most frequent clinical presentation of melanoma in
adolescent patients aged 12 years and older; however, sites of lesions are different since they more
often involve the trunk, especially in males, and extremity in females.

The prognostic role of age, gender, tumour thickness, ulceration, and sentinel lymph node status is less
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characterised than in adult disease. Specifically, the association between thickness and survival is
controversial. Tumour thickness and ulceration are strong predictors of sentinel lymph node metastases
among children. Similar to adults, a positive sentinel lymph node is associated with poorer prognosis. A
diagnosis of spitzoid melanoma confers a better prognosis than conventional melanoma due to a lower
frequency of recurrence and metastatization with lethal outcomes than adult-like lesions.

In addition to the melanoma-specific differences in terms of cancer behaviour, it should be considered
that the immune system reactivity diminishes with age, thus accounting for an immune system
surveillance that is reduced in older populations compared to youngest individuals. The immunological
response represents a biological factor that is believed to contribute to a better prognosis of melanoma
in paediatric ages. This is an important aspect to consider in the context of a treatment that aims at
boosting immune-mediated responses against tumour progression.

Management

Systemic therapies licensed for the treatment of cutaneous melanoma are summarised in the following
table:

Currently Approved Therapies for Adjuvant Treatment of Melanoma

Drug

FDA-approved Indication

EU-approved Indications

Pembrolizumab

Adjuvant treatment of patients with
melanoma with involvement of lymph
node(s), after complete resection

As monotherapy is indicated for
the adjuvant treatment of adults
with Stage 11l melanoma and
lymph node involvement who
have undergone complete
resection.

Nivolumab

Adjuvant treatment of patients with
melanoma with lymph node involvement or
metastatic disease who have undergone
complete resection®

As monotherapy is indicated for
the adjuvant treatment of adults
with melanoma with involvement
of lymph nodes or metastatic
disease who have undergone
complete resection. ©

Ipilimumab

Adjuvant treatment of patients with
cutancous melanoma with pathologic
involvement of regional lymph nodes of
more than 1 mm who have undergone
complete resection, including total
lymphadenectomy®

Not approved for adjuvant
treatment of melanoma !

Dabrafenib/trametinib

Adjuvant treatment of patients with
melanoma with BRAF V600E or V600K
mutations, as detected by an FDA-approved
test, and involvement of lymph node(s). after
complete resection®

Adjuvant treatment of adult
patients with Stage I11 melanoma
with a BRAF V600 mutation,
following complete resection &

Interferon-alfa-2b

Adjuvant to surgical treatment in patients 18
years of age or older with malignant
melanoma who are free of disease. but at
high-risk for systemic recurrence, within 56
days of surgery*

As adjuvant therapy in patients
who are free of disease after
surgery, but are at high-risk of
systemic recurrence, e.g., patients
with primary or recurrent (clinical
or pathological) lymph node
involvement '

With particular reference to the treatment of primary melanoma Stage IIB and IIC, surgical resection
with a sentinel lymph node biopsy (SNB) represents the first-line approach. In the event of a negative
SNB, follow-up with active surveillance for recurrence is the solely recommended action to be
undertaken accordingly with the most recent guidelines. It is estimated that 90% of relapse occurs
during the first 5 years post-surgery, which is therefore considered the most critical period for
monitoring. Adjuvant systemic therapy is contemplated at relapse.
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Treatment in adolescents relies upon surgical strategies. Adjuvant systemic therapies are currently not
licensed in Europe. For the treatment of the advanced (unresectable or metastatic) stage, the only
approved drug concerns ipilimumab as monotherapy. It is however noted that this treatment in the
respective adult disease has been replaced by the available PD-1 inhibitors owning a better efficacy
and safety profile.

REFERENCES
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2.1.2. About the product

Keytruda (pembrolizumab) is a humanized mAb IgG4/kappa isotype with a PD-1 blocking activity. The
resulting prevention of interaction between PD-1 and its ligands PD-L1/2, leads to a stimulation of the
immune-mediated anti-tumour activity mediated by T cell lymphocytes. Pembrolizumab also modulates
the level of IL-2, TNFa, IFNy, and other cytokines. The antibody potentiates existing immune
responses in the presence of antigen only; it does not non-specifically activate T cells.

Pembrolizumab is currently approved in EU as monotherapy and in combination with chemotherapy for
the treatment of different cancer types (i.e. melanoma, NSCLC, RCC, HNSCC, urothelial cancer, cHL
and MSI-H mCRC). With particular reference to the management of melanoma, the granted license
reads as follows:

KEYTRUDA as monotherapy is indicated for the treatment of advanced (unresectable or metastatic)
melanoma in adults.

KEYTRUDA as monotherapy is indicated for the adjuvant treatment of adults with Stage III melanoma
and lymph node involvement who have undergone complete resection (see SmPC section 5.1).

2.1.3. The development programme/compliance with CHMP
guidance/scientific advice

Scientific advice (SA) was received pertaining to the clinical development of Keytruda as adjuvant
treatment in Stage II melanoma, including the paediatric indication.

The CHMP recommended an application based on IA2 of Study Keynote-716 to allow for sufficient data
maturity. RFS was noted to be an acceptable endpoint in the adjuvant setting. However, in order to
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support sound conclusions on efficacy and to address the strategic aspect of early therapy (adjuvant)
versus late treatment (at recurrence), inclusion of PRFS2 data was also advised.

Regarding the paediatric indication, the CHMP emphasised the concern on long-term safety sequaelae
related to pembrolizumab toxicity profile, and the limited data on efficacy available in adolescents with
advanced melanoma at the time of SA application. In the current submission, the numerosity of the
paediatric sample size remains limited to 2 patients in the pivotal KEYNOTE-716 (one patient in each
treatment arm) and 8 subjects enrolled in study KEYNOTE-051, which is described in the agreed PIP
for which a positive compliant report has been issued (PIP decision number: P/0043/2018).

2.1.4. General comments on compliance with GCP

The MAH stated that all studies were conducted according to current standard research approaches
and following appropriate GCP standards and considerations for the ethical treatment of human
participants that were in place at the time the studies were performed

2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by
the CHMP.

2.2.1. Ecotoxicity/environmental risk assessment
Keytruda is a protein and is therefore exempt from the ERA requirements. This is compliant to the

current Guideline on the Environmental Risk Assessment of Medicinal Products for Human Use
(EMEA/CHMP/SWP/4447/00).

2.3. Clinical aspects

2.3.1. Introduction

GCP

The Clinical trials were performed in accordance with GCP as claimed by the MAH.

The MAH has provided a statement to the effect that clinical trials conducted outside the community
were carried out in accordance with the ethical standards of Directive 2001/20/EC.
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. Tabular overview of clinical studies

Clinical Development Program for Pembrolizumab for Adjuvant and Combination Studies in
Melanoma: Ongoing Studies

Study Number/ Primary
Status Design Population Dosage, Regimen Endpoint(s)
KEYNOTE-555 Phase 1, open- | Participants with  advanced | Cohort A (6 treatment groups): ORR (Cohort
Ongoing, label, melanoma B only)
enrollment randomized, Cycles 1-3
complete crossover,
bioavailability and 200 mg IV Q3W, 130 mg/mL SC
safety study Q3WwW, and 1§5 mg/mL sc Q3W
for pembrolizumab, given in
different sequences over 3 cycles
(6 possible treatment sequences)
Cycles 4-35
200 mg v Q3w for
pembrolizumab
Cohort B:
Cycles 1-18
400 mg v Q6w for
pembrolizumab
MK-1308-001 Phase 1/2, open- | Participants with Cohorts 1, 2, 3: ORR (efficacy
Ongoing label, Dose-escalation, Cohorts 1, 2, expansion
nonrandomized, and 3: advanced/metastatic | Cycle 1: single dose of 25, 75, or | °™Y)
Zomb'”at'cl’”t, , | sotd tumour 200 mg for MK-1308
ose-escalation (except NSCLC for Cohorts 2 .
dose confirmation and 3) C2-C5: 25, 75, or 200 mg Q3W
+ efficac for MK-1308 + 200 mg Q3W for
. Y | Dose confirmation, Arms A, B, C, pembrolizumab
expansion study and E:
’ . C6 and thereafter: 200 mg Q3W
1L, advanced/metastatic .
for pembrolizumab
NSCLC
Dose confirmation, Arm D: )
2L+ advanced/metastatic Arms A, B.C, D, E:
SCLC 25, 75, or 200 mg Q3W or Q6W
Efficacy expansion, Arms F and for MK-1308
G: PD-1-refractory, Stage
III/IV melanoma 200 mg Q3W for pembrolizumab
Cohorts F, G:
Cohort F: 25 mg Q6W for
MK-1308 + 400 mg Q6W for
pembrolizumab
Cohort G: 25 mg Q6W for
MK-1308
MK-7902-004 / | Phase 2, open- | Participants with unresectable | 200 mg/kg Q3w for | ORR
E7080-G000-225 label, single-arm | Stage III or Stage IV melanoma | pembrolizumab
(LEAP-004) study previously exposed to an anti-
Ongoing, PD-1/L1 agent 20 mg qd for lenvatinib
enrollment
complete
KEYNOTE-053 Phase 3, | Participants with complete | Pembrolizumab 200 mg IV Q3W | OS
(SWOG 1404) multicenter, resection of Stage IIIA (N2A), | for up to 1 year or | RFS
Ongoing, randomized study | IIIB, IIIC, or IV melanoma physiciap/participant choice of 0S in PD-L1-
enroliment either high-dose IFN-alfa-2b or positive
complete IPT 10 mg/kg subgroup

Assessment report
EMA/574905/2022

Page 14/128



Study Number/ Primary
Status Design Population Dosage, Regimen Endpoint(s)
KEYNOTE- Phase 3, double- | Participants with completely | Part 1, adjuvant therapy: RFS
054/EORTC blinded, placebo- | resected, Stage III (IIIA, ITIB, or | 200 mg Q3W for pembrolizumab | RFS in PD-
protocol 1325-MG controlled, IIIC) metastatic  cutaneous Matching placebo (saline | L1-positive
Ongoing, randomized melanoma solution) Q3W subgroup
enrollment study, with
complete crossover or Part 2, crossover _to _or
rechallenge rechallenge with pembrolizumab:
200 mg Q3W for pembrolizumab
MK-7902- Phase 3, | Participants with unresectable | 200 mg Q3W for pembrolizumab PFS, OS
003/E7080-G000- randomized, Stage III or Stage IV melanoma,
312 (LEAP-003) placebo- no prior systemic therapy, not 20mg qd for lenvatinib or
Ongoing controlled, amenable to local therapy matching placebo
enroliment parallel-group,
complete do'uble-bllnded,
efficacy and
safety study, with
extension portion
of study in China
KEYNOTE-716 Phase 3, double- | Participants  with surgically | Part 1, adjuvant treatment: RFS
Ongoing blinded (Part 1) | resected, high-risk, Stagell | »0q mg Q3W (adult) or 2 ma/kg
enroliment and unblinded | melanoma Q3W up to a maximum of
complete (Part 2), placebo- | one stratum for paediatric 200 mg Q3W (paediatric) for
controlled, participants (aged 12-17 years) pembrolizumab
randomized, and 3 strata for adult | placebo (saline solution) Q3W
parallel-group participants (aged 18 years and
study, with | older) defined by T-stage (T3b,
crossover or re- | T4a, and T4b) Part 2, crossover to or re-
challenge. challenge with pembrolizumab
200 mg Q3W (adult) or 2 mg/kg
Q3W up to a maximum of 200 mg
Q3w (paediatric) for
pembrolizumab
KEYMAKER-U02 Phasel/2, open- | Substudies PD-1 Arm 1: MK-7684 200 mg Q3W+ | Adverse
Ongoing label, rolling-arm, | 02 A refractory pembrolizumab 200 mg Q3W Events,
umbrella platform melanoma Study-
design of Arm 1 and Arm 2: intervention
investigational discontinuati
agents with or Arm 1: MK'BOS 25mg QW + | o due to
without pembrolizumab 400 mg Q6W AEs.
pembrolizumab Arm 2: lenvatinib 20 mg qd + | Objective
or 400 mg Q6W response: CR
pembrolizumab or PR
alone in Arm 2: lenvatinib 20 mg qd +
participants  with pembrolizumab 400 mg Q6W
melanoma: Substudies 1L Arm 1: MK-7684 200 mg Q3W + | Adverse
02B advanced pembrolizumab 200 mg Q3W Events,
melanoma Study-
Arm 3 and Arm 4: intervention
MK-1308A, which is the | discontinuati
coformulation of | ONS due to
pembrolizumab + MK-1308 AES_' )
Objective
Q6W: MK-1308 25mg + response: CR
pembrolizumab 400 mg or PR
Arm 4: lenvatinib 20 mg qd
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Study Number/ Primary

Status Design Population Dosage, Regimen Endpoint(s)
Substudy 02C | Participants Arm 1: MK-7684 200 mg Q3W + | Adverse
with Stage III | pembrolizumab 200 mg Q3W Events,
melanoma who Study-

are candidates intervention

Arm 2: V937, 3 x 108 TCID50 +

for . pembrolizumab 200 mg Q3W discontinuati
neoadjuvant ons due to
therapy AEs.
pCR
Substudy 02D | Cohort 1: PD-1 | Arm 1: Adverse
naive Cohort 1, Cohort 2: MK-1308A, | Events,
which is the coformulation of | Study-
Cohort 2: PD-1 pembrolizumab + MK-1308 In_terve.nt|on.
exposed Q6W: MK-1308 25mg + | discontinuat
i ons due to
pembrolizumab 400 mg
AEs.
Objective
Arm 1 and Arm 2: Cohort 1, | response: CR
Cohort 2 or PR

lenvatinib 20 mg qd

1L=first-line therapy; 2L+=second-line therapy or later; AEs=adverse events; AJCC=American Joint Committee on Cancer;
AUC=area under the concentration-time curve; BRAF=proto oncogene BRAF; CR=complete response; DCR=disease control rate;
DOR=duration of response; DLT=dose-limiting toxicity; RFS=distant metastasis-free survival; ECOG=Eastern Oncology
Cooperative  Group; EORTC=European Organisation for Research and Treatment of Cancer; IFN=interferon;
IHC=immunohistochemistry; IPI=ipilimumab; irPFS=immune-related progression-free survival; irRECIST=immune-related
Response Evaluation Criteria in Solid Tumours; IV=intravenous; LDH=lactate dehydrogenase; MEL=melanoma; MTD=maximum
tolerated dose; NSCLC=non-small cell lung cancer; ORR=o0bjective response rate; OS=overall survival, pCR=pathological
complete response; PD-1=programmed cell death 1; PD L1=programmed cell death ligand 1; PEG-IFN=pegylated interferon;
PFS=progression-free survival; PO=per os (orally); PR=partial response; PS=performance status; qd=once daily; Q2W=every
2 weeks; Q3W=every 3 weeks; Q6W=every 6 weeks; Q12W=every 12 weeks; RCC=renal cell carcinoma; RECIST=Response
Evaluation Criteria in Solid Tumours; RFS=recurrence-free survival; RP2D=recommended Phase 2 dose; RR=response rate;
SC=subcutaneous; SD=stable disease; TCID50=median tissue culture infectious dose; TTR=time to response.

2.3.2. Pharmacokinetics

KEYNOTE-716 is an ongoing, randomized, placebo-controlled, Phase 3 study to evaluate the efficacy
and safety of pembrolizumab for the adjuvant treatment of adult and paediatric (12 years and older)
patients with completely resected Stage IIB and IIC melanoma, and a negative SLN biopsy.

A total of 976 participants, 12 years and older (including 2 paediatric participants, one in the placebo
arm), were randomized to pembrolizumab or placebo q3w in a 1:1 ratio.

This application is supported by the results of KEYNOTE-054 to provide context for understanding the
efficacy and safety of adjuvant pembrolizumab therapy and by extrapolation from adult to paediatric
(>12 years of age) melanoma based on similar biology and treatment paradigm to adult melanoma as
well as PK and safety data from KEYNOTE-051 for paediatric participants with advanced melanoma.

KEYNOTE-051 is a nonrandomized, open-label, single-arm, combined Phase 1 and Phase 2 (Part I and
Part II) study to evaluate the PK, PD, toxicity, safety, and antitumour activity of pembrolizumab in
paediatric participants aged 6 months to less than 18 years with advanced melanoma or a PD-L1
positive advanced, relapsed or refractory solid tumour or lymphoma.

Part I (dose finding and dose confirmation) has been completed. Part I also evaluated the safety, PK,
PD, toxicity, and preliminary efficacy of pembrolizumab. Part II (tumour cohort expansion at the RP2D)
is ongoing and further evaluates the safety and efficacy at the established RP2D. The study has been
conducted at 51 centres in 12 countries for approximately 6 years.

In KEYNOTE-716 participants with resected, Stage IIB and IIC melanoma received adjuvant
pembrolizumab 200 mg g3w (adult dose) or 2 mg/kg up to a maximum of 200 mg q3w (paediatric dose).
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Pembrolizumab PK in adults has been characterised within the previous applications, therefore in the
present variation only the extrapolation to paediatric patients (>12 years old) has been discussed.

Paediatric populations

As novel therapies for adults with melanoma have led to dramatically improved outcomes, treatment
options for paediatric patients with high-risk and advanced melanoma are still limited. Due to the rarity
of melanoma in younger age groups, recruitment into clinical trials is often hampered and relevant
data are scarce. KEYNOTE-716 was open to recruitment of patients aged 12 years and older and 2
adolescent participants were enrolled.

This application is supported by the extrapolation from adult to adolescent melanoma based on the
following:

(a) similarity of melanoma disease biology between adults and paediatric patients aged 12 to 17 years,
and (b) similar pharmacology of drug effect and similar exposure-response for efficacy and safety.

The paediatric dose of pembrolizumab is well-established and is approved in the EU for treatment of
paediatric patients aged 3 years and older with relapsed or refractory cHL.

Based on available PK data in KEYNOTE-051, the paediatric clinical study of pembrolizumab, and
extrapolation of adult PK data, it was determined that 2 mg/kg (up to a maximum of 200 mg) q3w
dosing provides appropriate exposure in paediatric patients. KEYNOTE-051 has resulted in the first
approval for KEYTRUDA in the EU for paediatric patients with cHL. Apart from a cohort of 22 patients
aged 11 years to 17 years with cHL, this approval was also based on extrapolation of pharmacology
and PK data.

a) Similarity of Melanoma Disease Biology Between Adults and Paediatric Patients Aged 12 to 17 Years

The continuity of melanoma disease across patients ~12 to 17 years of age and >18 years of age
confirms that it is essentially the same disease in adolescents and adults. This is underscored by
shared predisposing factors such as exposure to UV sunlight, red hair, blue eyes, poor tanning ability,
freckling, dysplastic nevi, and a family history. Many genetic abnormalities are shared between adult
and paediatric melanoma, and germline variants in several genes (eg, MC1R, CDKN2A) have been
associated with the development of familial melanoma in children and adults. Melanoma in adolescents
has many genomic similarities to adult melanoma, including an enrichment of UV-induced mutations, a
high prevalence of TERT-promoter mutations, and involvement of similar oncogenes (such as BRAF)
and tumour suppressor genes. The clinical presentation of melanoma in adolescence is similar to that
of adults; most tumours arise in previously healthy skin. The most common subtype of melanoma in
both adolescents and adults is superficial spreading melanoma.

Treatment of melanoma in childhood and adults generally uses a similar strategy. Surgery is the
mainstay of treatment for localized disease. For adult patients with clinically node negative disease and
a primary tumour with Breslow depth =1 mm, examination of regional lymph nodes using SLN biopsy
is the standard of care and has become routine as well in many paediatric centres. Surgical resection
of cutaneous melanoma in paediatric patients includes full-thickness biopsy for diagnosis, WLE with
margins based on lesion depth, and selective use of SLN biopsy and CLND. The use of CLND in
paediatric patients should weigh the risk of morbidity against the risk of recurrence over their longer
life span compared with adults, as well as taking into account evolving standards of care for SLN
biopsy and CLND.

KEYNOTE-716 is the first Phase 3 study to report results for the adjuvant treatment of Stage IIB and
IIC melanoma in participants aged 12 years and older. Given the rarity of the disease, only 2
adolescent participants were enrolled in approximately 2 years, although many sites were open to
enrollment in this age group.
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b) Similar Pharmacology of Drug Effect and Similar Exposure-Response for Efficacy and Safety

As part of procedure EMEA/H/C/3820/11/090 for pembrolizumab for cHL, which obtained approval for
an extension of the indication in adults to an earlier line of therapy and resulted in an approval for
paediatric patients aged 3 years and older on 09-MAR-2021, it was shown that a similar exposure-
response relation for pembrolizumab exists across indications. It is expected that these data obtained
in cHL are also relevant for melanoma.

Data presented in the cHL submission showed that the exposure-response relationship and PK profile
are similar in adult and paediatric patients (6 years of age and older). No information can be provided
on the exposure-response relationship between adult and paediatric patients in melanoma. However,
since consistent flat exposure-response relationships are seen for pembrolizumab in multiple tumour
types and since clearance is not meaningfully different across tumour types, this suggests that
saturation of the target in circulation is achieved at the clinical dose across all tumour types. This
further supports that PK/exposures and exposure-response relationships are consistent across
indications.

During KEYNOTE-716 only 2 female adolescents of 16 and 17 years of age were enrolled, of these just
one adolescent received pembrolizumab 2 mg/kg IV q3w. Considering that, no conclusion can be
drawn on PK and immunogenicity in adolescents with data from KEYNOTE-716.

An extrapolation from adult to adolescent melanoma was made based on the following:

(1) similarity of melanoma disease biology between adults and paediatric patients aged 12 tol7 years,
and

(2) similar pharmacology of drug effect and similar exposure-response for efficacy and safety. The
paediatric dose of pembrolizumab is well-established and is approved in the EU for treatment of
paediatric patients aged 3 years and older with relapsed or refractory cHL.

The similarity of the disease between adolescent and adults is evaluated and commented in the efficacy
section, please refer to the relative one.

Regarding the pharmacology similarity, the MAH states that the PK profile and exposure-response
relationship in paediatric patients with advanced cancers are similar to those in adults, supporting
these conclusions with the data from KEYNOTE-051 (EMEA/H/C/3820/11/090). During that procedure,
figures at Cycle 1 and steady state are generated for KEYNOTE-051 paediatric participants and
KEYNOTE-204 adult cHL participants, based on the updated popPK model including adult cHL
participants and paediatric participants with solid tumours and cHL.

The PK model parameter estimates (CL and Vc) are lower for paediatric patients compared to adults.
This was expected, since the parameters have been shown to be correlated to body weight. Exposure
parameters following the weight-based regimen of 2 mg/kg Q3W are largely similar between the
paediatric age groups and between paediatrics and adults.

2.3.3. Pharmacodynamics

Primary and secondary pharmacology

A description of the immunogenicity of pembrolizumab in the adjuvant melanoma setting was included
in the KEYNOTE-054 application to support approval of pembrolizumab monotherapy in the adjuvant
setting for Stage III melanoma participants [variation II/47]. The immunogenicity evaluation
confirmed that pembrolizumab has a limited potential to elicit the information of ADA in the adjuvant
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monotherapy setting, which is consistent with the results of prior immunogenicity evaluations of
pembrolizumab in the non-adjuvant monotherapy setting

No updated analysis was performed on immunogenicity in paediatrics within the variation 1I/90
(KEYNOTE-051); details of the immunogenicity analysis are available in the prior version of the CSR of
study KNO51 in which out of the 133 paediatric subjects included in the immunogenicity assessment,
125 subjects were evaluable. The evaluable subject group contains 2 subjects with non-treatment
emergent positive status (1.6%), and 123 with negative immunogenicity status (98.4%). There were
no subjects with a treatment emergent positive status observed.

2.3.4. PK/PD modelling

No new PK/PD modelling was included in this application.

2.3.5. Discussion on clinical pharmacology

An extrapolation from adult to adolescent melanoma (>12 years of age) was made by the MAH
assuming the similarity of melanoma disease biology between adults and paediatric patients aged 12
to 17 years, and similar pharmacology of drug effect and similar exposure-response for efficacy and
safety.

The proposed paediatric dose of pembrolizumab is the one already approved in the EU for treatment of
paediatric patients aged 3 years and older with relapsed or refractory cHL (2 mg/kg Q3W).

Regarding the pharmacology similarity, the MAH states that the PK profile and exposure-response
relationship in paediatric patients with advanced cancers are similar to those in adults, supporting
these conclusions with the data from KEYNOTE-051 (EMEA/H/C/3820/11/090). Exposure parameters
following the weight-based regimen of 2 mg/kg Q3W are largely similar between the paediatric age
groups and between paediatrics and adults.

As of the data cutoff date for the II/90 variation submitted report (10-JAN-2020), 162 participants
(N=22 rrcHL patients) were enrolled out of a total of up to 310 participants that were planned to be
enrolled, in total, there were 151 participants in KEYNOTE-051 with evaluable PK samples. Since the
last DCO (10-JAN-2020), only 5 new subjects, most with r/r cHL, and no new subject with melanoma,
were enrolled; therefore additional analyses were not considered meaningful and not expected to alter
any conclusions on dosing recommendations.

No additional analysis has been conducted, neither for PK or exposure-response relationship.

A discussion on exposure/response in melanoma in order to better substantiate and complete the
bridging strategy was requested, however the MAH stated that due to limited number of paediatric
melanoma patients, no information have been provided on the exposure-response relationship
between adult and paediatric patients in melanoma.

Therefore the conclusion on similar pharmacology between adults and adolescents in melanoma relies
only on data data from KEYNOTE-051 (EMEA/H/C/3820/11/090). In which, observed plasma
concentrations were consistent with predicted plasma concentrations derived from the reference popPK
model, further supporting a flat exposure-response relationships across multiple tumour types,
suggesting that saturation of the target in circulation is achieved at the clinical dose across all tumour
types.

IL-2 biomarker data in paediatric participants are limited, observed IL-2 simulation ratio data were
collected and analysed for KEYNOTE-051. During EMEA/H/C/3820/11/090 variation assessment the IL-2
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stimulation ratio curves in paediatric participants were found to be consistent with those in adults;
even if only 8 melanoma patients were enrolled in the study and it is not possible to establish if the HL
paediatric data are well captured by the model.

As reported by the MAH, the EU Reflection Paper on extrapolation for paediatrics foresees similar
exposure-response for efficacy and safety in the extrapolation approach, however, no specific
conclusion can be drawn on similar exposure-response for efficacy and safety in adolescent melanoma.

An indirect conclusion on E-R is drawn: data in cHL presented in the submission for KEYNOTE-051
showed that the E-R relationship and PK profile are similar in adult and paediatric patients. Since in
adults consistent flat exposure-response relationships are seen for pembrolizumab in multiple tumour
types and PK is not meaningfully different among tumour types, the exposure of pembrolizumab is also
expected to be similar across all indications in paediatrics (similar to adults).

Overall, the conclusions on similar pharmacology of drug effect are based only on data from KEYNOTE-
051 (EMEA/H/C/3820/11/090) and no specific conclusion can be drawn on similar exposure-response in
adolescent melanoma. PK data supporting the bridging can be considered only as supportive.

No updated analysis was performed on immunogenicity in paediatrics within the variation 1I/90
(KEYNOTE-051); considering the small number of new subjects enrolled, it is not considered as
meaningful additional analysis.

As reported in the EPAR of variation 1I/47 (Extension of Indication to include as monotherapy the
adjuvant treatment of adults with Stage III melanoma and lymph node involvement who have
undergone complete resection, based on study KEYNOTE-054) the incidence for treatment-emergent
ADA in evaluable subjects with melanoma treated in the adjuvant setting was 3.4% (17 of 495; 473
negative, 5 non-treatment-emergent positive and 17 treatment-emergent positive). None of the 17
treatment emergent positive subjects, had antibodies with neutralizing capacity, yielding an incidence
of emergent neutralizing positive subjects of 0% (0 out of 495). These findings are slightly higher than
the overall incidence in the non-adjuvant setting (1.8%). However, there was no incidence of
treatment-emergent neutralizing positive subjects in the adjuvant treatment setting (0 out of 17),
which is consistent with the low incidence seen in the non-adjuvant setting (0.4%).

As immunogenicity has not been characterized in the adjuvant setting, the MAH was recommended in
2017 to assess the immunogenicity of pembrolizumab in the adjuvant setting in studies KN0O54 and
KNQ91 (comprising more than 1000 subjects). Immunogenicity data for KEYNOTE 054 were submitted
in 2018 with 495 evaluable subjects. The current projection for the availability of data from KEYNOTE-
091 based on IA2 is late 1Q2022 with the target completion for the comprehensive immunogenicity
assessment in 2Q2022.

2.3.6. Conclusions on clinical pharmacology

Overall, the conclusions on similar pharmacology of drug effect are based on data from KEYNOTE-051
(EMEA/H/C/3820/11/090). An indirect conclusion on E-R can be drawn based on the demonstrated
similarity in E-R relationship and PK profile between adult and paediatric patients in cHL, and the
assumption that the flat exposure-response relationship seen in adults across multiple tumour types is
preserved in paediatric patients across indications. PK data supporting the bridging can be considered
only as supportive.
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2.4. Clinical efficacy

The current application relies upon a single pivotal trial, study KEYNOTE-716. KEYNOTE-716 is a
randomized, placebo-controlled, parallel-group, crossover/rechallenge, multicentre, Phase 3 study of
adjuvant pembrolizumab in participants 12 years of age and older with resected Stage IIB or IIC
cutaneous melanoma. Participants must have had newly diagnosed, pathologically confirmed, and
completely resected melanoma with negative margins, and could not have received prior systemic
therapy for Stage II melanoma.

The MAH also refers to the already submitted and reviewed study KEYNOTE-054 as supportive data for
the efficacy of pembrolizumab after complete resection of high-risk Stage III melanoma. A claim for
extrapolation of data from adult to paediatric melanoma is made, based on similar biology and
treatment. The PK and safety profile of pembrolizumab as derived in study KEYNOTE-051 for paediatric
participants with advanced melanoma is also presented in support of the claimed indication.

2.4.1. Dose response study(ies)

Pembrolizumab is approved at the 2 mg/kg or 200 mg gq3w dosing regimen for multiple indications
across the globe. Currently, the 200 mg q3w dose is being evaluated in multiple clinical studies. An
additional dosing regimen of 400 mg g6éw has been approved in the EU on 28-MAR-2019 for all
monotherapy indications approved at the time. This approval was supported by a modelling and
simulation-based approach, bridging PK and E-R data between the 200 mg q3w and 400 mg géw
dosing regimens for approved indications in the monotherapy setting. Pediatric participants in
KEYNOTE-716 with resected stage IIB and IIC melanoma received adjuvant pembrolizumab 2 mg/kg
g3w up to a maximum of 200 mg q3w (paediatric dose). The 200 mg q3w dose is recommended as the
appropriate adult dose based on prior indications. The 400 mg qéw regimen is considered a suitable
dosing option for pembrolizumab based on the expected similarity of PK exposures, target saturation,
and efficacy and safety profile with those for the approved dosing regimens of 200 mg q3w or 2 mg/kg
g3w. For the paediatric indication, KEYNOTE-051, the paediatric clinical study of pembrolizumab,
together with extrapolation of adult PK data, it was determined that 2 mg/kg (up to a maximum of 200
mg) q3w dosing provides appropriate exposure in paediatric patients.

2.4.2. Main study(ies)

Adjuvant Therapy with Pembrolizumab versus Placebo in Resected High-
risk Stage II Melanoma: A Randomized, Double-blind Phase 3 Study
(KEYNOTE 716)

Methods

KEYNOTE-716 is a randomized, placebo-controlled, parallel-group, crossover/rechallenge, multicentre,
Phase 3 study of adjuvant pembrolizumab in participants 12 years of age and older with resected
Stage IIB or IIC cutaneous melanoma. Stage IIB and IIC cutaneous melanoma are defined as T
category T3b, T4a, or T4b, with no regional nodal metastases (NO) confirmed by a negative SLN biopsy
and no evidence of distant metastasis (M0) per AJCC eighth edition guidelines. Stage IIB is T3b or, MO
T4a, NO; Stage IIC is T4a, NO, MO. Participants must have had newly diagnosed, pathologically
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confirmed, and completely resected melanoma with negative margins, and could not have received
prior systemic therapy for Stage II melanoma.

Participants in Part 1 were stratified into 3 strata for adults based on T-stage tumour thickness and
ulceration and there was a separate stratum for paediatric participants (=12 years of age and <18 years

of age).

Participants under 18 years of age who were randomized to receive pembrolizumab at the beginning of
Part 1 remained on the paediatric dose of pembrolizumab throughout Part 1.

Participants who begin Part 2 as an adult will receive the fixed adult dose of pembrolizumab (200 mg

Q3W) regardless of their Part 1 dosing regimen.

Part1
Placebo

(17 cycles)

Or
Pembrclizumab

(17 cycles)

Resected High Risk Stage |l Melanoma

Study Design

Follow-up

Part 2:
Pembrolizumab

1) Placebo
participants
experiencing

recurrence during
Part1

2) Participants
completing Part 1
who develop
recurrence during
follow-up and are
eligible for Part 2

Participants with
recurrence/
progression

during treatment

or
starting other
new
anticancer
therapy

Follow-up
Until recurrence/
progression

DMFS Follow-up
Participants with local regional

recurrence/progression

All participants complete the Safety Follow-up visit prior to entering long-term follow up.

In In the current application, only data from Part 1 are presented.

Participants with
recurrence not
eligible for Part 2
therapy or who
start other new
anticancer therapy

DMFS
Follow-up

Participants with
local regional
recurrence

See protocol Section 4.1 for details.

Source [16.1.1]

Survival
Follow-up

Participants

7 with history of

distant
metastatic
recurrence
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Adjuvant Therapy Rechallenge / Crossover

= (Part 1) e . Part 2 5
Participants: = ’?
Pembrolizumab E Pembrolizumab
212 years of age IV g3 weeks sl Adult/pediatric dose
Adult / Pediatric Dose U
Resected High Risk Stage Il
Stratify adults by T stage Randomized i R U:J 5 I}d\.‘retarftor
= 1:1 R| Unblind ocal/distan
it Negs, | | —— L] o »| recurrence following
Participants <18 years Placebo E surgical resection
populate a separate, 1V g3 weeks 28 N
single stratum 17 Cycles c Up to 2 years for
E unresectable disease
Tumor sample submission SR

Study participants

Inclusion Criteria

Key inclusion criteria included the following:

1. Male or female participants who were >12 years of age with surgically resected and
histologically/pathologically confirmed new diagnosis of Stage IIB or IIC cutaneous melanoma (T-stage

of T3b, T4a, or T4b with pathologically confirmed negative SLN biopsy, and no evidence of regional
[NO] or distant metastatic [M0] disease) per AJCC eighth edition guidelines.

2. Not previously treated for melanoma beyond complete surgical resection.

3. No more than 12 weeks between final surgical resection and randomization, with complete surgical
wound healing.

4. No evidence of metastatic disease on imaging as determined by investigator assessment; suspicious
lesions amenable to biopsy confirmed negative for malignancy.

5. Performance status of 0 or 1 on the ECOG Performance Scale at the time of enrollment, LPS score
>50 (for participants <16 years old.), or a KPS score =50 (for participants >16 years and <18 years of

age).

Exclusion Criteria

Key exclusion criteria included the following:

1. Has a known additional malignancy that is progressing or has required active antineoplastic therapy
(including hormonal) within the past 5 years.

2. Has a diagnosis of immunodeficiency or is receiving chronic systemic steroid therapy (in dosing
exceeding 10 mg daily of prednisone equivalent) or any other form of immunosuppressive therapy
within 7 days prior the first dose of study treatment.

3. Has received prior therapy with an anti-PD-1, anti-PD-L1, or anti-PD-L2 agent or with an agent
directed to another stimulatory or coinhibitory T-cell receptor (eg, CTLA-4, OX 40, CD137).

4. Has received prior systemic anticancer therapy for melanoma including investigational agents.

Assessment report
EMA/574905/2022 Page 23/128



Treatments

The treatment phase of the study consists of 2 parts:

e Part 1 (Adjuvant Treatment): Pembrolizumab or placebo administered every 3 weeks (Q3W) for 17
cycles.

e Part 2 (Crossover/Rechallenge after First Recurrence): Pembrolizumab administered Q3W for 17
cycles after resection of recurrent disease if feasible (local recurrence, including local metastatic lymph
nodes, or distant metastasis) or up to 35 cycles of pembrolizumab Q3W for unresectable disease
recurrence (unresectable local [regional metastatic lymph nodes, in-transit, satellite, and/or
microsatellite metastases] or unresectable distant recurrence).

This report includes efficacy and safety results from Part 1 only.

Assessment report
EMA/574905/2022 Page 24/128



Study Treatments

Study Dose Unit Dose Dosage Level(s) Route of Regimen/ Use
Treatment Formulation | Strength(s) Administration | Treatment
Name Period
Pembrolizumab | Solution for 25mg/mL vial | 2 mg/kg (maximum | Intravenous Part 1: Experimental
infusion 200 mg) Q3W for (I'V) infusion 17 cycles
pediatric via infusion o )
participants (=12 pump Part 2: l\7 o
and <18 years old); 35 cycles
200 mg Q3 W for
adults (=18 years of
age)
Saline placebo Solution for None None IV infusion via Part 1: Placebo
infusion infusion pump
17 cycles
Objectives
Outcomes/endpoints

Primary Objective

Primary Endpoint

Objective: To compare recurrence-free survival
(RFS) between treatment groups

Hypothesis (H1): Pembrolizumab is superior to
placebo with respect to RFS as assessed by the site
investigator.

RFS: time from randomization to (1) any recurrence
(local or regional [including invasive ipsilateral
tumor and invasive locoregional tumor], or distant)
as assessed by the investigator, or (2) death due to
any cause (both cancer and noncancer causes of
death)

Secondary Objectives

Secondary Endpoints

Objective: To compare distant metastasis-free
survival (DMEFS) between treatment groups

Hypothesis (H2): Pembrolizumab is superior to
placebo with respect to DMES as asscssed by the
site investigator.

DMFS: The time from randomization to appearance
of a distant metastasis as assessed by the
investigator. A distant metastasis refers to cancer
that has spread from the original (primary) tumor to
distant organs or distant lymph nodes

Objective: To compare overall survival (OS)
between treatment groups

Hypothesis (H3): Pembrolizumab is superior to
placebo with respect to OS.

OS: The time from randomization to death duc to
any cause

Objective: To assess the safety and tolerability of
pembrolizumab compared to placebo in the
proportion of AEs

" AEs

Discontinuation of study treatment duc to AEs

Of note, new cases of melanoma were not counted as events for recurrence-free-survival. Disease
recurrence was confirmed by investigator radiographically and/or by exam/biopsy and, when clinically

appropriate, pathologically confirmed by the site.
Exploratory Endpoints
Time to Subsequent Therapy (TTST)
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Time to subsequent therapy is defined as time from randomization to the date of first subsequent
therapy (eg, surgery, radiation therapy, antineoplastic therapy) or death (whatever the cause)
whichever occurs first.

Progression/recurrence-free Survival 2 (PRFS2)

Progression/recurrence-free Survival 2 is defined as the time between the date of randomization and
the earliest of the following:

- date of 1st disease progression per RECIST1.1 beyond the initial unresectable disease recurrence
(unresectable local-regional disease recurrence or unresectable distant metastatic disease recurrence);

- date of 2nd recurrence in patients without evidence of disease after surgery of a resectable 1st
recurrence (resectable local regional recurrences or resectable distant metastatic disease recurrence);

- date of death.

Sample size

In this study, approximately 954 participants were to be randomized in a 1:1 ratio into the
pembrolizumab and placebo adjuvant treatment arms. RFS is the primary endpoint for the study, with
DMFS and OS as the key secondary endpoints.

For RFS endpoint, the final analysis is event-driven and will be conducted after approximately 179
events have been observed, unless the study is terminated early. It may occur at ~ 48 months after
the first participant is randomized (depending on enrolment rate and event accumulation rate). Based
on a target number of 179 events at the final analysis and 1 interim analysis at approximately 71% of
the target number of events, the study has ~92% power for detecting a hazard ratio of 0.6 at 2.5%
(1-sided) significance level.

The above sample size and power calculations are based on the following assumptions: RFS follows a
“cure” model with a long-term RFS of 50%; the 60-month RFS estimated to be 68% for the control
group; an annual drop-out rate of 4.7%; enrollment period of 16 months; a follow-up period of 32
months after the last participant is randomized.

Randomisation

Treatment allocation/randomization was centrally determined using an interactive response technology
(IRT) system. There are 2 study treatment arms. Participants were assigned randomly in a 1:1 ratio to
pembrolizumab study treatment or saline placebo study treatment in Part 1.

Treatment allocation/randomization was stratified according to the following factors:
1. Melanoma T Stage (Table 3) for adults only

2. A separate stratum for paediatric (age 12-17) participants
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Table 3  Melanoma Stage Stratification Table

Melanoma Stage T Stage | T Stage Definition (thickness and uleeration status)
B T3b =2.0-4.0 mm with uleeration

1B T4a >4.0 mm without ulceration

IIc T4b >4.0 mm with ulceration

T stage of disease as defined by thickness and ulceration status per AJCC guidelines 8% edirionj

Blinding (masking)

In Part 1 of this study a double-blinding technique was used.

Statistical methods

The intention-to-treat (ITT) population was used for the analysis of efficacy data.

The nonparametric Kaplan-Meier method was used to estimate the RFS curve in each treatment group.
The treatment comparison in RFS was evaluated using a stratified log-rank test. A stratified Cox
proportional hazard model with Efron’s method of tie handling was used to assess the magnitude of the
treatment difference (ie, HR and its 95% CI) between the treatment arms. Kaplan-Meier estimates and
the corresponding 95% Cls at specific follow-up time-points were provided for RFS. The stratification
factors used for randomization were applied to both the stratified log-rank test and the stratified Cox
model.

In the event that there are small strata, for the purpose of analysis, strata were combined to ensure
sufficient number of participants, responses and events in each stratum.

Due to the small humber of paediatric participants enrolled (2 participants), stratum 1 (paediatric
participants) was combined with other strata according to the T-stage level.

Since disease assessment was performed periodically, events such as disease recurrence and
metastatic disease recurrence can occur any time in the time interval between the last assessment
where the event was not documented and the assessment when the event is documented. For the
primary analysis, the true date of the event was approximated by the date of the first assessment at
which event is objectively documented. Participants who do not experience a first recurrence event
were censored at the last disease assessment date.

In order to evaluate the robustness of the RFS endpoint, a sensitivity analysis with a different set of
censoring rules was performed. For the sensitivity analysis, the true date of the event was
approximated by the date of the first assessment at which event is objectively documented, after <1
missed disease assessment and before new anti-cancer therapy is initiated, if any. Participants who
experience a first recurrence immediately after >2 consecutive missed disease assessments or after
new anti-cancer therapy is initiated were censored at the last disease assessment prior to the earlier
date of the >2 consecutive missed disease assessment or date the new anti-cancer therapy is initiated.
Participants who do not experience a first recurrence event were censored at the last disease
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assessment before new anti-cancer therapy is initiated, if any. The censoring rules for primary and
sensitivity analyses of RFS are summarized in Table 8.

Table 8  Censormg Rules for Primary and Sensitivity Analyses of RFS

Situation Primary Analysis Sensitivity Analvsis

Eecurrence or death documented Event at earliest date of Event at earliest date of

after <1 missed disease assessment., | documented recurrence or death documented recurrence or death

and before new anti-cancer therapy,

if any

Eecurrence or death documented Event at earliest date of Censored at last disease

immediately after =2 consecutive documented recurrence or death assessment priot to the earlier

missed disease assessments or after date of =2 consecutive missed

new anti-cancer therapy. if any dlsgase assessment :t_ud new
anti-cancer therapy, if any

Mo recurrence and no death; and Censored at last disease assessment | Censored at last disease

new anticancer treatment is not assessment

initiated

No recurrence and no death; new Censored at last disease assessment | Censored at last disease

anticancer treatment is initiated assessment before new
anticancer treatment

The proportional hazards assumption on RFS were examined using both graphical and analytical
methods if warranted. The log[-log] of the survival function vs. time for RFS may be plotted for the
comparison between the pembrolizumab and placebo arms. If the curves are not parallel, indicating
that hazards are not proportional, supportive analyses may be conducted to account for the possible
non-proportional hazards effect associated with immunotherapies using, for example, the Restricted
Mean Survival Time method [Uno, H., et al 2014] or a parametric method [Odell, P. M., et al 1994].

One assumption for the stratified Cox proportional hazard model is that the treatment HR is constant
across the strata. If strong departures from this assumption are observed (which can result in a
notably biased and/or less powerful analysis), a sensitivity analysis may be performed based on a two-
step weighted Cox model approach, in which the treatment effect is first estimated for each stratum,
and then the stratum specific estimates are combined for overall inference using sample size weights
[Mehrotra, D. V., et al 2012].

New primary melanomas were not counted as RFS events for the primary RFS analysis. A sensitivity
analysis to include new primary melanomas as RFS events were performed to assess the robustness of
the RFS endpoint.
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Multiplicity

The multiplicity strategy specified in this section will be applied to the primary hypothesis and 2
secondary hypotheses. The primary hypothesis tests the superiority of pembrolizumab to placebo with
respect to RFS. The 2 secondary hypotheses test the superiority of pembrolizumab to placebo with
respect to DMFS and OS. The overall Type-I error among the 3 hypotheses is strongly controlled at
2.5% (one-sided), with 2.5% initially allocated to the RFS hypothesis. The study was considered a
success if RFS is demonstrated to be statistically significant at either an interim analysis or the final
analysis under multiplicity control.

The study uses the graphical method of Maurer and Bretz [Maurer, W. 2013] to control multiplicity for
multiple hypotheses as well as interim analyses. According to this approach, when a particular null
hypothesis is rejected, the alpha allocated to that hypothesis can be reallocated to other hypothesis
tests.

Figure 4 shows that the initial one-sided a allocation is assigned to the RFS hypothesis. Should the RFS
comparison be statistically significant, the 2.5% alpha will be reallocated to the DMFS comparison.
Should the DMFS comparison be statistically significant, the 2.5% alpha will be reallocated to the OS
comparison.

Initial alpha (0.025, 1-sded) assigned to com parison of RFS
by random ized treatm ent

IfRFS
com parisonis

statistically QDS Y il i . £
Si__ 'ﬁcant, My, |-=ded assigmne tDCDmPEﬂSDﬂD

DMAFS byvrandomized treatm ent

entire alpha is

reallocated to
DMFES
com panson
IfDMF3
com pansonis
e Iy 0.025. 1-sided assigned to com parison of OS
significant, by randomized treatm ent

entire alpha is
reallocatedto OS5
companson

Figure 4 Multiplicity Graph for Type I Error Control of Study Hypotheses

The trial initially allocates a = 2.5%, one-sided to test RFS. Table 12 shows the boundary properties
for the interim analyses, which were derived using a Lan-DeMets O'Brien- Fleming approximation
spending function. Note that the final row indicates the total power to reject the null hypothesis for
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RFS.

Table 12 Boundary Properties for Planned Analyses of the RFS Analyses Based ona = 0.025

Analysis Value Efficacy
IA 1: 71%M o 24115
N: 054 p (1-sided)® 0.0079
Events: 128 HR™® at bound 0.6522
Month: 33 P(Cross)® if HR=1 0.0079
P(Cross)™® if HR=0.6 0.6717
Final (IAZ) i 2.0029
N: 054 p (1-sided) 0.0226
Events: 179 HE. at bound 0.7410
Month: 48 P(Cross) if HR=1 0.0250
P(Cross) if HR=0.6 0.9190

) Percentage of total number of events expected at final analysis

) Boundary values for statistical significance

) HR= hazard ratio
) Probability of crossing boundary for statistical significance

Subgroup Analyses

To determine whether the treatment effect is consistent across various subgroups, the estimate of the
between-group treatment effect (with a nominal 95% CI) for the primary endpoints were estimated

and plotted within each category of the following classification variables:

e T-Stage (T3b versus T4a versus T4b)

e Age (<65 years versus =65 years)

e Sex (male versus female)
¢ Race (white versus nonwhite)
e ECOG performance status (0 versus 1) or equivalent KPS or LPS status

e Region (US vs. Ex-US)

The consistency of the treatment effect was assessed descriptively via summary statistics by category
for the classification variables listed above. If the number of participants in a category of a subgroup
variable is less than 10% of the ITT population, the subgroup analysis was not to be performed for this
category of the subgroup variable, and this subgroup variable may not be displayed in the forest plot.

The subgroup analyses were conducted using an unstratified Cox model.
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Results

Participant flow

N=1182
Participants screened

N=1

N=205

Participant withdrawals

Screening failures

—

N=976
Participants randomized

]

N =206 (42.7%)

N =487
Pembrolizumab
N=4
Not treated
N =483
Treated

N = 105 (21.6%)

N =489
Placebo
N=3
Not Treated
N =486
Treated
N =229 (47.1%)

Completed

Discontinued
Adverse events n =20 (4.1%)
Lost to follow up n = 1(0.2%)
Physician decision n = 4(0.8%)
Protocol violation n = 1(0.2%)

N=15231.3%)
Ongoing

Relapse/recurrence

n=54(11.1%)

Withdrawal by subject n =25 (5.1%)

Completed N =144 (29.8%)
Discontinued
Adverse events n="75(15.5%)
N=133 (?7'5%) Lost to follow up n = 0(0.0%)
Ongoing Physician decision n = 6(1.2%)
Protocol violation n = 4(0.8%)
Relapse/recurrence n=21(4.3%)
Withdrawal by subject n =38 (7.9%)
Recruitment

This study was conducted at 152 centers in 16 countries. The planned enrollment total was 954
participants. As of the data cutoff (DCO) date for this report, 976 participants were randomized (487 in
the pembrolizumab group and 489 in the placebo group).

Data cut-off date for this interim analysis was 04 December 2020. The median follow-up duration for all

subjects was 14.3 months.

Summary of Follow-up Duration

(ITT Population)

Pembrolizumab

(N=487)

Placebo

(N=489)

Total
(N=976)

Follow-up duration (months)*
Median (Range)
Mean (SD)

144 (1.5-26.4)
14.4 (5.6)

14.2 (1.0 - 26.2)
14.2 (5.7)

14.3 (1.0 - 26.4)
14.3 (5.6)

cutoff date 1f the patient was stll alive.
Database Cutoff Date: 04DEC2020.

*Follow-up duration is defined as the time from randomization date to the date of death or the database

Source: [P716VOIMK3475: adam-adsl; adintdt]
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Conduct of the study

Changes in the planned conduct of the study implemented by protocol amendments are shown below>

Amendment

Date of Issue

Overall Rationale

Amendment 3

28-SEP-2020

Clarify imaging schedule

Amendment 2 —
Country
Specific

05-AUG-2019

Alignment with UK-specific requirements

Amendment 1

18-MAR-2019

Conformation with FDA and other country-specific
requirements

Measures implemented by the Sponsor to manage key aspects of study conduct during the pandemic

are summarized below (implementation date shown in parentheses). Not all measures were

implemented at all study sites due to differences in local conditions and impact of the pandemic.
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Process

Measure (Date Implemented)

Study site
monitoring

" Modifications to the frequency of on-site and remote monitoring were allowed
due to national and local travel restrictions and/or study site restrictions to on-
site monitoring (21-MAR-2020).

* Alternate methods for source data review and verification for critical data
points in absence of remote access to electronic medical records were allowed
under documented circumstances (06-MAR-2020).

" Source data review and/or verification before database lock was/were waived
for this study where remote access to the site electronic medical records was
not available and per risk assessment (13-MAR-2020).

" Critical data points for source document verification were reassessed and the
study management plan updated without the usual approval workflow for
resumption of on-site monitoring (01-MAY-2020).

Protocol
deviations

" Study sites were queried as to the relationship of reported deviations to the
COVID-19 pandemic. The responses were documented (20-MAR-2020).

AE reporting

*  COVID-19 infection was to be reported following the protocol’s AE and SAE
reporting instructions, as well as the standard COVID-19 Data Entry

Guidelines.
Clinical . .. . . . . .
sunplics Clinical supply shipments were carefully monitored to ensure timely delivery
supphic: (15-MAR-2020).
(including
study * An alternate location (eg, primary care center, pharmacy) for infusion
treatment) administration of study treatment/other clinical supplies was allowed when
participant travel was impacted, and administration could not be postponed
(21-APR-2020).
Data . . . . . .
Alternative procedures were allowed for study sites using shared electronic
management

devices to complete clinical outcome assessments (08-APR-2020).

" Study sites were queried, and responses documented about the relationship of
the following to the COVID-19 pandemic (08-APR-2020):

- Missing participant study visits and data

- Participants who discontinued study treatment and/or the study
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Process Measure (Date Implemented)

Clinical . N . . .
Alternate clinical laboratory facilities were allowed for collection of samples

laboratory - s . R )
d other for study participants unable to visit the study site, where supported by the
anc otct clinical site processes, HA and/or [IRB/IEC guidance (16-APR-2020).
facilities N
Alternate imaging facilities and delayed schedules for study site and alternate
facility imaging were allowed for protocol-required imaging (each to be
reported as a protocol deviation) (24-MAR-2020).

ilz)flf:éﬁfd Oral confirmation of participant consent (eg, via telephone) was allowed when

in-person discussion and signature was not possible (30-MAR-2020).

Home health
care services

Home health services could be used to perform protocol-specified activities
(eg, physical examination, completion of participant questionnaires, sample
collection) for study participants unable to visit the study site (31-MAR-2020).

For participants who only completed telemedicine visits, a complete physical
examination was required to ensure AE and disease recurrence evaluations
were completed (06-NOV-2020).

EQ-5D-5L
and EORTC
QLQ-C30

Participants were permitted to complete paper QoL questionnaires with
IRB/IEC approval if they did not want to use the shared electronic device on
site (15-APR-2020).
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Protocol deviations

Summary of Important Protocol Deviations Considered to be Clinically Important
(ITT Population)

Pembrolizumab Placebo Total
n (%) n (%) n (%)
Participants in population 487 489 976
with one or more clinically important 12 (2.5) 8 (1.6) 20 (2.0)
protocol deviations
with no clinically important protocol 475 (97.5) 481 (98.4) 956 (98.0)
deviations
Inclusion/ Exelusion Criteria 7 (1.4) 5 (1.0) 12 (1.2)
Participant did not meet inclusion criteria 4 (0.8) 2 (04) 6 (0.6)

01. (Male/female participants who are =
12 years of age on the day of signing
informed consent/assent [unless local
regulations and/or institutional policies do
not allow for participants < 18 years of
age to participate; for those sites, the
eligible population is = 18 vears of age]
with surgically resected and
histologically/pathologically confirmed
new diagnosis of Stage IIB or [IC
cutaneous melanoma per AJCC 8th
edition guidelines.)

Participants entered into the trial, i.e. 3 (0.6) 3 (0.6) 6 (0.6)
progressed beyond screening, who did not
meet key inclusion/exclusion criteria.

Safety Reporting 3 (0.6) 3 (0.6) 6 (0.6)

Participant had a reportable Satety Event 3 (0.6) 3 (0.6) 6 (0.6)

and/or follow up Safety Event

information that was not reported per the
timelines outlined in the protocol.

Pembrolizumab Placebo Total
n (%) n (%) n (%)
Study Intervention 2 (0.4) 0 (0.0) 2 (0.2)
Participant was dispensed study 2 (0.4) 0 (0.0) 2 (0.2)

intervention other than what was assigned
in the allocation schedule, i.e. incorrect
medication or potential cross-treatment.

Every participant is counted a single time for each applicable row and column.
Database Cutoff Date: 04DEC2020.
Source: [P716VOIMK3475: adam-adsl] [P716VOIMK3475: sdtm-dv; suppdv]

Changes to SAP

With Amendment 03, Censoring Rules for Primary and Sensitivity Analyses of RFS were updated as
shown below:
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Situation

Primary Analysis

Sensitivity Analysis

Recurrence or death documented
after <1 missed disease assessment,

and before new anti-cancer therapy.,

if any

Event at earliest date of
documented recurrence or death

Event at earliest date of
documented recurrence or death

Recurrence or death documented
immediately after >2 consecutive
missed disease assessments or after
new anti-cancer therapy. if any

Event at earliest date of
documented recurrence or death

Censored at last disease
assessment prior to the earlier
date of =2 consecutive missed
disease assessment and new
anti-cancer therapy. if any

No recurrence and no death; and
new anticancer freatment is not
initiated

Censored at last disease assessment

Censored at last disease
assessment

No recurrence and no death: new
anticancer treatment is initiated

Censored at last disease assessment

Censored at last disease
assessment before new
anticancer treatment

Censoring Rules for Primary and Sensitivity Analyses of RFS before Amendment 3 are detailed in the
following table:
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Situation Primary Analysis Sensitivity Analysis

Progression of disease that precludes | Progressed af date of documented | Progressed at date of

surgery of recurrence of second progression of recurrence or second | documented progression of
primary malignancy or death primary malignancy or death recurrence or second primary
documented after <1 missed disease malignancy or death

assessment. and before new anfi-
cancer therapy, if any

Progression of disease that precludes | Censored at last disease assessment | Progressed af date of

surgery of recufrence or second prior to the earlier date documented progression or
primary malignancy or death of 22 consecutive missed disease fecurrence or second primary
documented immediately after assessment and new anti-cancer malignancy or death

=2 consecufive missed disease therapy. if any

assessments or after new anti-cancer

therapy, if any

No progression of disease that | Censored at last disease assessment | Censored at last disease
precludes surgery, no recurrence, no assessment

second primary malignancy, and no
death; and new anticancer treatment
is not initiated

No progression of disease that | Censored at last disease assessment | Censored at last disease
precludes surgery, no recurrence, no | before new anficancer treatment assessment

second primary malignancy, and no
death; new anticancer treatment is
initiated
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Baseline data

Participant Characteristics
(ITT Population)

Pembrolizumab Placebo Total
n (7o) n (%) n (%)
Participants in population 487 489 976
Sex
Male 300 (61.6) 289 (59.1) 589 (60.3)
Female 187 (38.4) 200 (40.9) 387 (39.7)
Age (Years)
12-17 1 (0.2) 1 (0.2) 2 (0.2)
18- 64 302 (62.0) 294 (60.1) 596 (61.1)
=65 184 (37.8) 194 (39.7) 378 (38.7)
Mean 59.0 59.6 593
SD 12.6 13.3 12.9
Median 60.0 61.0 61.0
Range 16to 84 17to 87 16 to 87
Race
American Indian Or Alaska Native 1 (0.2) 0 (0.0) 1 (0.1)
Asian | (0.8) 1 (0.2) 5 (0.5)
Black Or African American 4 (0.8) 4 (0.8) 8 (0.8)
Multiple 1 (0.2) 0 (0.0) 1 (0.1)
Black Or African American White 1 (0.2) 0 (0.0) 1 (0.1)
White 435 (89.3) 439 (89.8) 874 (89.5)
Missing 42 (8.6) 45 (9.2) 87 (8.9)
Ethnicity
Hispanic Or Latino 49 (10.1) 30 (6.1) 79 (8.1)
Not Hispanic Or Latino 390 (80.1) 409 (83.6) 799 (81.9)
Not Reported 42 (8.6) 45 (9.2) 87 (8.9)
Unknown 6 (1.2) 5 (1.0 11 (1.1)
Geographic Region
us 95 (19.5) 80 (16.4) 175 (17.9)
Non-US 392 (80.5) 409 (83.6) 801 (82.1)
ECOG
0 454 (93.2) 452 (92.4) 906 (92.8)
1 32 (6.6) 35 (7.2) 67 (6.9)
2 0 (0.0) 1 (0.2) 1 (0.1)
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Pembrolizumab Placebo Total
n (%) n (%) n (%)

Not Applicable 1 (0.2) 1 (0.2) 2 (0.2)
KPS Status

100 - Normal. No complaints. No evidence 1 (0.2) 1 (0.2) 2 (0.2)

of disease.

Not Applicable 486 (99.8) 488 (99.8) 974 (99.8)
T-Stage

T3a 2 (0.4) 0 (0.0) 2 (0.2)

T3b 200 (41.1) 201 (41.1) 401 (41.1)

Tda 113 (23.2) 116 (23.7) 229 (23.5)

T4b 172 (35.3) 172 (35.2) 344 (35.2)
Nodal Involvement

NX 2 (0.4) 1 (0.2) 3 (0.3)

NO 481 (98.8) 487 (99.6) 968 (99.2)

NIC R (0.8) 1 (0.2) 5 (0.5)
Metastatic Staging

MO 487 (100.0) 487 (99.6) 974 (99.8)

MIC 0 (0.0) 1 (0.2) 1 (0.1)

MID 0 (0.0) 1 (0.2) 1 (0.1)
Overall Cancer Stage

ITA 1 (0.2) 0 (0.0) 1 (0.1)

IIB 309 (63.4) 316 (64.6) 625 (64.0)

[c 171 (35.1) 169 (34.6) 340 (34.8)

IIIC R (0.8) 1 (0.2) 5 (0.5)

I\Y 0 (0.0) 2 (0.4) 2 (0.2)

Missing 2 (0.4) 1 (0.2) 3 (0.3)
Stratification

Pediatric Age 12 to 17 1 (0.2) 1 (0.2) 2 (0.2)

[IB T3b =2.0-4.0 mm with ulceration 199 (40.9) 198 (40.5) 397 (40.7)

[IB T4a =4.0 mm without ulceration 112 (23.0) 114 (23.3) 226 (23.2)

Pembrolizumab Placebo Total
n (%) n (%) n (%)
[IC T4b =4.0 mm with ulceration 175 (35.9) 176 (36.0) 351 (36.0)

ECOG is not applicable for pediatric participants. KPS is not applicable for adult participants.
Database Cutoff Date: 04DEC2020.

Source: [P716VOIMEK3475: adam-adsl]

Numbers analysed

Efficacy analyses were based on the ITT population, which consisted of all 976 randomized participants.

Participants were analyzed according to the treatment group assigned at randomization.
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Study Population

Pembrolizumab Placebo Total
Number of Participants Screened 1182
Number of Participants Randomized (Planned Treatment) (ITT) 487 489 976
Number of Participants Received Treatment (Actual Treatment) 483 486 969
(APaT)
Number of Participants Randomized and Did not Receive ) 3 7
Treatment
Database Cutoff Date: 04DEC2020.

Source: [P716VOIMK3475: adam-adsl]

No participants were excluded from the efficacy analysis population.

Disposition of Participants
(ITT Population)

Pembrolizumab Placebo Total
n (%) n (%) n (%)
Participants in population 487 489 976
Participant Study Medication Disposition
Started 483 486 969
Completed 206 (42.7) 229 (47.1) 435 (44.9)
Discontinued 144 (29.8) 105 (21.6) 249 (25.7)
Adverse Event 75 (15.5) 20 (4.1) 95 (9.8)
Lost To Follow-Up 0 (0.0) 1 (0.2) 1 (0.1)
Physician Decision 6 (1.2) 4 (0.8) 10 (1.0}
Associated With Covid-19 0 (0.0) 3 (0.6) 3 (0.3)
Protocol Violation 4 (0.8) 1 (0.2) 5 (0.5)
Relapse/Recurrence 21 (4.3) 54 (11.1) 75 (7.7)
Withdrawal By Subject 38 (7.9) 25 (5.1) 63 (6.5)
Associated With Covid-19 3 (0.6) 5 (1.0) 8 (0.8)
Participants Ongoing 133 (27.5) 152 (31.3) 285 (29.4)
Trial Disposition
Discontinued 12 (2.5) 15 (3.1) 27 (2.8)
Death 6 (1.2) 9 (1.8) 15 (1.5)
Lost To Follow-Up 0 (0.0) 1 (0.2) 1 (0.1)
Not Associated With Covid-19, No Further 0 (0.0) 1 (0.2) 1 (0.1)
Information
Withdrawal By Subject 6 (1.2) 5 (1.0) 11 (1.1)
Not Associated With Covid-19, No Further 6 (1.2) 5 (1.00) 11 (1.1)
Information
Participants Ongoing 475 (97.5) 474 (96.9) 949 (97.2)
If the overall count of participants is calculated and displayed within a section in the first row, then it is used as the
denominator for the percentage calculation. Otherwise, participants in population is used as the denominator for the
percentage calculation.
Database Cutoff Date: 04DEC2020.

Source: [P716VOIMK3475: adam-adsl]
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Outcomes and estimation

Primary Efficacy Endpoint: Recurrence-free Survival

Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)
(ITT Population)
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Time in Months
At Risk
Pembrolizumab 487 465 401 340 249 149 71 21 1 0 1]
Placebo 489 475 400 336 229 149 77 27 1 0 0
Database Cutoft Date: 04DEC2020.
Source: [P716VOIMK3475: adam-adsl; adtte]
Event Rate/ Median RFS # RFS Rate at
Number of Person- 100 Person- (months) 6 months in % #
Treatment N Events (%) month months (95% CI) (95% CI)
Pembrolizumab 487 54(11.1) 5807.1 0.9 NR (22.6,NR) 95.4(93.0,97.0)
Placebo 489 82 (16.8) 5815.5 1.4 NR (NR, NR) 93.5(90.9,95.4)
Pairwise Comparisons Hazard Ratio® (95% CI)® p-Value
Pembrolizumab vs. Placebo 0.65 (0.46,0.92) 0.00658°

* From product-limit (Kaplan-Meier) method for censored data.

" Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by melanoma T Stage (T3b vs. T4a vs. T4b).

¢ One-sided p-value based on log-rank test stratified by melanoma T Stage (T3b vs. T4a vs. T4b).

NR = Not reached.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local, in-transit or regional lymph nodes
or distant recurrence) or death due to any cause, whichever occurs first.

Database Cutoff Date: 04DEC2020.

Source: [P716VOIMK3475: adam-adsl: adtte]
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Recurrence-Free Survival Rate Over Time

(ITT Population)

Pembrolizumab
(N=487)
% (95% CI)®

Placebo
(N=489)
% (93% CI)*

Recurrence-Free Survival rate at time point

6 months 95.4(93.0, 97.0)
90.5(87.1,93.0)
83.3(77.8, 87.5)

69.4 (49.0, 83.0)

93.5(90.9,95.4)
83.1(79.0, 86.5)
76.6 (71.2,81.1)
73.8 (65.7,80.2)

12 months
18 months

24 months

* From product-limit (Kaplan-Meier) method for censored data.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma
at any site (local, in-transit or regional lymph nodes or distant recurrence) or death due to any cause,
whichever occurs first.

Database Cutoff Date: 04DEC2020.

Source: [P716VOIMK3475: adam-adsl; adtte]

Updated analysis of the primary endpoint

Results refer to the per protocol final analysis of RFS at IA2 with date cut-off of 21-JUN-2021. Data are
reported below:
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Figure 11-2

Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)

(ITT Population - [A2)
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0
0 3 6 9 12 15 18 21 24 27 30 33
Time in Months
At Risk
Pembrolizumah 487 471 454 432 369 300 229 149 60 28 3 0
Placebo 489 476 451 425 352 273 213 151 63 34 6 0
Analysis of Recurrence-Free Survival (Primary Censoring Rule)
(ITT Population)
Event Rate/ Median RFS * RFS Rate at
Number of Person- 100 Person- (months) 18 months in % *
Treatment N Events (%) month months (93% CI) (95% C1)
Pembrolizumab 487 72(14.8) §282.2 09 NR (NR, NR) 85.8 (82.0, 88.9)
Placebo 489 115 (23.5) 8105.5 1.4 NR (29.9,NR) 77.0(72.6,80.7)

Pairwise Comparisons

Haza

rd Ratio® (95% C1)®

p-Value

Pembrolizumab vs. Placebo

0.61 (0.45, 0.82)

0.00046¢

NR = Not reached.

* From product-limit (Kaplan-Meier) method for censored data.
b Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by melanoma T Stage (T3b vs. T4a vs. T4b).
¢ One-sided p-value based on log-rank test stratified by melanoma T Stage (T3b vs. T4a vs. T4b).

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local, in-transit or regional lymph nodes
or distant recurrence) or death due to any cause, whichever occurs first.
Database Cutoff Date: 21JUN2021.

Source: [P716V02ZMK3475: adam-adsl; adtte]
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Table 11-4
Disease Status
(ITT Population)

Pembrolizumab Placebo Total
n (%) n (%) n (%)
Participants in population 487 489 976
Type of First Event in RFS Analysis
No event 415 (8522) 374 (76.48) 789 (80.84)
Event 72 (14.78) 115 (23.52) 187 (19.16)
Local/Regional/LocoRegional 38 (7.80) 50 (10.22) 88 (9.02)
Distant* 31 (6.37) 60 (12.27) 91 (9.32)
Death 3 (0.62) 5 (1.02) 8 (0.82)
 Includes Distant event diagnosed within 30 days from Local/Regional/Locoregional event.
Database Cutoff Date: 2 1TUN2021.
Source: [P716V02ZMK3475: adam-adsl; adintdt]
Subsequent therapies after first recurrence:
Tauviv 1o
Subsequent Surgical Procedure in Part 1 Post First Recurrence
(ITT Population - Participants with RFS events)
Pembrolizumab Placebo Total
n (%) n_ (%) n_ (%)
Participants with RFS events 12 115 187
Participants with Surgical Procedure in Part 1 Post First Recurrence® 38 (52.8) 56 (48.7) 94 (50.3)
Skin Excisional Biopsy 3 (1L1) I (9.6) 19 (10.2)
Lymph Node Biopsy 1 (14) 2 (17 3 (Le)
Skin Metastasis Resection ] (1L1) 12 (104) 20 (10.7)
Lymphadenectomy 13 (18.1) 22 (19.1) 35 (18.7)
Distant Metastasis Resection 10 (13.9) 13 (11.3) 23 (123)
Lung Metastasis Resection 4 (5.6) 11 (9.6) 15 (8.0)
Parotidectomy 0 (0.0) 1 (0.9) 1 (0.5)
Tonsillectomy 1 (14) 0 (0.0) 1 (0.5)
Craniotomy 2 (28 0 (0.0) 2 (L)
Amputation 2 (28) 0 (0.0) 2 (L)
Intestinal Metastasis Resection (14 1 (0.9) 2 (h
¢ Participants with multiple surgeries are counted in multiple categories
Database Cutoff Date: 21JUN2021.
Source: [P716V02MK3475: adam-adsl: adtte: adsubtrt]
Table 11-6
Subsequent Radiation in Part | Post First Recurrence
(ITT Population - Participants with RFS events)
Pembrolizumab Placebo Total
n (%) n (%) n (%)
Participants with RFS events 72 115 187
Participants with Radiation in Part 1 Post First Recurrence 13 (18.1) 11 (9.6) 24 (12.8)
Control of Brain Metastases 4 (5.0) 2 (17 6 (32)
Control of Recurrent Discase 6 (8.3) 5 (43 11 (5.9)
Palliative Treatment or Symptom Control 0 (0.0) 1 (0.9) 1 (0.3)
Palliative Treatment or Symptom Control of Metastatic Discase 3 (42 3 (2.0) 6 (32)
Database Cutoff Date: 21JUN2021

Source: [P716V02MK3475: adam-adsl; adtte: adsubtrt]
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Table 11-7
Subsequent Therapy in Part 1 Post First Recurrence
(ITT Population - Participants with RFS events)

Pembrolizumab Placebo Total
n_ (%) n_ (%) n_ (%)
Participants with RFS events 72 115 187
Participants with Subsequent Therapy in Part 1 Post First Recurrence 42 (58.3) 44 (38.3) 86 (46.0)
Anti PD-1 Therapy T 9.7 19 (16.5) 26 (13.9)
Anti CTLA-4 Therapy LR )] 1 (0.9) 4 (2.
Immunotherapy 2 (28) 0 (0.0) 2 (L)
Protein Kinase Inhibitor 2 (2.8) 0 (0.0) 2 (L)
BRAF/MEK Targeted Therapy 15 (20.8) 9 (7.8) 24 (128)
Anti PD-1/Anti CTLA-4 Combination Therapy 12 (16.7) 9 (7.8) 21 (11.2)
Anti PD-1/Immunotherapy Combination Therapy 1 (1.4) 1 (0.9) 2 (L.1)
Anti PD-1/Anti CTLA-4 /Immunotherapy Combination Therapy 0 (0.0 1 (0.9) 1 (0.5)
Anti PD-1/Cancer Vaccine Combination Therapy 0 (0.0y 2 (L7 2 (LD
Anti PD-1/TK1 Combination Therapy 0 (0.0) 2 (1.7 2 (1.
Database Cutoff Date: 21JUN2021.

Source: [P716V02ZMK3475: adam-adsl: adtte: adsubtrt]

Results from IA3 with a median (range) duration of follow-up of 26.9 (4.6 to 39.2) months,
were also provided for the DMFS and updated RFS.

Table: Analysis of Distant Metastases-Free Survival (ITT Population)

Event Rate/ Median DMFS ? DMEFS Rate at
Nuf)nfber Person- 100 Person- (months) 18 months in % *
Treatment N Ezl(;r;ts month months (95% CI) (95% CI)
0
Pembroli b 63 11100.
cmbrotizuma 7| 1ye) ) 0.6 NR (NR, 92.7 (89.9,
’ NR) 94.7)
Placebo 489 (19945) 30870‘ 0.9 NR (NR, 86.5(83.1,
’ NR) 89.3)
Hazard Ratio® (95% p-
Pairwise Comparisons CInP Value
Pembrolizumab vs. 0.64 (047, 0.00292°¢
0.88)
Placebo

* From product-limit (Kaplan-Meier) method for censored data.

® Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by melanoma T Stage (T3b vs.
T4a vs. T4b).

¢ One-sided p-value based on log-rank test stratified by melanoma T Stage (T3b vs. T4a vs. T4b).
NR = Not reached.
Distant metastasis-free survival is defined as the time from randomization to the first diagnosis of a distant metastasis.

Database Cutoff Date: 04JAN2022.

Source: [P716V03MK3475: adam-adsl; adtte]
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Figure: Kaplan-Meier Estimates of Distant Metastases-Free Survival (ITT Population)

L0 || Censored
Prmbmalirmab
a0 Flaceba
(]
& i
g "t -+
= 70 HIHiH-
=
g5
E al
:;_." a0
£
g 40
=
-]
g %
=
20
10
0
i) 3 6 9 12 15 15 21 24 27 30 33 36 39
Taewe i Months
At Risk
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Placebo 480 482 405 448 424 4o 3630 302 204 156 5 37 3 ¥

Database Cutoff Date: 04JAN2022.
Source: [P716V03MK3475: adam-adsl; adtte]
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Table: Analysis of Recurrence-Free Survival (Primary Censoring Rule) (ITT Population)

Event Rate/ Median RFS 2 RFS Rate at
mn o
Nuz)nfber Person- 100 Person- (months) 18 mon:hs in %
Event
Treatment N Z;r; s month months (95% CD) (95% CI)
(1]
. 95 37.2 (NR, 86.1 (82.6,
Pembrolizumab 487 (19.5) 10653.6 | 0.9 NR) £8.9)
139 NR (NR, 77.8 (73.7,
Placebo 489 (28.4) 10200.7 | 1.4 NR) 81.2)
Hazard Ratio® (95%
Pairwise Comparisons CI)°
0.64 (0.50,
Pembrolizumab vs. Placebo 0.84)

2 From product-limit (Kaplan-Meier) method for censored data.

b Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by
melanoma T Stage (T3b vs. T4a vs. T4b).
NR = Not reached.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any
site (local, in-transit or regional lymph nodes or distant recurrence) or death due to any cause, whichever occurs

first.

Database Cutoff Date: 04JAN2022.

Source: [P716V03MK3475: adam-adsl; adtte]
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Figure: Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule) (ITT
Population)
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Database Cutoff Date: 04JAN2022.
Source: [P716V03MK3475: adam-adsl; adtte]

Patient-reported Outcomes

EORTC QLQ-C30

Based on completion and compliance rates, Week 12 was selected as the time point for analysing
changes from baseline for the EORTC QLQ-C30. At Week 12 the completion rates in the
pembrolizumab and placebo groups were 84.6% and 90.5%, respectively; the compliance rates were
84.8% and 90.5%, respectively.

Adjuvant pembrolizumab treatment resulted in a difference in LS means of -2.18 [95% CI: -4.19, -
0.17] in global health status QoL at Week 12 compared with placebo. The change from baseline to
Week 12 in physical functioning was similar in the treatment groups.

The proportions of participants for whom the change from baseline in the global health status score
and physical functioning score had improved, remained stable, or deteriorated were similar in the
pembrolizumab and placebo groups (data not shown).
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The mean changes from baseline in the EORTC QLQ-C30 QoL and physical functioning scores over time
are presented below.

Figure 11-6
Empirical Mean Change from Baseline and 95% CI for the EORTC QLQ-C30 Global Health Status/QoL Over Time by Treatment
Group (PRO FAS Population)

20
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——— Placabo
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T T T T T T T
WERD  WERK12 WEB(24 WERK36 WER(4E  WERKeD WEEKTZ WED(E4 WEBKDE MONTH3O

Number of Parficipants
Pembmolizumab 449 =T 35 327 nr 255 200 163 116 1]
Placebo 459 418 an 351 350 247 198 148 124 7

Database Cutoff Date: 2 1TUN2021
Source: [PT16VO2ZMK3475: adam-adsl; adpro]

EQ-5D-5L

Based on completion and compliance rates, Week 36 was selected as the time point for analyzing
change from baseline for the EQ-5D-5L. At Week 36 the completion rates in the pembrolizumab and
placebo groups were 61.0% and 64.4%, respectively; the compliance rates were 78.4% and 82.8%,
respectively. Analysis of the EQ-5D-5L score at Week 36 showed no difference between the treatment
groups.
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Ancillary analyses

Recurrence-free Survival by Subgroup

Forest Plot of Recurrence-Free Survival Hazard Ratio by Subgroup Factors (ITT Population)

#EventsN HR 95% CI

Overall 136/976 0.66 (047,093 ——
T-Sage*

T3b 48398 05 (0.27,097) —

T4a 28227 0.69 (0.32.1.48) —_—

Tdb 60351 077 (0.46,1.28) —
Age Category

< 65 65/598 0.75 (0.46,1.23) —

=65 711378 058 (0.36.0.94) ——
Gender

Male 87/589 0.63 (041.0.97) —a—

Female 49387 0.69 (0.39.1.23) —
Race

White: 122/874 0.73 (0.51.1.04) —=—
ECOG perfor mance satus

o 119/906 0.66 (046, 0.96) —a—
Geogr aphic region of enr olling site

us 2317 05 (04,2.07) —_—

Non-US 113/801 0.61 (0.42.0.89) ——

l l
Estimated Hazar d Ratio (HR)

A subgroup with number of participants < 10% ITT population is not displayed on the plot.
*Based on stratification at randomization.

Database Cutoff Date: 04DEC2020.

Source: [P716VOIMK3475: adam-adsl; adtte]

An updated analysis at IA2 was provided for RFS by subgroups:
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Figure 11-3
Forest Plot of Recurrence-Free Survival Hazard Ratio by Subgroup Factors
(ITT Population —1A2)

# Events/N HR 95% ClI

Overdl 187/976 0.61 (0.46, 0.82) —a—
T-Stage*

T3b 62/400 04 (0.23, 0.69) —-

T4a 35225 049 (0.24, 1) —

T4b 84/340 0.8 (0.4, 1.26) —a—
Age Category

<65 87/598 063 (0.41,0.97) —

=65 100/378 0.59 (0.4,0.89) —a—
Gender

Male 119/589 056 (0.38,0.8) —

Female 68/387 072 (0.44,1.17) —a—
Race

White 169/874 067 (0.5,092) o
ECOG status

0 166/906 0.62 (0.46, 0.85) —a—
Geographicregion

us 29175 0.85 (0.41,1.75) —

Non-US 158/801 057 (042,08) —=

I

|
0.1 05 1
Estimated Hazard Ratio (HR)

A subgroup with number of participants < 10% ITT population is not displayed on the plot.
*Based on actual baseline tumor stage collected on eCRF.
Database Cutoff Date: 21JUN2021.
Source: [P716V02MK3475: adam-adsl; adtte]

Recurrence-free Survival by T stage
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Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)
for Participants with Baseline Tumor Stage T3b
(ITT Population)
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0 3 6 9 12 15 18 21 24 27 30
Time in Months
At Risk
Pembrolizumab 199 190 162 141 102 58 31 8 V] 0 0
Placebo 199 194 168 144 91 60 30 9 (1] 0 1]
Event Rate/ Median RFS * RFS Ratc at
Number of Person- 100 Person- (months) 6 months in % *
Treatment N Lvents (") month months (95% CI) (95% CI)
Pembrolizumab 199 16 (8.0) 23673 0.7 NR (NR, NR) 96.2 (92,1, 98.2)
Placebo 199 32(16.1) 2393.5 1.3 NR (NR, NR) 95.3(91.1.97.5)

Pairwise Comparisons

Hazard Ratio® (95% CI)®

p-Value

Pembrolizumab vs. Placebo

0.50(0.27, 0.91)

0.01041°¢

NR = Not reached.

2 From product-limit (Kaplan-Meier) method for censored data.
® Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate.
¢ One-sided p-value based on log-rank test.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local, in-transit or regional lymph nodes
or distant recurrence) or death due to any cause, whichever occurs first.
Database Cutoff Date: 04DEC2020.

Source: [P7T16VOIME3475: adam-adsl: adtte]
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Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)
for Participants with Bascline Tumor Stage T4a
(ITT Population)
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] 3 6 9 12 15 18 21 24 27 30
Time in Months
At Risk
Pembroliznmab 113 108 92 75 52 33 12 4 0 0 ]
Placebo 114 113 92 79 54 35 20 9 (1] 0 [}
Event Rate/ Median RFS * RFS Rate at
Number of Person- 100 Person- (months) 6 months in % *
I'reatment N Events (%) month months (95% CI) (95% CI)
Pembrolizumab 113 11{9.7) 1296.4 0.8 NR (NR. NR) 94.3(87.7.974)
Placebo 114 17(14.9) 1387.6 1.2 NR (21.2, NR) 93.4 (6.6, 96.8)
Pairwise Comparisons Hazard Ratio® (95% CI)® p-Value
Pembrolizamab vs, Placebo 0.69 (0.32, 1.48) 0.16850°

# From product-limit (Kaplan-Meier) method for censored data.

® Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate.
¢ One-sided p-value based on log-rank test.

NR = Not reached.

or distant recurrence) or death due to any cause, whichever occurs first.
Database Cutoff Date: 04DEC2020.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local. in-transit or regional lymph nodes

Source: [P7T16VOIMEK3475: adam-adsl: adtte]
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Kaplan-Mecier Estimates of Recurrence-Free Survival (Primary Censoring Rule)
for Participants with Bascline Tumor Stage T4b
(ITT Population)

100 + ||| Censored
1 Pembrolizumal
a0 — — — Placebo
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< ‘ b+
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0 T I T I T T I T T T T
0 3 6 9 12 15 18 21 24 27 30
Time in Months
At Risk
Pembrolizumab 175 167 147 124 95 58 28 9 1 0 U]
Placebo 176 168 140 113 84 54 27 9 1 0 0
Event Rate/ Median RFS ® RFS Rate at
Number of Person- 100 Person- (months) 6 months in %*
Treatment N Events (%) month months (95% Cl) (95% C1)
Pembrolizumab 175 27(15.4) 21434 1.3 22.6 (22.1.NR) 95.2(90.6, 97.6)
Placebo 176 33(18.8) 20344 1.6 NR (NR, NR) 91.6 (86.2, 95.0)
Pairwise Comparisons Hazard Ratio® (95% CI)® p-Value
Pembrolizumab vs. Placebo 0.77 {046, 1.28) 0.13649¢

* From product-limit (Kaplan-Meier) method for censored data.

" Based on Cox regression model with Efron’s method of tic handling with treatment as a covariate.
¢ One-sided p-value based on log-rank test.

NR = Not reached.

or distant recurrence) or death due to any cause, whichever oceurs first.
Database Cutoff Date: 04DEC2020.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local, in-transit or regional lymph nodes

Source: [P7T16VOIMK3475: adam-adsl; adtte|
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Recurrence-free Survival by Cancer Stage

Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)
for Participants with Baseline Cancer Stage 11B
(ITT Population)

100 - ||| Censored
7 ; Pembrolizumab
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0 3 6 9 12 15 18 21 24 27 30
Time in Months
At Risk
Pembrolizumab 309 205 254 216 154 91 43 12 0 0 0
Placebo 316 309 262 2325 146 93 50 18 0 ] ]
Event Rate/ Median RFS ¢ RFS Rate at
Number of Person- 100 Person- (months) 6 months in % *
Treatment N Events (%) month months (95% C1) (95% CI)
Pembrolizumab 309 22(7.1) 3651.8 0.6 NR (NR, NR) 96.8 (94.0, 98.3)
Placebo 316 52(16.5) 3799.3 1.4 NR (NR, NR) 94.3(91.0,96.4)
Pairwise Comparisons Hazard Ratio® (95% CI)®
Pembrolizumab vs. Placebo 0.44(0.27,0.72)

NR = Not reached.

* From product-limit (Kaplan-Meier) method for censored data.
b Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local, in-transit or regional lymph nodes
or distant recurrence) or death due to any cause, whichever occurs first.

Baseline cancer stage is based on the actual cancer stage recorded on the eCRF.
Database Cutoff Date: 04DEC2020.

Source: [P716VOIMK3475: adam-adsl: adtte]
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Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)

(ITT Population)

for Participants with Baseline Cancer Stage 11C
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12 15 18
Time in Months
93 56 27
83 56 27

Baseline cancer stage is based on the actual cancer stage recorded on the eCRF.
Database Cutoft Date: 04DEC2020.
Source: [P716VOIMK3475: adam-adsl; adtte]

21

24

27 30
0 0
0 0

Event Rate/ Median RFS* RFS Rate at
Number of Person- 100 Person- (months) 6 months in % *
Treatment N Events (%) month months (95% CI) (95% CI)
Pembrolizumab 171 28 (16.4) 2106.6 1.3 22.6 (22.1,NR) 95.1(90.4, 97.5)
Placebo 169 28 (16.6) 1997.4 1.4 NR (NR, NR) 91.9 (86.5, 95.2)

Pairwise Comparisons

Hazard Ratio® (95% CI)°

Pembrolizumab vs. Placebo

0.94 (0.56, 1.59)

NR = Not reached.

“ From product-limit (Kaplan-Meier) method for censored data.
" Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate.

Baseline cancer stage is based on the actual cancer stage recorded on the eCRF.
Database Cutoff Date: 04DEC2020.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local, in-transit or regional lymph nodes
or distant recurrence) or death due to any cause, whichever occurs first.

Source: [P716VOIMK3475: adam-adsl: adtte|

An updated analysis (IA2) was provided for results by cancer stage:
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Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)
for Participants with Baseline Cancer Stage 11B

(ITT Population)
100 - ||| Censored
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4] — — —  Placebo
80 - ' iy
m M

g 70 - [H H-
E JrI'HI—i
E 60 — |
h _
o - HH
1
g 40 -
é 30 ol

20 -

10 -

0 I n I ) [ 5 I ! I ' I d | " I i T I I |
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Time in Months
At Risk
Pembrolizumab 300 300 200 278 237 193 146 04 38 19 1 0
Placebo 316 300 206 281 236 180 138 06 39 22 3 0

Baseline cancer stage is based on the actual cancer stage recorded on the eCREF.
Database Cutoff Date: 21JUN2021.
Source: [P7T16V02MK3475: adam-adsl: adtte]
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Figure 11-5
Kaplan-Meier Estimates of Recurrence-Free Survival (Primary Censoring Rule)
for Participants with Baseline Cancer Stage 11C
(ITT Population)
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Baseline cancer stage is based on the actual cancer stage recorded on the eCRF.
Database Cutoff Date: 21JUN2021.
© [PT16V02MEK3475: adam-adsl: adtte]

The MAH also provided available data on Progression/Recurrence-free Survival 2:
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Table: Type of First Event in Progression/Recurrence-free Survival 2 Analysis (Intention-to-Treat

Population)
Study: KEYNOTE 716° Pembrolizumab Placebo
N°=487 N°=489

Type of first event in PRFS2, n (%)

No Event 450 (92.4) 448 (91.6)
No adequate post-baseline disease assessment 0 (0.0) 0 (0.0)
No progression/second recurrence/death as of the 450 (92.4) 448 (91.6)
data cutoff date

Event 37 (7.6) 41 (8.4)
Documented progression/second recurrence 29 (6.0) 30 (6.1)
Death 8 (1.6) 11 (2.2)

a: Database Cutoff Date: 21JUN2021

b: Number of participants: intention-to-treat population

Table: Summary of Progression/Recurrence-free Survival 2 Rate Over Time (Primary Censoring Rule)

(Intention-to-Treat Population)

Progression/Recurrence-Free Survival 2

Study: KEYNOTE 7162

Pembrolizumab
(Nb=487)

Placebo
(Nb=489)

CII®

Kaplan-Meier Rate at Specified Timepoint,% [95%

Month 3
Month 6
Month 9
Month 12
Month 18
Month 24
Month 30

100 [100; 100]
99.6 [98.3; 99.9]
97.9 [96.1; 98.8]
96.3 [94.1; 97.7]
93.4 [90.4; 95.5]
88.8 [83.7; 92.3]
80.9 [70.5; 87.9]

100 [100; 100]
99.6 [98.4; 99.9]
97.0 [95.1; 98.2]
95.1 [92.6; 96.7]
91.0 [87.8; 93.4]
88.5 [84.0; 91.8]
88.5 [84.0; 91.8]

a: Database Cutoff Date: 21JUN2021
b: Number of participants: intention-to-treat population

c: From product-limit (Kaplan-Meier) method for censored data
CI: Confidence Interval

Sensitivity Analyses

A sensitivity analysis that included new primary melanomas as part of the RFS analysis was performed
to evaluate the robustness of the RFS endpoint. The results were consistent with the primary analysis,
with an improvement in RFS in the pembrolizumab group compared with the placebo group (HR=0.64
[95% CI: 0.46, 0.88; nominal p=0.00274]).
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Kaplan-Mecier Estimates of Recurrence-Free Survival (Sensitivity Analysis Including New
Primary Melanoma) (Primary Censoring Rule)
(ITT Population)

100 + ||| Censored
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0 3 6 9 12 15 18 21 24 27 30
Time in Months
At Risk
Pembrolizumab 487 461 397 332 242 144 68 20 1 1] 0
Placebo 489 474 396 330 219 142 73 25 1 0 1]
Event Rate Median RES * RFS Rate at
Number of Person- 100 Person- (months) 6 months in % *
I'reatment N Events (o) month months (95% C1) (95% CI)
Pembrolizumab 487 62(12.7) 5711.7 1.1 NR (22.6, NR) 94.5 (92.0, 96.3)
Placebo 489 96 (19.6) 57143 1.7 NR (NR, NR) 92.5 (89.6, 94.5)
Pairwise Comparisons Hazard Ratio” (93% CI) p-Value
Pembrolizumab vs. Placebo 0.64 (0.46, 0.88) 0.00274¢

* From product-limit (Kaplan-Meier) method for censored data.

® Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by melanoma T Stage (13b vs. T4a vs. T4b).

¢ One-sided p-value based on log-rank test stratified by melanoma T Stage (T3b vs. T4a vs. T4b).

NR = Not reached.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site (local, in-transit or regional lymph nodes
or distant recurrence) or death due to any cause, whichever occurs first.

Database Cutoff Date: 04DEC2020.

Source: [P716VOIMEK3475: adam-adsl: adtte]

A second sensitivity analysis, in which a different censoring rule was applied, was also performed to
evaluate the robustness of the RFS endpoint. The results were consistent with the primary analysis.

Summary of main study(ies)

The following tables summarise the efficacy results from the main studies supporting the present
application. These summaries should be read in conjunction with the discussion on clinical efficacy as
well as the benefit risk assessment (see later sections).

Summary of Efficacy for trial KEYNOTE 716

Title: Adjuvant Therapy with Pembrolizumab versus Placebo in Resected High-risk Stage II
Melanoma: A Randomized, Double-blind Phase 3 Study (KEYNOTE 716)

Study identifier IND: 110,080; EudraCT: 2018- 000669-35; NCT03553836
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Design Randomized, Double-blind
Duration of main phase: 12SEP2018-04DEC2020
Duration of Run-in phase: not applicable
Duration of Extension phase: | not applicable
Hypothesis Superiority

Treatments groups

Pembrolizumab

Adult dose: 200 mg IV QW3, 17 cycles, n=487
Paediatric dose: 2 mg/kg IV (=12 years and
<18 years of age) up to a maximum of

200 mg Q3W, 17 cycles, n=1

Placebo IV infusion QW3, 17 cycles, n=489
Paediatric: IV infusion QW3, 17 cycles, n=1
Endpoints and | Primary RFS time from randomization to (1) any
definitions endpoint recurrence (local or regional [including
invasive ipsilateral tumour and invasive
locoregional tumour], or distant) as assessed by
the investigator, or (2) death due to any cause
(both cancer and noncancer causes of death)
Secondary DMFS The time from randomization to
endpoint appearance of a distant metastasis as assessed
by the investigator
Secondary 0s The time from randomization to death due
endpoint to any cause
Database lock 04 DEC 2020

Results and Analysis

Analysis description

Primary Analysis (IA1 of RFS)

Analysis  population | Intent to treat
and time point
description
Descriptive statistics | Treatment group Pembrolizumab Placebo
and estimate
variability Number of subject | 487 489
RFS
(n events, %) 54 (11.1%) 82 (16.8%)
Median
months (95% CI) NR (22.6, NR) NR (NR, NR)
Effect estimate per | Primary endpoint Comparison groups Pembrolizumab vs Placebo
comparison RFS
HR 0.65
95% CI 0.46,0.92
P-value 0.00658
Notes RFS: recurrence free survival

Clinical studies in special populations

The MAH submitted an efficacy analysis by age (<65, 65 to 74, and 75 to 84) based on IA1 DCO.

The analysis for age >85-year category was not provided due to a very limited size in this subgroup (2
participants, both in the placebo group). The trend observed is generally comparable across different
age sub-categories and consistent with the primary analysis in the ITT population.

Assessment report
EMA/574905/2022

Page 61/128




Table: Analysis of Recurrence-free Survival (Primary Censoring Rule) for Participants with

Age <65 (ITT Population)

Event Median RFS @ |RFS Rate at
Rate/
Number |Person [100 (months) 6 months in % @
of - Person-
Treatment N Events month |months (95% CI) (95% CI)
(%)
Pembrolizumab 303 28 (9.2) |3665.0/0.8 NR (NR, NR) [95.1 (91.9, 97.1)
Placebo 295 37 (12.5) |3644.8 [1.0 NR (NR, NR) [95.5 (92.4, 97.4)

Pairwise Comparisons

Hazard RatioP (95% CI)°

Pembrolizumab vs. Placebo

0.75 (0.46, 1.23)

NR = Not reached.

3 From product-limit (Kaplan-Meier) method for censored data.
b Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of
melanoma at any site (local, in-transit or regional lymph nodes or distant recurrence) or death due to any
cause, whichever occurs first.

Baseline cancer stage is based on the actual cancer stage recorded on the eCRF.

Database Cutoff Date: 04DEC2020.
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Table: Analysis of Recurrence-free Survival (Primary Censoring Rule) for Participants with

Age 65 to 74 (ITT Population)

Event Rate/ Median RFS 2 RFS Rate at
Number of | Person- |100 Person- (months) 6 months in % @
Treatment N | Events (%) | month months (95% CI) (95% CI)
Pembrolizumab 132 | 20 (15.2) 1532.0 1.3 22.1 (22.1, NR) 96.0 (90.7, 98.3)
Placebo 135 | 33 (24.4) 1533.3 2.2 NR (NR, NR) 88.1 (81.0, 92.6)

Pairwise Comparisons

Hazard Ratio® (95% CI)P

Pembrolizumab vs. Placebo

0.61 (0.35, 1.06)

NR = Not reached.

@ From product-limit (Kaplan-Meier) method for censored data.

Baseline cancer stage is based on the actual cancer stage recorded on the eCRF.
Database Cutoff Date: 04DEC2020.

b Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site
(local, in-transit or regional lymph nodes or distant recurrence) or death due to any cause, whichever occurs first.

Table: Analysis of Recurrence-free Survival (Primary Censoring Rule) for Participants with

Age 75 to 84 (ITT Population)

Event Rate/ Median RFS @ RFS Rate at
Number of | Person- 100 (months) 6 months in % @
Person-
Treatment N |Events (%) | month months (95% CI) (95% CI)
Pembrolizumab 52 6 (11.5) 610.0 1.0 NR (NR, NR) 95.7 (83.9, 98.9)
Placebo 57 | 11 (19.3) 609.9 1.8 NR (16.1, NR) 96.1 (85.2, 99.0)

Pairwise Comparisons

Hazard Ratio® (95% CI)P

Pembrolizumab vs. Placebo

0.52 (0.19, 1.41)

@ From product-limit (Kaplan-Meier) method for censored data.

b Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate.

NR = Not reached.

Recurrence-free survival is defined as time from randomization to the date of first recurrence of melanoma at any site
(local, in-transit or regional lymph nodes or distant recurrence) or death due to any cause, whichever occurs first.

Baseline cancer stage is based on the actual cancer stage recorded on the eCRF.
Database Cutoff Date: 04DEC2020.

Supportive study(ies)

KEYNOTE-054 is an ongoing, randomized, double-blind, Phase 3 study investigating adjuvant therapy
with pembrolizumab versus placebo after complete resection of high-risk Stage III melanoma.

The results of KEYNOTE-054 showed that adjuvant pembrolizumab provided a significant and clinically
meaningful benefit in RFS and DMFS compared with placebo and established PD-1 inhibition as an

active adjuvant therapy for patients with resected, high-risk, Stage III melanoma regardless of PD-L1
status, cancer substage, and BRAF mutation status.

Key results include the following:

e With a median duration of follow-up of 15 months:
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- Adjuvant pembrolizumab therapy resulted in a significantly longer RFS compared with placebo in the
ITT population (HR=0.57 [98.4% CI: 0.43, 0.74]; p<0.0001). The 1-year RFS rate was 75.4% (95%
CI: 71.3, 78.9) in the pembrolizumab group versus 61.0% (95% CI: 56.5, 65.1) in the placebo group.

¢ With a median duration of follow-up of 45.5 months:

- Adjuvant pembrolizumab therapy resulted in a sustained RFS benefit in the ITT population compared
with placebo (descriptive analyses, 203 vs 288 RFS events, respectively; HR=0.59 [95% CI: 0.49,
0.70]) [Sec. 2.7.3-melanoma9: 3.1]. The 3-year RFS rate was 63.7% and 43.5% in the
pembrolizumab and placebo groups, respectively. Pembrolizumab also provided a sustained RFS
benefit in the PD-L1-positive tumour subgroup (HR=0.59 [95% CI: 0.49, 0.73]).

Kaplan-Meier Estimates of Recurrence-Free Survival ITT Population

110 + [l Censored
100 - Pembrolizumab
— — — Placebo
S 90 o
© 80
=
c 70
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L 50 — ++_1_
§ w0l M
5 30 -
3
¥ 20
10
0 | | | | | | | T | | |
0 6 12 18 24 30 36 42 48 %! 60
Time in Months
natrisk
Pembrolizumab 514 412 375 353 333 316 300 163 30 1 0
Placebo 505 359 297 258 225 213 205 115 26 0 0

Database Cutoff Date: 03APR2020

Improvements in RFS were observed across all cancer substages analyzed (AJCC seventh edition
criteria) [Ref. 5.4: 06D4VV]:

- Stage IIIA (>1 mm): HR=0.5 (95% CI: 0.28, 0.89; [51 events/160 participants])
- Stage IIIB: HR=0.58 (95% CI: 0.44, 0.76; [214 events/467 participants])

- Stage IIIC: 1 to 3 LN+, HR=0.55 (95% CI: 0.37, 0.83; [96 events/188 participants]); >4 LN+,
HR=0.67 (95% CI: 0.48, 0.95; [130 events/204 participants])

- Adjuvant pembrolizumab therapy provided a statistically significant and clinically meaningful
improvement in DMFS compared with placebo in adults with Stage III melanoma who have undergone
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complete resection regardless of PD-L1 status, cancer substage, and BRAF mutation status (HR=0.60
[95% CI: 0.49, 0.73]; p<0.0001) [Ref. 5.4: 06D4VV].

Improvements in DMFS were observed across all cancer stages analyzed (AJCC seventh edition
criteria):

- Stage IIIA: HR=0.56 (95% CI: 0.3, 1.05)
- Stage IIIB: HR=0.58 (95% CI: 0.43, 0.78)

- Stage IIIC: 1 to 3 LN+, HR=0.6 (95% CI: 0.39, 0.94); >4 LN+, HR=0.65 (95% CI: 0.45, 0.95)

-PRFS2

Analysis of PRFS2, an exploratory objective in KEYNOTE-054, showed an apparent improvement in
PRFS2 of a magnitude consistent with the improvements in RFS observed in the study.

Kaplan-Meier Estimates of Progression/Recurrence-Free Survival 2
(ITT Population)

100

||| Censored
Pembrolizumab
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Progression/Recurrence-Free Survival 2 (%)
(%)}
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Time in Months

At Risk

Pembrolizumab 514 481 451 422 388 369 355 259 55 1 0
Placebo 505 460 402 367 336 314 301 233 59 0 0

As of the DCO date (03-APR-2020) of the PRFS2 analysis for KEYNOTE-054, there were 146 second
progression/recurrence events (including deaths) in the pembrolizumab group and 198 in the placebo
group. Treatment with pembrolizumab resulted in longer PRFS2 than placebo (HR=0.66 [95% CI:
0.53, 0.82]). Median PRFS2 was not yet reached in the pembrolizumab group and was 51.8 months in
the placebo group. Although the superiority of pembrolizumab compared with placebo cannot be
formally declared, the point estimate for the HR and the shape of the KM curve show that
pembrolizumab provided an apparent improvement in PRFS2.
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Pembrolizumab for Adjuvant Therapy in Paediatric Participants With Melanoma

Efficacy in paediatric patients with melanoma is supported by extrapolation of efficacy data from adults
(KEYNOTE-006, KEYNOTE-054, KEYNOTE-716), by using specific arguments from the EU ‘Reflection
paper on the use of extrapolation in the development of medicines for paediatrics’ October 2018. In
addition, KEYNOTE-051 provides supportive efficacy data in cHL paediatric patients and safety data in
paediatric patients with different tumour types.

The MAH claims that due to a high medical need and lack of relevant efficacy data currently available
for melanoma, an extrapolation from adult to adolescent melanoma can be made based on the
following: (1) similarity of melanoma disease biology between adults and paediatric patients aged 12
to 17 years, and (2) similar pharmacology of drug effect and similar exposure-response for efficacy
and safety. Based on available PK data in KEYNOTE-051, the paediatric clinical study of
pembrolizumab, and extrapolation of adult PK data, it was determined that 2 mg/kg (up to a maximum
of 200 mg) g3w dosing provides appropriate exposure in paediatric patients. KEYNOTE-051 has
resulted in the first approval for KEYTRUDA in the EU for paediatric patients with cHL. Apart from a
cohort of 22 patients aged 11 years to 17 years with cHL, this approval was also based on
extrapolation of pharmacology and PK data. Similar extrapolation approaches have resulted in
approvals in other regions such as the US not only for cHL but also for PMBCL, MCC, MSI-H or dMMR
cancer, and TMB-H cancers in the paediatric population.

Adolescent Participants in KEYNOTE-716

A summary of information about the 2 adolescent participants enrolled in KEYNOTE-716 is provided in
the table below. Both participants were alive at the last contact before the DCO.

KEYNOTE-716 Adolescent Participants — Brief Summary
Number of Last
I'reatment Study Assessment of
Cycles Medication Ireatment
Age Disease Ireatment Completed Disposition Adverse Events Response
pp(D‘a'cam Sex Characteristics Assignment Before DCO Before DCO Before DCO Before DCO

Grade 1 hidradenitis

Stage 1B (2 episodes) and Grade 2

Pembrolizumab - . decreased lymphocyte count:
cutancous - - 1 Completed i ) No recurrence
2mg/kg IV q3w reported as not related to
melanoma )
pembrolizumab by
investigator
Stage 1B Placebo (salin
acebo (saline .
cutaneous . R 14 Ongoing None No recurrence
solution) [V q3w
melanoma
DCO=data cutoff; IV=intravenous; g3w=every 3 weeks
Source: [Ref. 53.5.1: PT16VOIMK3475: Table 14.1-1, 14.1-3] [Refl. 5.35.1: PT16VOIMK3475: 16.2.6, 16.2.7.1.20

Pembrolizumab for the Treatment of Paediatric Participants With Advanced Cancers in
KEYNOTE-051

KEYNOTE-051 is an ongoing, combined Phase 1 and Phase 2 (Part I and Part II), non-randomized,
open-label, single-arm, multicenter study to evaluate the PK, PD, toxicity, safety, and antitumour
activity of pembrolizumab in paediatric participants (aged 6 months to less than 18 years) with
advanced cancers, including melanoma. Part I has been completed and established pembrolizumab 2
mg/kg q3w as the paediatric RP2D for Part II of the study.
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The currently available results of KEYNOTE-051 show that the safety profile of pembrolizumab
monotherapy in paediatric patients with advanced cancers is similar to that in adults. The presence or
absence of efficacy in the small cohort of participants with advanced melanoma could not be
definitively assessed as of the DCO date of 10-JAN-2020 for IA9, and as the cohort was open for
additional enrolment.

Safety Results from IA9 for Parts I and II of KEYNOTE-051 for the APaT Population

The results of the safety analysis for KEYNOTE-051 at IA9 show that the safety profile of
pembrolizumab monotherapy in paediatric participants with advanced cancers is consistent with the
known safety profile of pembrolizumab monotherapy in adults for the different indications currently
approved for adult patients in the EU. Although 57.8% of the 161 participants in the APaT population
had one or more treatment-related AEs, pembrolizumab was well tolerated as shown by the small
percentages of participants with Grade 3 to 5 treatment-related AEs (8.7%), treatment-related SAEs
(9.9%), and treatment-related AEs leading to discontinuation of study treatment (3.7%). The most
frequently reported treatment-related AEs (fatigue, anemia, pyrexia, AST increased, lymphocyte count
decreased, diarrhea, ALT increased, and hypothyroidism, each in >5% of participants) were consistent
with a heavily pretreated paediatric population with advanced cancers and with the established safety
profile of pembrolizumab in adults.

Efficacy Results from IA9 for Parts I and II of KEYNOTE-051 for the Melanoma Cohort

By the time of the DCO for IA9, the median duration of follow-up in the APaT population was 8.3
months for 139 participants with advanced cancers other than Hodgkin lymphoma. Nine (5.6%) of the
161 participants in the APaT population had advanced melanoma. Of these, 4 participants were <12
years of age, and 5 participants were >12 years of age. All participants had histologically confirmed
melanoma. There were no responders per RECIST 1.1 in the melanoma cohort. One participant had a
best overall response of stable disease.

The number of adolescent melanoma patients in KEYNOTE-051 was low, reflective of its rarity, and the
disease in the patients studied was highly aggressive and rapidly progressive. Therefore KEYNOTE-051
does not allow efficacy assessment of pembrolizumab in adolescent melanoma. The purpose of
including KEYNOTE-051 in the current submission is to provide safety data in paediatric patients.
Additionally, this study has shown efficacy in a cohort of cHL paediatric patients, which has resulted in
approval for the paediatric age group of 3 years and older for patients with relapsed or refractory
classical Hodgkin lymphoma who have failed ASCT or after at least 2 prior therapies when ASCT is not
a treatment option. Due to similarity in disease between adults and adolescents, efficacy in patients 12
years and older with melanoma is supported by extrapolation of efficacy data in adults (KEYNOTE-
006, KEYNOTE-054, KEYNOTE-716).

Assessment report
EMA/574905/2022 Page 67/128



KEYNOTE-051 Melanoma Cohort — Summary of Individual Efficacy Response Data
(APaT Population - Parts  and 1)

['reatment
Age Treatment Assessment Response at Reason for Treatment
(Years) Sex Histology Site Visitis) Visi(s) Discontinuation
PPD =
Melanoma (spitzoid) Skin, liver, lung Cycle 3 Day 1 PD PD
BRAFmut
Melanoma (cutaneous) Skin, lung, LNs Cycle 3 Day 1 PD
BRAFwt Cycle 5 Day 1 PD PD
Discontinuation visit PD
Melanoma (nodular) CNS Cycle 1 Day 15 through PD y
o o T - rD
Cycle 3 Day 1
Melanoma (ulcerated nodular) Lung, LNs, bone, Cycle 1 Day 1 through " |
BRAFmut liver Cyele 1 Day 15 No data Climical progression
Melanoma (nodular) LNs Cycle 3 Day 1 through . Y
BRAFw Cyele 8 Day 1 sSD Physican decision
Melanoma (nodular): LNs Cycle 3 Day 1 through
metastatic melanoma - primary Cycle 28 Day 1 D D
lesion on natal clefi (intergluteal
region)
Melanoma: Bone, LNs
melanocytic neoplasm (cutancous Discontinuation visit PD PD
origin of melanoma)
Melanoma: Lung. liver, LNs
epitheliond cell melanoma
cpihiciiold ce S Discontinuation visit PD PD
disease arose rom a preexisting
congenital nevus (cutancous)
Melanoma (nodular) Lung, LNs Cyele 1 Day 1 through Nod Withdrawal by parent/guardian
i . » data
BRAFwt Cycle 3 Day 8 oAt (Chmical PD noted)

BRAFmut=BRAF mutant; BRAFwE=BRAF wild type: CNS=central nervous system; LN=lymph node; PD=progressive disease: SD=stable discase
Dabase Cutofl Date: 04DEC2020

Source: [POS1VO2ZMK3475: adam-adsl; adex] [POS1V02MK3475: sdim-cm; suppem; sdim-ds; suppds: sdim-1b; supplb; sdtm-rs;
supprs; vs; suppvs; suppdm; dm; suppmh; mh)

2.4.3. Discussion on clinical efficacy

The MAH is seeking an extension of indication for pembrolizumab in the adjuvant setting of Stage II
melanoma for both adults and adolescents aged >12 years, and is proposing a paediatric indication as
adjuvant therapy of Stage III and treatment of Stage IV melanoma, for which pembrolizumab is
currently licensed to adults only.

The application is based on the pivotal study KEYNOTE-716 for the Stage II melanoma indication. In
support of the paediatric indication the MAH presents a discussion on the efficacy data of study
KEYNOTE-054 (i.e. the registrative study for the Stage III adjuvant therapy, recently reviewed as part
of procedure EMEA/H/C/003820/11/0100) and a claim of similarity between the adult and paediatric
disease in terms of biology and pharmacology of drug effect. Study KEYNOTE-051, which supported
the recently approved indication of pembrolizumab in paediatric cHL, is referred to as ground for the
paediatric dose.

Design and conduct of clinical studies

Study KEYNOTE-716 is a Phase 3 randomized, placebo-controlled, parallel-group,
crossover/rechallenge, multicentre study of adjuvant pembrolizumab in participants 12 years of age
and older with resected Stage IIB or IIC cutaneous melanoma. The study consists of Part 1 where
patients were assigned to either pembrolizumab or placebo for a 17-cycle length of treatment, followed
by Part 2 in which participants who completed Part 1 and experienced a recurrence were started on
pembrolizumab regardless of the treatment received in Part 1. In the current application, only data
from Part 1 are presented.
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Study KEYNOTE-716 was the subject of a Scientific Advice pertaining clinical aspects of the trial
including the strategy adopted to support the paediatric indication (procedure n.
EMEA/H/SA/2437/26/2018/1I).

The study enrolled subjects with Stage IIB and IIC cutaneous melanoma based on the AJCC eighth
edition guidelines, to include T category T3b, T4a, or T4b, with no regional nodal metastases (NO)
confirmed by a negative SLN biopsy and no evidence of distant metastasis (M0). Participants must
have had newly diagnosed, pathologically confirmed, and completely resected melanoma with negative
margins, and could not have received prior systemic therapy for Stage II melanoma.

Adult participants were stratified based on T cancer staging (T3b, T4a, or T4b); this was deemed
adequate by the CHMP in the provided Scientific Advice. It is however noted that centre effect was not
considered, contrary to the directives of ICH E3 and ICH E9 guidelines for multicentre trials. The MAH
argued that enrolment size in each centre was small; because of this, the 140 centres were classified
into 3 world regions: Europe, North America and Rest of the World.

It is noted that PD-1 expression as well as BRAF mutation status were not contemplated among
stratification factors. Although measurement of these markers is not routinary performed in clinical
practice for Stage II melanoma due to the current lack of licensed adjuvant therapies in this clinical
setting (either immunological or targeted), collecting information on these biomarkers would have
provided a characterisation of effect of treatment in the target population across relevant patient
subgroups. Unfortunately, due to the limited availability of tissue samples in study KEYNOTE-716, the
MAH did not consider it valuable collecting data on this aspect on the basis of the prior experience with
KEYNOTE-054, which reported comparable responses to treatment in terms of RFS and DMFS across
participants regardless of the BRAF mutations and PD-L1 expression status.

The choice of the comparator (placebo) is in line with current standard-of-care considering that active
surveillance is generally adopted in the post-surgery. Indeed, adjuvant IFN that is the only licensed
treatment for Stage II melanoma, has been proven to reduce RFS but is not universally recommended
owning the marginal benefit on OS despite significant toxicity.

The administrated dose of study medication was 200 mg Q3W as licensed in other indications. For
paediatric participants, it was determined that 2 mg/kg (up to a maximum of 200 mg) q3w dosing
provides appropriate exposure based on study KEYNOTE-051 together with extrapolation of adult PK
data. Follow-up of patients recruited in the study included imaging every 6 months until year 4 and
annually thereafter. A central revision of imaging was not contemplated by the study protocol;
however, the double blinding nature of the trial mitigates the risk of bias.

Treatment allocation/randomization was centrally determined using an interactive response technology
(IRT) system and the participants were assigned randomly in a 1:1 ratio to pembrolizumab or placebo.
Details regarding the randomization method (e.g. type of randomization method, if appropriate block
length, etc.) were provided and deemed adequate.

The primary objective of the study was the evaluation of recurrence-free-survival (RFS) assessed by
the investigator, which can be considered appropriate for the adjuvant setting. This was also confirmed
by the CHMP in the prior Scientific Advice. It has been emphasized, however, that sufficient maturity of
data and additional endpoints enabling a sound conclusion on efficacy and a proper evaluation of the
benefit of early intervention (adjuvant) versus late treatment (at recurrence), were expected at the
time of type II variation submission. The MAH initially submitted IA1 of the RFS that only provides a
very early overview of inference of treatment. Indeed, this was an event driven trial where the IA1
should have required 128 RFS events (~71% information fraction). Amount of information fraction
required to trigger IA1 has been fully respected because the IA1 included 136 observed RFS events
(~76% information fraction). Based on a target number of 179 events at the final analysis and 1
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interim analysis at approximately 71% of the target number of events, the study was estimated to
provide a ~92% power for detecting a hazard ratio of 0.6 at 2.5% (1-sided) significance level.
Progression/recurrence-free Survival 2 (PRFS2) and distant-metastasis free survival (DMFS) were
included later in the submission. Overall survival (OS) data are not yet available.

The sample size was calculated based on the following assumptions: i) RFS follows a “cure” model with
a long-term RFS of 50%; ii) the 60-month RFS is estimated to be 68% for the control group; iii) 4.7%
annual drop-out rate; enrolment period of 16 months; a follow-up period of 32 months after the last
participant is randomized. Definition of the first two assumptions was based upon discussion with
KOLs. The observed data revealed a higher rate of recurrences relatively to the protocol assumption.
The poisson Mixture model was run to analyse long-term survivors.

The initial efficacy data were based on results from IA1 and included 136 observed RFS events (~76%
information fraction). The IA1 was triggered by prespecified protocol criteria of 128 RFS events
observed (~71% information fraction). A sensitivity analysis excluding these overrunning patients was
provided and confirmed IA1.

Overall, the statistical methods are considered adequate. In particular, multiplicity strategy, censoring
rules and sensitivity analyses are correctly specified. However, concerns arise around the validity of
the proposed Cox model of RFS data: considering the underlying hypothesis of the sample size
calculation, a “cure model” was expected to be used. Moreover, the Cox model relies upon a
proportional hazard assumption that does not seem to have been satisfied, judging by a visual
inspection of the RFS curves. Further analyses were conducted that confirmed proportionality,
including the Grambsch and Therneau test.

Regarding the paediatric indication, the CHMP emphasised the concern on long-term safety sequaelae
related to pembrolizumab toxicity profile, and the limited data on efficacy available in adolescents with
advanced melanoma at the time of Scientific Advice application. In the current submission, the
numerosity of the paediatric sample size remains limited to 2 patients in the pivotal KEYNOTE-716
(one patient in each treatment arm). With Amendment 03 the originally planned separate stratum
analysis for paediatric (age 12-17) participants was combined with the remaining population, which is
reasonable. The only implication is that results for the paediatric population are not available.

Efficacy data and additional analyses

KEYNOTE-716

The MAH initially presented results from IA1 (date cut-off 04 DEC 2020) on a total of 976 participants
(487 vs 489 allocated to pembrolizumab and placebo, respectively) with 14 month length of follow-up
in median, equally achieved between treatment arms. While 42.7% and 47.1% of subjects completed
treatment in the pembrolizumab and control group, respectively, 27.5% and 31.3% of patients were
still receiving study medication at the time of analysis. More discontinuations due to AE (15.5% vs
4.1%), as expected, occurred in the pembrolizumab compared to the placebo arm, as well as more
withdrawal by subjects (7.9% vs 5.1%). Protocol violations occurred equally in the groups with a
low incidence, and do not appear to have compromised study conduct and analyses.

The study population is representative of the target indication and comprises participants with Stage
IIB and IIC cutaneous melanoma as defined by the AJCC eighth edition guidelines on cancer staging
(i.e. T category T3b, T4a, or T4b, with no regional nodal metastases (NO) confirmed by a negative SLN
biopsy and no evidence of distant metastasis (M0)). Participants were recruited within 12 weeks from
complete cancer surgical removal and were treatment naive for prior systemic therapies. Only two
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subjects aged between 12-17 years were included, thus restricting the availability of efficacy data to
the adult setting.

Baseline demographic characteristics were balanced between groups. The majority of patients were
males (60.3%), aged 61 years in median, white (89.5%) with ECOG score 0 (92.8%). The different T
stages were well represented in the study population (T3b 41.1%; T4a 23.5%; T4b 35.2%) although
there was a predominance of Stage IIB (64% vs 34.8% for Stage IIC). This, however, counterbalanced
the distribution of events between the two groups so that similar contribution to the disease recurrence
rate was observable regardless of prognosis. Levels of PD-L1 expression as well as BRAF mutation
status were not characterised in the study population. This is an important limiting aspect of the
current trial in verifying homogeneity of treatment effect in the target population, especially
considering the rapidly evolving therapeutic landscape of the adjuvant setting where targeted
therapies are currently under scrutiny and might become available. On the other side, it is
acknowledged that response to treatment is expected to be independent from these markers
considering that results of study KEYNOTE-054 showed similar effect regardless of PD-L1 phenotype or
BRAF hallmark.

Within the limit of a highly immature RFS analysis due to the low number of events (16.8% in the
control vs 11.1% in active treatment) and elevated censoring rate from month 3 ongoing, a
statistically significant advantage of pembrolizumab relative to placebo emerged from IAls (HR=0.65;
95% CI: 0.46, 0.92; p=0.00658). A sensitivity analysis that included new primary melanomas as part
of the RFS analysis confirmed this. Despite statistical significance was reached, results were difficult to
interpret in order to establish benefit of treatment, since 95% CI of RFS rate overlapped at all time
points and at 24 months the rate of events turned even unfavourable in the pembrolizumab group
compared to placebo (69.4% vs 73.8% in RFS). Moreover, one third of total patients were still
receiving study medication, thus implying a lack of sufficient observation time in the study population
to disentangle the cure effect from a delayed effect.

The analysis of disease status revealed a slightly high incidence of events for all recurrence
categories in the placebo arm (local: 4.9% vs 4.1%, lymph node: 3.5% vs 2.3%, distant: 7.8% vs
4.7% and death:0.6% vs 0% in the control and pembrolizumab arm, respectively). However, in those
experiencing recurrent events who were previously exposed to pembrolizumab, the use of surgical
procedures (50% vs 43.9%), radiations (14.8% vs 4.9%) and subsequent systemic therapy (48.1% vs
36.6%) including combined immunological treatments (18.5% vs 9.8%) and BRAF/MEK targeted
therapies (14.8% vs 8.5%) was more frequent than in the placebo group. Results indicate that a more
aggressive immunological approach is adopted following pembrolizumab as adjuvant therapy and the
effect by BRAF mutation status may vary. The MAH provided an updated IA2 with final RFS results, for
an additional 6-month follow-up and a total length of observation of 20.5 months in median. With a
recurrence rate of 23.5% in the placebo group (previously registered event rate was 16.8%), which
was reduced to 14.8% in the pembrolizumab arm (HR=0.61; 95% CI: 0.45, 0.82; p=0.00046), the
updated results confirmed IA1; moreover, reduction in recurrence was observed for both the local-
regional (7.80% vs 10.22%) and distant (6.37% vs 12.27%) relapse of disease confirming the
originally submitted data. A subsequent IA3 was performed with 26.9 months of follow-up, in median.
Although immature, results from the first DMFS analysis were provided and showed a significant
reduction of events in the pembrolizumab arm relative to placebo (HR=0.64; 95% CI 0.47, 0.88;
p=0.00292). An updated RFS analysis was also submitted, further consolidating the initial available
data HR=0.64; 95% CI: 0.50, 0.84).

The OS was not available at the time of this procedure and this were proposed to be included in Annex
II to obtain the analysis of other clinically relevant outcomes as soon as available.
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The MAH will provide the per-protocol specified final analysis for DMFS and interim analysis for OS as
follows:

- IA4 - Q2 2023 (DMFS)
- IA5 - Q4 2028 (0S)

IA5 - Q4 2028 (0S) is the first IA for OS, and the results would only be provided if OS reaches
statistical significance. If not statistically significant, the team will remain blinded until the FA currently
planned for Q4 2033. Therefore, the IA5 is included in Annex IID, recognising that if OS is not
statistical significance, the Annex II will be updated to reflect the FA. In general, the IAs are event-
driven and the current projected timings listed above are subject to change.

PROs were comparable between groups. The proportions of participants for whom the change from
baseline in the global health status score and physical functioning score had improved, remained
stable, or deteriorated were similar in the pembrolizumab and placebo groups. Analysis of the EQ-5D-
5L score at Week 36 showed no difference between the treatment groups. As part of IA2, the MAH also
reassessed PRO at week 48, demonstrating consistency with IA1 results (data not shown).

Subgroup analyses showed similar effects across prespecified strata that are consistent with the ITT
population. However, there is a trend for more attenuated treatment effect by increasing T stage (T3b
HR:0.5; T4a HR:0.69; T4b HR:0.77) that more clearly emerges in the efficacy results by cancer stage
(Stage IIB HR:0.44; 95% CI 0.27, 0.72; Stage IIC HR:0.94; 95% CI 0.56,1.59), demonstrating no
benefit for patients expected to have a worse prognosis. The lower humerosity of the Stage IIC group
(340 vs 625 patients in Stage IIB) might have limited detection of inference of treatment, bearing in
mind that all subgroups lack statical power and ultimately a similar rate of events occurred in the two
groups (around 16% in both placebo arms of Stage IIB and IIC at IA1). Results from IA2 showed a
more numerous rate of events registered during the follow-up that brought the HR of RFS in Stage IIC
toward a slight reduction (from HR=0.94, 95% CI 0.56,1.59 to HR=0.82; 95% CI 0.54, 1.26). There
remained a divergence of effect compared to Stage IIB, for which RFS estimation is more convincingly
in favour of pembrolizumab (HR=0.43;95% CI 0.28, 0.67). It is likely that additional updated analyses
in RFS would consolidate the data, rather than abolishing the lack of consistency, due to the limitations
related to the small sample size, and very few at-risk patients particularly in the final tail of the KM
curves of stage IIC.

Supportive studies

KEYNOTE-054 concerns Stage III melanoma and the presented data have been the subject of a
recently assessed procedure confirming the benefit of treatment for pembrolizumab at this stage of
disease. Although the indication supported by the trial falls within the adjuvant setting, study
KEYNOTE-054 does not provide efficacy data applicable to more early stages of disease and it is
therefore of limited value. It provides, however, a comparative evaluation of clinical outcomes
available at the time of approval of pembrolizumab as adjuvant for Stage III melanoma that further
underlines the immaturity of Study KEYNOTE-716 in the current application. Indeed, although a similar
length of follow-up was achieved by the two studies (15 months in KEYNOTE-054 and 14 months in
KEYNOTE-716) at the time of first submission, study KEYNOTE-054 has registered a higher number of
events that reflects the worse prognosis of the specific disease stage (42.8% in the placebo arm vs
16% in the placebo arm of KN716) and results of PRFS2 were available, thus supporting the surrogate
endpoint. It should be considered that also for study KEYNOTE-054 an updated analysis was requested
at the time of initial submission, and those initial data found correspondence in the recently submitted
variation (EMEA/H/C/003820/11/0100) pertaining to an update of the trial with additional 30 months of
follow-up obtained since the first interim analysis for RFS. Of particular relevance to the current
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application is the evidence deriving from study KEYNOTE-054 demonstrating lack of a “rebound” effect
for pembrolizumab in the post-treatment phase of the adjuvant setting.

Study KEYNOTE-051 provides support for the paediatric dose. Although the MAH underlines that
efficacy data are not retrievable from this study, it should be considered that 9 paediatric cases of
advanced melanoma were recruited (see section below).

Assessment of paediatric data on clinical efficacy

There are no efficacy data in the paediatric setting since only 2 subjects aged between 12-17 years
were enrolled in the pivotal study KEYNOTE-716. The MAH claims similarity on the biological aspects of
disease and pharmacokinetic of pembrolizumab between adults and children as a ground to a bridging
strategy that aims at extending the use of pembrolizumab to adolescents aged >12 years in both the
adjuvant setting of Stage II and Stage III and as treatment for advanced melanoma (Stage 1IV).

The MAH discussed the scientific basis in support of disease similarity, by making references to the
histology (the majority of adolescent cases are superficially spreading melanoma) and genetic
alterations that are common in the two age groups. Regarding prognostic factors in the adjuvant
setting, for completely resected melanoma in adolescent patients, it has been underlined by the MAH
that prognostic factors are shared with adult melanoma. Similarity in therapeutic response to
treatments was also mentioned to support the extrapolation concept, on the basis of a demonstrated
poor performance of chemotherapy for the treatment of advanced disease in both age groups, as well
as the use of ipilimumab that has provided proof for immunotherapy in adolescent melanoma.

The MAH also considered Stage II and III melanoma in adults and adolescents to be the same disease,
sharing the same prognostic factors and the high risk of recurrence and death, despite locoregional
recurrence may occur more frequently for Stage IIB disease and systemic recurrence manifests more
frequently for Stage IIC disease. It is acknowledged that similarity based upon biological factors
applies to melanoma regardless of stages. There are, however, suggestions that tumour-unrelated
clinical characteristics and the obvious better clinical conditions of the youngest patients, including
their more active immunosurveillance status, might influence clinical outcomes. In the setting of a
metastatic disease, these differences are not relevant due to the advanced status of melanoma but for
earliest stages of disease, they should be factored into the equation to better define prognosis and the
consequent weight of benefit against risks associated to treatment. Clinical observations on efficacy
are currently very limited and inconclusive (9 participants, only 5 in the adolescent age range), and
actually show a negative trend in terms of response. However, the biological similarity of disease is
recognised and provides support to the proposed extrapolation.

Due to limited number of paediatric melanoma patients, the MAH did not provide information on the
exposure-response relationship between adult and paediatric patients in melanoma. No additional
analysis has been conducted, neither for PK or exposure-response relationship. Therefore, the
conclusion on similar pharmacology of drug effect is based on data from KEYNOTE-051
(EMEA/H/C/3820/11/090) and during the II/90 variation assessment it was concluded that “since
consistent flat exposure-response relationships are seen for pembrolizumab in multiple tumour types
and since clearance is not meaningfully different across tumour types, this can suggest that saturation
of the target in circulation is achieved at the clinical dose across all tumour types”.

2.4.4. Conclusions on the clinical efficacy

Pembrolizumab-induced reduction of disease recurrence (including both loco-regional and distant
patterns) during the limited and initial period of follow-up as demonstrated in study KEYNOTE-716 can
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be regarded as clinically relevant. It remains to be excluded that anticipation of pembrolizumab as
adjuvant therapy merely produces a delaying effect on disease relapse with no benefit on the overall
survival compared to a delayed treatment at recurrence. The behaviour of disease cannot be predicted
in the post-treatment phase on the basis of the current K-M curves, not only because of the immature
analysis but also in consideration of the fact that immunosurveillance might be influenced by cessation
of therapy, thus concurring to delineate a different progression of disease. In this context, the prior
experience with KEYNOYE-054 can be considered supportive, and show lack of a “rebound” effect upon
therapy cessation, thus providing reassurance on the maintenance of treatment benefit at later time
points in the adjuvant setting. Although efficacy can be considered substantiated in this new indication,
results require confirmation through a longer follow-up and additional clinically relevant outcomes.

The MAH will provide the per-protocol specified final analysis for DMFS and IA for OS as follows:
- IA4 - Q2 2023 (DMFS) [included in Annex IID]
- IAS5 - Q4 2028 (0S) [included in Annex IID]

The proposed bridging strategy in support of a paediatric indication currently lacks direct evidence of
exposure-response relationships in adolescent melanoma. Clinical observations on efficacy are also
very limited. The biological similarity of disease, however, is recognised and provides support to the
proposed extrapolation. As regards pharmacology, only an indirect conclusion on E-R can be drawn
based on the demonstrated similarity in E-R relationship and PK profile between adult and paediatric
patients in cHL, and the assumption that the flat exposure-response relationship seen in adults across
multiple tumour types is preserved in paediatric patients across indications. Even though carrying all
these limitations, the bridging strategy adopted by the MAH could be deemed acceptable within the
specific tumour-type, considering the historically recognised immunoresponsive nature of melanoma,
and taking into account that extrapolation is limited to adolescents. Indeed, in this clinical setting, no
factors potentially affecting response to therapy are foreseen. A commitment, however, is requested to
the MAH for prospectively collecting as much post-authorisation data as possible (on efficacy and
safety outcomes) on paediatric/adolescent treated patients in the approved indication(s), e.g., in a
study (or registry) post marketing authorisation and, regarding the melanoma indications, making the
distinction between adjuvant and advanced setting.

The following measures are considered necessary to address issues related to clinical efficacy:

Post authorisation efficacy study (PAES): In order to further characterise the efficacy of
pembrolizumab as adjuvant treatment of adults and adolescents aged 12 years and older with Stage
IIB or IIC melanoma, the MAH should submit the per-protocol specified final analysis of DMFS and the
interim analysis of OS for study KN716: A Phase III Clinical Trial of Pembrolizumab (MK-3475) in
Subjects with complete resection of high-risk Stage II melanoma.

2.5. Clinical safety

Introduction

The safety results of pembrolizumab for the adjuvant treatment of adult and paediatric patients aged
12 years and older with Stage IIB and IIC melanoma who have undergone complete resection, are
presented for the following 3 datasets:

e KEYNOTE-716 Safety Dataset (N= 969), including pembrolizumab-treated participants

(n=483) and participants who received placebo (n=486) with resected Stage IIB and IIC
melanoma in KEYNOTE-716 (DCO date 04 DEC 2020);
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e KEYNOTE-054 Safety Dataset (N=509), including pembrolizumab-treated participants with
resected, lymph node -positive, Stage III melanoma who participated in KEYNOTE-054 (DCO
date 03-APR-2020);

¢ Pembrolizumab Monotherapy RSD (N=6185), including 6185 pembrolizumab-treated
participants with advanced melanoma from studies KEYNOTE-001, KEYNOTE-002, and
KEYNOTE-006, and KEYNOTE-054 and participants with NSCLC from studies KEYNOTE-001,
KEYNOTE-010, KEYNOTE-024, and KEYNOTE-042. In addition, this dataset includes
participants from KEYNOTE-013 Cohort 3, KEYNOTE-087, and KEYNOTE-204 (cHL), KEYNOTE-
012, KEYNOTE-040, KEYNOTE-048, and KEYNOTE-055 (HNSCC), KEYNOTE-045 and KEYNOTE-
052 (urothelial cancer), and KEYNOTE-177 (CRC). This dataset represents the established
safety profile for pembrolizumab.

Patient exposure

KEYNOTE-716 is the first study of adjuvant treatment with pembrolizumab in participants with resected
Stage IIB and IIC melanoma. The treatment phase of the study consists of 2 parts:

Part 1: Adjuvant therapy with pembrolizumab or placebo administered IV Q3W (200 mg for
participants >18 years of age or 2 mg/kg up to a maximum of 200 mg for participants >12 years and
<18 years of age) for a total of 17 administrations (~1 year) or until disease recurrence or
unacceptable toxicity.

Part 2: For participants who developed disease recurrence during Part 1, optional crossover or
rechallenge treatment with pembrolizumab administered IV Q3W for 17 administrations (~1 year)
after resection of recurrent disease or up to 35 administrations (~2 years) for unresectable disease
recurrence or unresectable distant recurrence, or until disease recurrence or unacceptable toxicity.

The safety analyses were conducted using the APaT population, which included all participants who
were enrolled in Part 1 of KEYNOTE-716 and who received at least 1 dose of pembrolizumab or placebo
as of the DCO date of 04-DEC-2020. The median duration of follow-up as of the DCO was 14.3 months
(range: 1.0 to 26.4 months). The median duration of exposure to pembrolizumab in KEYNOTE-716 was
similar to KEYNOTE-054 and was more than twice as long as the duration of exposure in the RSD

(9.9 months, 11.8 months, and 4.9 months, respectively) (Table 1).

Table 1. Summary of Drug Exposure (APaT Population)

KN716 Data for | KN716 Data for | KN054 Data for | EU Reference
Pembrolizumab® | Placebo! Pembrolizumab™ | Safety Dataset for
Pembrolizumab™
(N=483) (N=480) (N=509) (N=6185)
Study Days On-Therapy (Months)
Mean 8.26 9.05 9.29 7.52
Median 9.9 11.0 11.8 4.9
SD 3.76 3.19 3.97 7.03
Range 0.0to 15.4 0.0to 15.2 0.0to 15.7 0.0to 32.5
Number of Administrations
Mean 12.38 13.60 14.01 11.97
Median 15.0 16.0 18.0 8.0
SD 5.21 4.40 5.62 10.43
Range 1.0to 17.0 1.0to 17.0 1.0to 18.0 1.0 to 59.0
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Each participant is counted once on each applicable duration category row.

Duration of Exposure is calculated as last dose date - first dose date + 1.

K Includes all participants who received at least one dose of Pembrolizumab in KN716.
!'Includes all participants who received at least one dose of Placebo in KN716.

™ Includes all participants who received at least one dose of Pembrolizumab in KN054.

" Includes all participants who received at least one dose of Pembrolizumab in KN001 Part B1, B2, B3, D, C, F1, F2,
F3, KN002 (original phase), KN006, KN010, KNO12 cohort B and B2, KNO013 cohort 3, KN024, KN040, KN042,
KNO045, KN048, KN052, KN054, KN055, KN087, KN0177, and KN204.

Database cutoff date for Melanoma (KNOO1-Melanoma: 18APR2014, KN002: 28FEB2015, KN006: 03MAR2015,
KNO054: 03APR2020, KN716: 04DEC2020)

Database cutoff date for Lung (KNOO1-NSCLC: 23JAN2015, KNO010: 30SEP2015, KN024: 10JUL2017, KN042:
04SEP2018)

Database cutoff date for HNSCC (KNO12 cohort B and B2: 26APR2016, KN040: 15MAY2017, KN048: 25FEB2019,
KNO055: 22APR2016)

Database cutoff date for cHL (KNO13 cohort 3: 28SEP2018, KN087: 21MAR2019, KN204: 16JAN2020)
Database cutoff date for Bladder (KN045: 260CT2017, KN052: 26SEP2018)
Database cutoff date for Colorectal (KN177: 19FEB2020)

In KEYNOTE-716, 88.6% of participants remained on treatment for >3 months and 69.8% remained
on treatment for 26 months. These results are similar to KEYNOTE-054, but higher than the RSD
(Table 2).

Table 2. Drug Exposure by Duration (APaT Population)

ENT16 Data for Pembrolizumab: KIN716 Data for Placeha! KN034 Data for Pembrolizumak™ EU Reference Safety Dataset for
(N=483) (N=486) (N=509) (N=6183)
n [ (%) [ Person-years n [ (% [ Person-years n [ (% [ Person-years n [ (%) [ Person-years
Duration of Exposure
=)m 483 |(100.0) (332.4) 486 |(100.00 (366.7) 309 |(100.00 (394.1) 6,185 |(100.0) (3,876.2)
==lm 455 |(4.2) (3315 472 |(97.1) (366.2) 489 |(96.1) (393.1) 5314 (859 (3,847.5)
==3m 428 |(83.6) (327.00 461 |(94.9) (364.1) 434 |(853) (382.8) 3,860 |(624) (3,605.3)
[[==6m 337 eeE) (202.4) | 382 (7848 (333.4) 387 (|06 (3653 2808 (454 (3,222.9)
——
KNT716 Data for Pembrolizumab® KNT716 Data for Placehe EN034 Data for Pembrolizumab™ EU Reference Safety Dataset for
(N=483 (=486 =309 (N=6183)
n (%) Person-years n (%) Person-years n (%) Person-years n (%) Person-years
==12m 32 (6.6) (34.6) 28 (6.0} (314 T2 (14.1) (76.2) 1431 |(23.1) (2,180.8)

Each participant 1s counted once on each applicable duration category row.

Duration of Exposure is caleulated as last dose date - first dose date + 1.

" Includes all participants who recerved at least one dose of Pembrolizumab m KNT16.

! Includes all participants who received at least one dose of Placebo in KNT16.

= Includes all participants who received at least one dose of Pembrolizumab m KNO54.

* Includes all participants who recerved at least one dose of Pembrolizumab in KN001 Part B1, B2, B3, D, C, F1, F2, F3, KN0(2 (original phase), KN00S, EN010, KN012 cohort
B and B2, KN013 cohort 3, KNO24, KN040, KN042, KN045, KNO48, KN032, KNO34, KNO53, KNO8T, KNO177, and EN204.

Database cutoff date for Melanoma (KN00O1-Melanoma: 18APR2014, KNO0Z: 28FEB2013, ENO06: 03IMAR2015, KN054: 03APR2020, ENT16: 04DEC2020)

Database cutoff date for Lung (KNOJ1-NSCLC: 23JAN2013, KNO10: 305EP2015, KN024: 100UL2017, KN042: 045EP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KNO40: 15MAY2017, KNO48: 25FEB2019, KN033: 22APR2016)

Database cutoff date for gL (KIN013 cohort 3: 28SEP2018, KNO37: 21MAR2019, KN204: 16JAN2020)

Database cutoff date for Bladder (KN043: 260CT2017, KN032: 265EP2018)

Database cutoff date for Colorectal (KN177: 18FEB2020)

Source__[ISS: adarm-adsl: adexsmm]

Demographic and other characteristics of Study Population in the different Safety Datasets are reported
in Table 3.
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Table 3. Participant Characteristics (APaT Population)

KN716 Data for| KN716 Data for| KN054 Data for|EU Reference
Pembrolizumab* Placebo! Pembrolizumab™ Safety Dataset for
Pembrolizumab®
n (%) n (%) n (%) n (%)
Participants in population 483 486 509 6,185
Gender
Male 297 (61.5) 287 (59.1) 320 (62.9) 4,039 (65.3)
Female 186 (38.5) 199 (40.9) 189 37.1) 2,146 (34.7)
Age (Years)
<65 299 (61.9) 295 (60.7) 385 (75.6) 3,587 (58.0)
>=65 184 (38.1) 191 (39.3) 124 (24.4) 2,598 (42.0)
Mean 59.1 59.5 53.9 60.2
SD 12.6 13.2 13.6 13.6
Median 60.0 61.0 54.0 62.0
Range 16 to 84 17 to 87 19 to 88 15 to 94
Race
American Indian Or Alaska 1 0.2) 0 (0.0) 0 (0.0) 30 0.5)
Native
Asian 4 (0.8) 0 (0.0) 0 (0.0) 695 (11.2)
Black Or African American 3 (0.6) 4 (0.8) 0 (0.0) 121 (2.0)
Multiracial 1 0.2) 0 (0.0) 0 (0.0) 70 (1.1)
Native Hawaiian Or Other 0 (0.0) 0 (0.0) 0 (0.0) 5 0.1)
Pacific Islander
White 432 (89.4) 438 (90.1) 0 (0.0) 4,673 (75.6)
Missing 42 8.7) 44 9.1) 509 (100.0) 591 9.6)
Ethnicity
Hispanic Or Latino 49 (10.1) 30 (6.2) 0 (0.0) 424 (6.9)
Not Hispanic Or Latino 386 (79.9) 407 (83.7) 0 (0.0) 4,927 (79.7)
Not Reported 42 8.7) 44 9.1) 0 (0.0) 199 3.2)
Unknown 6 (1.2) 5 (1.0) 0 (0.0) 117 (1.9)
Missing 0 (0.0) 0 (0.0) 509 (100.0) 518 (8.4)
Age Class (Years)
<65 299 (61.9) 295 (60.7) 385 (75.6) 3,587 (58.0)
65-74 132 (27.3) 134 (27.6) 96 (18.9) 1,797 (29.1)
KN716 Data for|KN716 Data for|KN054 Data for|EU Reference
Pembrolizumab* Placebo! Pembrolizumab™ Safety Dataset for
Pembrolizumab®
n (%) n (%) n (%) n (%)
75-84 52 (10.8) 55 (11.3) 26 (5.1) 694 (11.2)
>=85 0 (0.0) 2 0.4) 2 0.4) 107 1.7)
ECOG Performance Scale
[0] Normal Activity 450 (93.2) 449 92.4) 481 (94.5) 2,942 (47.6)
[1] Symptoms, but| 32 (6.6) 35 (7.2) 28 (5.5) 3,069 (49.6)
ambulatory
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Other/Missing 1 0.2) 2 0.4) 0 (0.0) 174 (2.8)
Geographic Region

EU 250 (51.8) 302 (62.1) 319 (62.7) 2,217 (35.8)

Ex-EU 233 (48.2) 184 (37.9) 190 (37.3) 3,968 (64.2)

K Includes all participants who received at least one dose of Pembrolizumab in KN716.
!'Includes all participants who received at least one dose of Placebo in KN716.
™ Includes all participants who received at least one dose of Pembrolizumab in KN054.

" Includes all participants who received at least one dose of Pembrolizumab in KNOO1 Part B1, B2, B3, D, C, F1, F2,
F3, KN002 (original phase), KN006, KN010, KNO12 cohort B and B2, KNO013 cohort 3, KN024, KN040, KN042,
KNO045, KN048, KN052, KN054, KN055, KN087, KN0177, and KN204.

Race and ethnicity data were not collected for KN054.

Database cutoff date for Melanoma (KNOO1-Melanoma: 18 APR2014, KN002: 28FEB2015, KN006: 03MAR2015,
KNO054: 03APR2020, KN716: 04DEC2020)

Database cutoff date for Lung (KNOO1-NSCLC: 23JAN2015, KN010: 30SEP2015, KN024: 10JUL2017, KN042:
04SEP2018)

Database cutoff date for HNSCC (KNO12 cohort B and B2: 26APR2016, KN040: 15MAY2017, KN048: 25FEB2019,
KNO055: 22APR2016)

Database cutoff date for cHL (KNO13 cohort 3: 28SEP2018, KN087: 21MAR2019, KN204: 16JAN2020)
Database cutoff date for Bladder (KN045: 260CT2017, KN052: 26SEP2018)
Database cutoff date for Colorectal (KN177: 19FEB2020)

Adverse events

Summary of adverse events

A comparison of safety parameters between the pembrolizumab and placebo groups of KEYNOTE-716
Safety Dataset, the RSD, and the consistency with KEYNOTE-054 are the focus of this summary. AEs
were coded using MedDRA (Version 23.1) and graded according to the National Cancer Institute Common
Terminology Criteria for Adverse Events (CTCAE), Version 4.0. In Table 4 the summary of adverse event
is reported.

Table 4. Adverse Event Summary (APaT Population)
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KN716 Data for | KNT16 Data for | KNO54 Data for | EU Reference
Pembrolizumab! Placghal Prembrolizumalh! | Safety Dataset

for
n (%) n (%) n (%) n (%)
Participants in population 483 486 309 6,185
with one or more adverse events 448 (9300 | 433 (89.1y | 480 (043 3,989 (946.8)
with no adverse event 34 {7.0) 33 (10.9) 29 3.7 196 3.2)
with drg-related: adverze events 36 {79.9) 286 (60.9) 398 {78.2) 4366 (70.6)
with toxicity grade 3-5 adverze 123 (25.9) 23 17.1) 162 (31.8) 2,984 (482)
avents
with toxicity grade 3-5 dmg-related 78 (16.1) 21 4.3) 74 (14.5) o735 (15.8)
adverse events
with zerious adverse events o1 (18.8) 23 (17.5) 127 (25.0) 2371 (38.3)
with serious drug-related adverse 44 o1 o (1.9} 62 (12.2) 01 (11.3)
avents
who died 0 (0.0) 4 (0.8) 1 {0.2) il 3.2)
who died due to 2 dmg-related 0 (0.0) 0 (0.0) 0 (0.0) 39 (0.6)
adverse event
dizcontinued drug due to an adverse | 77 (15.9) 22 4.5) 71 (13.9) 232 (13.3)
avent
dizcontinued drug due to a drug- 74 {15.3) 12 (2.5 62 (122) | 444 (1.2

related adverse event
dizcontinued drag due to 2 zerious 33 (6.8) 12 (2.5 20 3. 308 o
adverse event

KNT16 Data for | KINT16 Data for | KIN034 Data for | EU Reference
Pembrolizumab; Flacsbo, Pembrolizumalb? [ Safety Dataset

for
n (%) n (%) n (%) n (%)
dizcontinued drug due to a serious 30 (62) 4 (08) 22 (43) 65  (43)

dmg-related adwverze event

i Determined by the investigator to be related to the dmg.

Non-zerions adverse events up to 30 days of last dose and senious adverse events up to 90 days of last doze are
included.

MedDEA preferred terms "Neoplasm Progression”, "Malignant Neoplasm Progression” and "Disease Progression”
not related to the drug are excluded.

“Includes all participants who received at least one dose of Pembrolizumab in KINT16.

! Includes all participants who received at least one dose of Placebo mn KNT14.

= Includes 2]l participants who received at least one dose of Pembrolizumab in KN0Q34.

“Includes all participants who recerved at least one dose of Pembrolizumab in KN001 Part B1, B2, B3, D, C F1, F2,
F3, KN002 {original phaze), KIN006, KN010, KNO12 cohort B and B2, KIN013 cohort 3, KINO24, ENO40, EN042,
EN045, KN048, KN052, EN054, ENO55, KNOET, KN0177, and KN204.

Database cutoff date for Melanoma (KN0O01-Melanoma: 18APE2014, KN002: 28FEB20135, KN006: 03MAR2015,
EN054: 03APE2020, ENT146: 04DEC2020)

Database cutoff date for Lung (KNOO1-NSCLC: 23JTAN2015, KNO10: 305EP2015, KN024: 10JUL2017, KNO42:
045EP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APE2016, KMN040: 15MAY2017, KIN04E:
25FEB2019, KN055: 22APE20186)

Database cutoff date for cHL (KN013 cohort 3: 2858EP2018, KN08T: 21MAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (KIN045: 260CT2017, KN052: 265EP2018)

Database cutoff date for Colorectal (KN177: 18FEB2020)

Source; [ISS: adam-adsk adas)

As provided, the exposure-adjusted incidence of AE category was either consistent or lower in the
pembrolizumab group of KEYNOTE-716 compared with the RSD, except for drug-related AEs and AEs
resulting in treatment discontinuation (Table 5).
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Table 5. Exposure-Adjusted Adverse Event Summary (Including Multiple Occurrences of
Events) (APaT Population)

Event Count and Bate (Events/100 person-months*
ENT16 Data for | ENT16 Data EN054 Data for | EU Reference Safety
Pembrolizumab: | forPlacebe! | Pembiolizwmeb? | Dataset for
Number of participants exposed 483 486 309 6185
Total exposure” in person-months 4376.83 4776.40 5230935 32032.13
Total events (1ate)
adverze events 3744(8554) B3R (50.42) 4934 (94.13) 65352 (125.60)
drug-related: adverse events 1738 (39.71) Q83 (20.38) 2285 (43.68) 20469 (39.34)
toxicity grade 3-3 adverse events 181 (4.14) 121 (2.53) JB6 (547 6514 (12.52)
toxicity grade 3-3 drug-related 107 (2.44) 26 (0.34) 124 (237 1469 (2.82)
adverse events
serous adverse events 137(3.13) 124 (2.60) 244 (4.66) 4283 (8.23)
serious drug-related adverse events 54 (1.23) 9(0.19) 117 (2.24) 976 (1.88)
adverse events lezding to death (0 {0.00) 4 (0.08) 1{0.02) 328 (0.63)
drug-related adverse events leading 0 (0.00) 0 (0.00) 0¢0.00) 39 (0.07)
to death
adverse events resulting in dmg 83 (1.94) 270037 81(1.53 04 (1.74)
discontrmation
dmg-related adverse events 820187 16 (0.33) T0(1.34) 481 (0.92)
rezulting in dmg discentinuation
serious adverse avents resulting in 3300.75) 12(0.23) 31(0.39) 635(1.22)
drug discontinuation
serious drug-related adverse events 30 (0.69) 4 (0.08) 23 (0.44) 279 (0.54)
resulting in dmg discontinuation

4 Event rate per 100 person-months of exposure=event count *100/person-months of exposure.

" Dug exposure 15 defined as the between the first dose date + 1 day and the earlier of the last dose date = 30 or the
database cutoff date.

< Determined by the investigator to be related to the dmg.

For participants who received second course treatment, adverse events which occwrred in second course phase are
excluded.

Nom-serious adverse events up to 30 days of last dese and senious adverse events up to 90 days of last dose are mcluded.

MedDEA preferred tenms "MWeoplasm progression”, “Mahgnant neoplasm progression” and "Disease progression” not
related to the drug are excluded.

* Includes all participants who received at least one dose of Pembrolizumab in KN7T16.

! Includes all participants who received at least one dose of Placebe i KNT14.

= Includes all participants who received at least one dose of Pembrolizumab in KNQ54.

2 Includes all participants who received at least one dose of Pembrolizumab in KN0O1 Part B1, B2, B3, D, C, F1, F2,
F3, EN002 {original phase), KIN004, EN010, EN012 cohort B and B2, KN013 cohort 3, KIN024, EN040, EN042,
ENQ45, EN043, KN052, KNO54, KNO033, KNOST, EN0177, and KEN204.

Database cutoff date for Melanoma (KN0O01-Melanoma: 18APR2014, KN002: 2B8FEB2015, KNO06: 03MAR2015,
EN054: 03APR2020, ENT16: (4DEC2020)

Database cutoff date for Lung (KN001-NSCLC: 23JAN2013, KN010: 308EP2015, KN024: 10JUL2017, EN042:
043EP2018)

Database cutoff date for HNSCC (EN012 cohort B and B2: 26APR2014, KN040: 15MAY2017, KNO48: 25FEB201%9,
EN055: 22APR2016)

Database cutoff date for cHIL (KN013 cohort 3: 285EP2018, KN03T: 2IMAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (KIN0435: 260CT2017, KIN052: 26SEP2018)

Database cutoff date for Colorsctal (KIN177: 19FEB2020)

Source; [ISS: adam-adsl: adag] [Table 5.3.5.3 3-melanoma?: 3]

Common adverse events

The overall incidences of AEs in KEYNOTE-716 were similar in the pembrolizumab and placebo groups.
AEs that occurred at a higher incidence in the pembrolizumab group than in the placebo group, and
with the greatest difference in incidence (>8 percentage points) between the treatment groups, were
diarrhoea, pruritus, rash, hypothyroidism, and hyperthyroidism (Fig. 1). The most frequently reported
AEs (incidence >20%) in KEYNOTE-716, fatigue, diarrhoea, pruritus, and arthralgia, were similar to
the most frequently reported AEs in KEYNOTE-054 and were generally consistent with the RSD (Table
6).
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Fig. 1. Rainfall Plot for Specific Adverse Event Preferred Terms Sorted by Risk Difference
(Incidence = 5% in One or More Treatment Groups) (APaT Population)

T T T T 1 T T T T T T
10 15 20 25 30 -20 -10 0 10 20

Pembro « Favor -+ Placebo

AE Proportion Risk Diff. + 95% C1 Pembro Placebo
(%a) (Percentage Points) n (%) n (%)
Pruritus ] * F—+— 125 (25.9) 59(12.1)
Hypothyroidisin ] * | - 75(15.5) 16 (3.3)
Rash ] +* —+— B7 (158.0) 37 (7.6)
Hyperthyroidism| m & | = 50(10.4) 3(0.6)
Diarrhoea [ ] » . | 129 (26.7) AU {18.3)
Rash maculo-papular| = & | | | 40 (8.3) 9(1.9)
Alanine aminotransferase increased U e 50(10.4) 25(5.1)
Arthralgia e —— 102(21.1) 79(16.3)
Dry mouth| m # ! 30(6.2) 9(1.9)
Fatigue L e 2 —— 138 (28.6) 119 (245)
Headache 4 —e— 73(15.1) S4(1.1)
Myalgia e e 43(8m 25(5.1)
Decreased appetite| = & | - 26 (54) 9(1.9)
Aspartate aminotransferase increased| m # = 33 (6.8) 17 (3.5)
Vomiting| = e 0 (6.2) 15(3.1)
MNausea e -+ 64 (13.3) 52(10.7)
Oedema peripheral [ 13 e 28 (5.8) 20 (4.1)
Cougl El —e— 56 (11.6) 51(10.5)
Dizziness - —— 30(6.2) 27 (5.6)
Back pain » = 36 (7.5) 34 (7.0)
Pyrexia » L on o | 26 (5.4) 24 (49)
Abdominal pain - = 24 (5.0) 23(47)
T T
5

‘ Pembrolizumab (N=453) [l Placebo (N=486)

Table 6. Participants with Adverse Events (Incidence > 10% in One or More Treatment
Groups) By Decreasing Frequency of Preferred Term (APaT Population)

ENT16 Data for | EIWNT16 Data for | EIN054 Data for EU Eeference
Pembrolizumab* Placebo! Pembrolizumak™ |  Safety Dataset
for
Pembrolizumak®
n (%) n (%) n (%) n (%)
Participants in population 483 486 309 6,185

with one or more adverse events 448 (93.00 433 (89.1) 430 (043 3989 (94.8)

with no adverse events 34 (1.0 33 (10.9) 29 3.7 196 (3.2)
Fatizue 138 (28.6) 119 (24.3) 170 (33.4) 1,967 (31.8)
Diarrhoea 129 26.7) 20 (18.3) 139 27.3) 1,295 (20.9)
Prurituz 123 (259 30 (12.1) 103 (20.2) 1,111 {18.00
Arthralziz 102 (21.1) T (16.3) o0 1717 1,149 (18.6)
Fash a7 (18.00 37 (7.6} 67 (13.2) 236 (15.1)
Hypothyroidism 73 (15.3) 16 (3.3) 76 (14.9) s (11.3)
Headache 73 (15.1) 34 (11.1) 03 (18.7) 747 (12.1)
MNausea 64 (13.3) 32 (10.7) i (17.5) 1,282 (207
Cough 36 (11.6) il (10.3) 1 (13.9) 1,200 (19.4)
Asthenia il (10.6) 33 (10.9) 33 (10.8) ) (11.2)

Alanine aminotransferase mcreased 30 (10.4) 23 (3.1 38 (1.3) 429 (6.9)

Hyperthyroidism 30 (10.4) 3 (0.6) 33 (10.4) 261 4.2)
Constipation 37 (1.7 33 (7.8) 34 6.7 1,032 (18.7)

Hypertension 37 (.0 41 (8.4) 76 (14.9) 318 (3.1)
Back pain 36 (1.3) 34 (7.0 36 .1 T0G (11.5)
Vomiting 30 (6.2) 13 (3.1) 40 (7.9) T84 (127
Decreased zppetite 26 5.4) o (1.9 36 (1.1) 1,181 (12.1)
Pyrexia 26 3.4) 24 (4.9 24 “.n 202 (13.00
Dryzprnioea 0 “4.1) 23 “@.n 43 (8.8) 1,020 (16.3)
Anaemia 13 (3.1 11 2.3) T 14) 872 (14.1)

Weight decreased 12 (2.3) 3 (1.0 36 (11.0) 3714 8.3)

Influenzz like illness 10 (2.1) 11 (2.3} 36 (11.00 243 4.0
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ENT16 Data for | KNT16 Data for | KIN034 Data for | EU Feference
Pembrolizumab* Placebe! Pembrolizumab™ | Safety Dataset
for
Pembrolizumab”
n (¥a) n (¥a) n (%a) n (¥a)
Weight increased 3 (0.6) 6 (12) 63 (12.8) | 209 (3.4)

Every participant 1s counted 2 single time for each applicable row and column.

A system organ class or specific adverse event appears on this report only if its imeidence in one or mere of the
columns meets the incidence criterion in the report title, after rounding.

MNon-gerious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are
inchuded.

MedDEA preferred terms "Neoplasm Progression”, "Maliznant Neoplasm Progression” and "Disease Progression”
not related to the drug are excluded.

* Includes all participants who received at least one dose of Pembrolizumal in KINT16.

! Includes all participants who received at least one dose of Placebo mn KNT14.

= Includes all participants who received at least one dose of Pembrolizumab in EN054.

 Includes all participants who received at least one dose of Pembrolizmab in KN001 Part B1, B2, B3, D, C,F1, F2,
F3, KN002 {original phase), KN006, KNO10, EN012 cohort B and B2, KNO13 cohort 3, KNO24, KNO40, EN042,
ENQ45, KNO48, KN052, EN034, ENO55, KNO8T, KNO177, and KN204.

Database cutoff date for Melanoma (KNO01-Melanoma: 18APR2014, KN002: 28FEB2015, ENOOE: 03MAR20135,
EN054: 03APR2020, KNT14: 04DEC2020)

Database cutoff date for Lung (KNOO1-NSCLC: 23JAN2015, KN010: 308EP2015, KN024: 10JUL2017, EN042:
045EP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KNO40: 150AY2017, KN04E:
25FEB2019, KNO55: 22APR2016)

Database cutoff date for cHL (KNO13 cohort 3: 288EP2018, EN027: 21MAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (KEMN045: 260CT2017, KN052: 2658EP2018)

Database cutoff date for Colorectal (KEN177: 19FEB20200

Source: [IS5: adam-adsl; adas)

Drug-related Adverse Events

The treatment-related AEs of pruritus, rash, hypothyroidism, and hyperthyroidism were reported at
higher incidences in the pembrolizumab group than in the placebo group. The incidence and types of
drug-related AEs in the different datasets are reported in Table 5. The most frequently reported drug-
related AEs (incidence >10%) in KEYNOTE-716, pruritus, fatigue, diarrhoea, rash, hypothyroidism, and
arthralgia, were consistent with the most frequently reported drug-related AEs in KEYNOTE-054 (Table

7).

Table 7. Participants with Drug-Related Adverse Events (Incidence = 5% in One or More
Treatment Groups) By Decreasing Frequency of Preferred Term (APaT Population)
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EINT16 Data for | EINT16 Data for | KN0O34 Data for | EU Reference
Pembrolizumalk* Placebo! Pembrolizumak™ | Safety Dataset
for
Pembrolizunak®
n (%) n (%) n (%) n (%)
Participants in population 483 486 309 6,183
with one or more adverse events 386 {79.9) 206 (60.9) 398 {(718.2) 4366 (70.6)
with no adverse events o7 (20.1) 180 39.1) 111 (21.8) 119 (20.4)
Pruritus 112 (23.2) 48 2.9 &7 171 | &n (14.1)
Fatigue o8 (20.3) &7 (17.9) 144 (28.3) 1,216 (19.7)
Diarrhoea 3 (17.6) il (10.5) 23 (18.3) | 681 (11.00)
Rash 73 (13.5) 28 (6.00 k1] (9.8) T02 (11.4)
Hypothyroidizm 0 (14.5) 12 (2.5) 74 (14.5) | 603 {9.8)
Arthralgia 6e (14.3) i3 (1.2) 52 (102) | 490 (7.9)
Hyperthyroidizm 48 29 3 (0.6) 49 (0.6) 231 3.7
Asthenia 43 (3.9) 40 (8.2) 47 9.2 376 (6.1)
MNanzea 38 (7.9) il (6.4) g (11.46) | 361 (1)
Alanine aminotransferase increased | 34 {71.00 18 3.7 26 3.1) 234 4.1)
F.ash maculo-papular 34 {71.00 2 (1.6) 24 4.7 166 2.7
Aspartate aminotransferase 28 (3.8) 2 (1.6) 20 (3.9) 244 (3.9)
increased
Myalgia 27 {3.6) 14 (2.9 26 3.1 236 (3.8)
Heazdache 15 (3.9 13 2.7 37 {1.3) 195 3.2)
Decreased appetite 16 3.3 4 {0.8) 23 4.9 479 .0
ENT16 Data for | EN716 Data for | KN0O34 Data for | EU Beference
Pembrolizumak* Placebo! Pembrolizumalk™ | Safety Dataset
for
Pembrolizumak®
n () n () n () n ()
Dryspnoea 6 (1.2) 2 ({0.4) 27 (3.3) 204 (3.3)

Every participant 1z counted 2 smgle time for each applicable row and column

A systern organ class or specific adverse event appears on this report only if its Incidence n one or more of the
columns meets the incidence criterion in the report title, after rounding.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are
ncluded.

* Includes all participants who received at least one dose of Pembrolizumab in KINT16.

'Includes all participants who received at least one dose of Placebo m ENT16.

= Includes a1l participants who received at least one dese of Pembrolizumab in KN0Q34.

“ Includes all participants who received at least one dose of Pembrolizumab in KWN001 Part B1, B2, B3, D, C, F1, F2,
F3, KMN002 (original phase), KN008, KNO10, EN012 cohort B and B2, KN013 cchort 3, KIN024, ENQ40, KNO42,
ENQ45, KNO48, KN0532, KNOS4, KN053, KNORT, KNO177, and KIN204.

Diatabase cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KIN002: 28FEB2015, EN0O6: 03MAR20135,
EMN054: 03APR2020, KNT16: 04DEC2020)

Daatabase cutoff date for Lung (KNO01-NSCLC: 23JAN2015, KIN010: 30SEP2015, ENO024: 10JUL2017, EN042:
045EP101E)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KNO40: 130AY2017, KIN04E:
25FEB2019, KN055: 22APR2018)

Databaze cutoff date for cHL (KMN013 cohort 3: 285EP2018, KNO2T: 21MAR2019, EN204: 16JAN2020)

Diatabase cutoff date for Bladder (KINO45: 260CT2017, EN052: 265EP2018)

Diatabasze cutoff date for Colorectal (KN177: 18FEB20200)

Source: [I55: adam-adsl; adas]

Grade 3 to 5 Adverse Events

The overall incidence of Grade 3 to 5 AEs was higher in the pembrolizumab group compared with the
placebo group. The most frequently reported Grade 3 to 5 AEs (in 21.0% of participants in either
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treatment group) were hypertension, diarrhoea, rash, autoimmune hepatitis, ALT increased, colitis,
and lipase increased but no clinically meaningful difference was observed between the pembrolizumab
and placebo groups in the incidences of these Grade 3 to 5 AEs (Fig. 2)

Table 8 displays the number and percentage of subjects with Grade 3 to 5 AEs (incidence =21%) in
different datasets. No Grade 5 AEs occurred in the pembrolizumab group.

Fig. 2. Rainfall Plot for Grade 3-5 Adverse Event Preferred Terms Sorted by Risk Difference
(Incidence > 1% in One or More Treatment Groups) (APaT Population)

AE Proportion Risk INff. + 95% C1 Pembro Placeho

{%a) (Percentage Points) n (%) n (%)
Diarrhoea| W » —— B(1.7) 1(0.2)
Rash [ ] » h—— 7(1.4) 2{0.4)
Colitis| m * ——o 5(1.0) 0(0.0)
Autoimmune hepatitis n +* . 6(1.2) 2{0.4)
Alanine aminotransferase increased| m * [ 5(1.0) 1(0.2)
Hypertension o % 13 (2.7) 14 (2.9)
Lipase increased » ] b 4(0.8) B(l.6)

T T T T T T T T T T T

0 1 2 3 4 -2 0 2 4

Pembro « Favor - Placebo

"' Pembrolizumab (N=483) [l Placebo (N=486)

Table 8. Participants With Grade 3-5 Adverse Events (Incidence = 1% in One or More
Treatment Groups) By Decreasing Frequency of Preferred Term (APaT Population)
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ENT16 Data for | KINT16 Data for | EKIN054 Data for | EU Eeference
Pembrolizumak* Placebe' Pembrolizumab™ | Safety Dataset
for
Pembrolizumahb®
n (%) n (%) n (M) n (M)
Participants in population 483 486 3ng 6,183
with one or more adverse events 125 (23.9) 23 17.1) 162 (31.8) 2984 (48.2)
with no adverse events 338 (74.1) | 403 (829 | 347 (68.2) 3,201 (51.8)
Hypertension 13 @n 14 2.5 28 (3.3) 113 (1.8)
Diarrhoea 2 .n 1 0.2 ] (1 o1 (1.3)
Fash T 14 2 [QXS] 2 (OS] 31 0.3
Autommmune hepatitis 6 (1.2 2 04 3 (0.6) 21 (0.3)
Alanine aminotransferase increzzed 5 (1.0) 1 0.2 3 (0.6) 67 (1.1)
Colitiz 5 (1.0) ] (0.0) 7 (1.4 64 (1.0
Blood creatine phosphokinaze 4 (0.8) 2 04 6 (1. 13 0.2)
increased
Lipaze increzzed 4 (0.8) 2 (1.6) 6 an 17 03)
Aspartate aminotransferase 3 (0.6) 2 [QX ] 1 02 T0 (11)
increased
Back pain 2 0.4 0 0.0y 0 0.0y 66 (1.1)
Deecreased appetite 2 0.4 0 (0.0) 1 0.2 74 (1.2)
Fatigue 2 0.4 0 0.0y 4 (0.8) 150 24)
Hyperglycasmiz 2 0.4 1 0.2 3 (0.6) 67 (1.1)
Type 1 dizbetes mellitus 2 0.4 0 0.0y 3 (1.0) 14 0.2)
Arthralgia 1 0.2 2 0.4 7 (14 39 (1.m
Asthenia 1 0.2y 0 0.0y 1 0. 61 (1.0
Dehydration 1 0.2y 0 0.0) 0 0.0 64 (1.m
Hypokalaemia 1 0.2y 0 0.0 3 0.6) 62 (1.m
Pleural effuzion 1 0.2 0 0.0 ] [0X1)] i (11)
Prneumonia 1 0.2y 1 0.2 2 04 253 4.1)
Pneumonitis 1 0.2 0 0.0 3 0.6) 20 (14)
Anaemia 0 (0.0) 0 0.0) ] (0.0) 247 4.0
Basal cell carcinoma ] (0.0) 0 (0.0) 5 1.0y 11 (0.2)
Dryspnoea ] (0.0) 0 0.0y 1 0 133 2.2
Hyponatraemia 0 (0.0) 0 (0.0) b] (1.0) 161 (2.6)
EINT16 Data for | KINT16 Data for | EN034 Data for | EU Reference
Pembrolizumab* Placebo! Pembrolizumab™ | Safety Dataset
for
Pembrolizumab”
n (%) n (26) n (%) n (%)
Pulmonary embolism ] (0.0) 2 (0.4) 5 (1.0) o4 (1.5)
Urinary tract infection 0 (0.0) 1 (0.2) 0 (0.0 74 (1.2)

Every participant 1z counted a single time for each applicable row and column.

A system organ class or specific adverse event appears on this report only if its incidence in one or more of the
columns meets the incidence criterion in the report title, after rounding.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are
included.

MedDFA preferred terms "Neoplasm Progression”, "Malignant Neoplazm Progression” and "Disease Progression”
not related to the drug are excluded.

* Includes all participants who received at least one dose of Pembrolizumab in KWNT16.

! Includes all participants who received at least one dose of Placebo m KN716.

o Includes all participants who received at least one dose of Pembrolizumalb m KN054.

* Includes all participants who received at least one dose of Pembrolizumab in KNOO1 Part B1, B2, B3, D, C, F1,F2,
F3, KEN002 (original phase), KWN006, KNO10, KN012 cohort B and B2, KNO13 cohort 3, KIN024, EN040, ENO42,
EN043, EN048, KN052, EN034, ENO35, KNOET, ENO177, and KN204.

Database cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KIN002: 28FEB20135, KN006: 03WAR2013,
EN054: 03APR2020, KNT16: 04DEC2020)

Database cutoff date for Lung (KNOO1-NSCLC: 23JAN2013, KN010: 30SEP2015, ENO24: 10JUL2017, KND42:
045EP2018)

Database cutoff date for HNSCC (EN012 cohort B and B2: 26APR2014, KN040: 150AY2017, KNO4E:
25FEB2019, KNO35: 22APR2016)

Database cutoff date for cHL (KN013 cohort 3: 288EP2018, ENOST: 21MAR2019, KN204: 16JANI020)

Database cutoff date for Bladder (KNQ435: 260CT2017, KIN032: 265EP2018)

Database cutoff date for Colorectal (KN177: 19FEB2020)

Source: [[35: adam-adsl; adae]
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Table 9. Participants with Grade 3-5 Drug-Related Adverse Events (Incidence = 1% in One or
More Treatment Groups) By Decreasing Frequency of Preferred Term (APaT Population)

KINT16 Data for | EINT16 Data for | KINO34 Data for | EU Reference
Pembrolizumab® Placehbe! Pembrolizumab™ | Safety Dataset
for
Pembrolizumab®
il (%) il (%) il (%) il (%)
Participants in population 483 486 309 6,183

with one or more adverse events T8 (16.1) 21 4.3 T4 {14.5) 273 {15.8)

with no adverse events 403 (83.9) | 463 ®3.7) | 433 (83.3) 3210 (84.3)
Bash 7 (14) 1 02) 0 (0.0 24 (0.4
Autoimrmme hepatitis 6 1.2 2 (0.4 3 (0.6) 21 (0.3
Colitis 3 (1.0 0 (000 7 (14) 57 0.5
Diarrhoea 3 (1.0 1 ©.2) 4 (0.8) &0 (1.0
Lipase increased 4 (0.8) 3 (1.6) 4 (0.8) 12 ©.2)
Tyvpe 1 diabetes mellitus 2 (0.4 0 (0.0 3 (1.0 13 ©.2)
Fatizue 1 (0.2) 0 (0.0 4 (0.8) 66 (1.1}

KINT16 Data for | KINT16 Data for | KIN034 Data for | EU Reference

Pembrolizumab* Placahbe! Pembrolizumab™ | Safety Dataset

for
Pembrolizumab®

il (*a) il (*a) il (*a) il (*a)

Pneumonitis 1 (0.2) 0 (0.00 3 (0.6) 34 (1.4)

Every participant iz counted 2 single time for each applicable row and column.

A gystem organ class or specific adverse event appears on this report only if its incidence in one or more of the
columns meets the incidence criterion in the report title, after rounding.

Non-serious adverse events up to 30 days of last dose and senous adverse events up to 90 days of last dose are
includad.

* Includes all participants who received at least one dose of Pembrolizumab in KINT16.

! Tncludes all participants who received at least one dose of Placebo mn KINT18.

o Includes all participants who received at least one doze of Pembrolizumal mn KMN054.

* Includes all participants who received at least one dose of Pembrolizumab in KIN0O01 Part B1, B2, B3, D, C, F1, F2,
F3, KN002 {original phese), KIN006, KN010, KNO12 cohort B and B2, KN013 cohort 3, KIN024, EN040, EN042,
EN045, KNO48, KN052, KN054, KNO35, KN0ET, KN0177 | and KN204.

Database cutoff date for Melanoma (KN0O01-Melanoma: 18APE2014, KN002: 28FEB2015, KNO06: 03MAR2015,
KEN054: 03APE2020, KN716: 04DEC2020)

Database cutoff date for Lung (KN0O1-NSCLC: 23JTAN2015, KIN010: 308EP2015, KN024: 10JUL2017, KN042:
045EP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APE2016, KN040: 150 AY2017, KIN04E:
25FEB2019, EN055: 22APR2016)

Database cutoff date for cHL (KN013 cohort 3: 285EP2018, KN08T: 21MAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (KN045: 260CT2017, KN052: 265EP2018)

Database cutoff date for Colorectal (EN177: 19FEB2020)

Source: [I55: adam-adsl; adas]
Serious adverse event/deaths/other significant events

Deaths Due to Adverse Events

No participants in the KEYNOTE-716 pembrolizumab group and 4 participants in the placebo group had
an AE that resulted in death during the study or follow-up period. None of the deaths were reported as
drug related.

All Serious Adverse Events
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The overall incidence of SAEs was similar in the pembrolizumab and placebo groups (18.8% and
17.5%, respectively). Basal cell carcinoma, malignant melanoma in situ, and squamous cell carcinoma
were the most frequently reported SAEs (in >1.0% of participants in either treatment group) (Fig. 3).
Table 10 displays the number and percentage of subjects with SAEs (incidence >1%) in different safety
datasets.

Fig. 3. Rainfall Plot for Serious Adverse Event Preferred Terms Sorted by Risk Difference
(Incidence = 1% in One or More Treatment Groups) (APaT Population)

AFE Proportion Risk Diff. + 95% CI Pembro Placebo

(%a) (Percentage Points) n (%) n (%)

Malignant melanoma - —%— 4(0.8) 5(1.0)

Malignant melanoma in situ - . A 5(1.0) 6(1.2)

Squamons cell carcinoma of skin| & m . 2{04) 5(1.0)
Basal cell carcinoma L | | * 4 15 (3.1) 18 (3.7)

Squamous cell carcinoma + n ] 5(1.0) 10(2.1)

T T T T T 1 T T T T T T T

Pembra « Favor — Placebo

# Pembrolizumab (N=453) W Placebo (N=486)

Table 10. Participants with Serious Adverse Events Up to 90 Days of Last Dose (Incidence >
1% in One or More Treatment Groups) By Decreasing Frequency of Preferred Term (APaT
Population)

KN716 Data for | KN716 Data for | KNO34 Data for | EU Reference
Pembrolizumab* Placebo! Pembrolizumab™ | Safety Dataset

for
Pembrolizumab®
n (%) n (%) n (%) n (%)
Participants in population 483 486 509 6,185

with one or more adverse events o1 (18.8) 85 (1.5 127 (23.0) 2,371 (38.3)
with no adverse events 302 (812) | 401 (8235 [ 382 (7500 | 3814 (61.7)
Basal cell carcmoma 15 G.1) 18 (3.7 17 (3.3) 40 (0.6)
Malignant melanoma in situ 5 (1.0) 6 (12 1 0.2) 2 0.0)
Squamous cell carcinoma 5 (1.0) 10 2.1) 6 (1.2) 7 (0.4)
Colitis 4 (0.8) 0 (0.0) 7 (1.4 61 (1.0)
Malignant melanoma 4 (0.8) 5 (1.0) 4 (0.8) 11 02)
Diarrhoea 2 (04) () 5 (1.0 63 (1.0
Pneumonia 2 (04) 1 (02 2 04 |27 @
Squamous cell carcinoma of skin 2 (0.4) 5 (1.0) 1 0.2) 6 (0.1)
Pleural effusion 1 0.2 0 (0.0) 1 0.2) 83 (1.3)
Pneumonitis 1 0.2 0 (0.0) 7 (1.4) 126 2.0)
Pulmonary embolism 1 0.2) 2 04 2 (04 7201
Anaemia 0 (0.0) 0 (0.0) 0 0.0) 61 .o
Dyspnoea 0 (0.0) 0 (0.0 0 00 82 (13)
Pyrexia 0 0.0) 1 02 4 (0.8) 75 (1.2)
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EN7T16 Data for | EN7T16 Data for | KNO34 Datz for | EU Eeference
Pembrolizumab* Placebe’ Pembrolizumab™ |  Safety Dataset
for

Pembrolizumab®

n (%) n (%) n (%) n (%)

Urinary tract infection 0 {0.0) 1 (0.2) 0 {0.0) 38 (1.00

Every participant 1z counted a single time for each applicable row and column.

A gystem organ class or specific adverse event appears on this report only if its incidence in one or more of the
columns meets the meidence criterion in the report title, after rounding.

MNon-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are
included.

MedDEA prefarred terms "Neoplasm Progression”, "Malignant Neoplasm Progression” and "Disease Progression”
not related to the drug are excluded.

* Inchudes all participants who received at least one dose of Pembrolizumab in ENT16.

' Includes all participants who received at least one dose of Placebo in KNT146.

= Includes 21l participants who received at least one dose of Pembrolizumab m KN054.

F3, KN0O02 (original phase), KIN008, KNO10, EN012 cohort B and B2, KIN013 cchort 3, KIN024, ENO040, EN042,
EM043, KNO4E, KIN032, KENO34, KNO55, KNOET, KNO177, and KIN204.

Databaze cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KIN002: 28FEB20135, KEN006: 03WIAR2013,
EM034: 03APR2020, KNT16: 04DEC2020)

Database cutoff date for Lung (KNO01-NSCLC: 23TAN2013, KEN010: 305EP2015, KN024: 10JUL2017, ENO42:
O045EP2018)

Databaze cutoff date for HNSCC (EN012 cohort B and B2: 26APR2016, EN040: 153MAY2017, KN0O4E:
25FEB2019, KN(O55: 22APR2016)

Databaze cutoff date for cHL (KNO13 cohort 3: 288EP2018, KEN02T: 21MAR2019, EN204: 16TAN2020)

Databaze cutoff date for Bladder (KMN045: 260CT2017, KN052: 265EP2018)

Database cutoff date for Colorectal (KIN177: 19FEB20200

* Inchudes all participants who received at least one dose of Pembrolizumab in KN001 Part B1, B2, B3, D, C,F1.F2,

Source: [IS5: adam-adsl; adag]

Drug-related Serious Adverse Events

The overall incidence of treatment-related SAEs was higher in the pembrolizumab group than in the

placebo group (9.1% vs. 1.9%). The most frequently reported treatment-related SAEs in the

pembrolizumab group were adrenal insufficiency and colitis, each reported for 4 participants (0.8%)
(Table 11). Overall, the incidences and types of drug-related SAEs in the KEYNOTE-716 pembrolizumab
group were similar to those in KEYNOTE-054 (12.2%) and generally consistent with the RSD (11.3%)

(Table 12)

Table 11. Participants With Serious Drug-Related Adverse Events by Decreasing Incidence

(Incidence > 0% in One or More Treatment Groups) (APaT Population)
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Pembrolizumab Placebo

n {%a) n ]
Tubulointerstitial nephratis | (LX) i [N
Type 2 disbetes mellins 1 {02y i {0y
Autoimmuie myocandiis ] L] 1 {0.2)
Cardiac Bailure o (i) 1 (0.2}
Facial puru.|}':~i:|- 1] (LR 1 (0.2}
Influsion related reaction 0 (i) 1 {0.2)
Influsion site rash 0 (i) 1 {0.2)
Meuralgic amyotiophy 0 {0y 1 {0.2)
Pyrexia 0 {0y 1 {02}

Every participant is counted a single time for each applicable row and column.

WO CTCAE wversion 4.

Mon-seriows adverse events up 1o 30 days of last ireatment and serious adverse events up o 90 days of last ireatment
are included.

MedDRA V231 preferred terms "MNeoplam progression”, "Malignant neoplasm progression™ and "Disease
progresion” nol related 1o the dreg ane excluded.

Dratabase Cutofl Date: (4DEC2020.

Source: [PTI6VOIME3475: adam-adal; adae]

Pembrolizumab Placebo
] {%a) il [
Participants in population 433 436

with one or more adverse events EE} (91 q {19
with no adverse evenls 430 {9y 477 {98.1)
Adrenal insufficiency 4 (&) i {0y
Caolinis 4 (LE) i {0
Acute kidsey mjury 2 (4] 0 {0
Autoammume colitis 2 {4) 0 {0
Autoammure hepatitis 2 i) 1 {0.2)
Autpdmmune aephritis 2 () i {0y
Daarchoea 2 (4] 1 {0.2)
Hypophysitis 2 (4] 0 {0
Hypopituitarizm 2 {4) 0 {0
Immune-mediated prewmonins 2 i) i (0.0
Miyasthenia gravis 2 (LY ] (0.0
Blyositis 2 (4] i (0.
Type 1 diabetes mellins 2 i) i} (0.0
Abscess sofl tissue 1 ({14 i} {0
Acute respiratory Eailure 1 (2] i (0.0
Arthritis 1 (2] ] (0.0
Blood creatine phosplaokisase imcreased | (0.2) i (0.
Cellulins 1 (0.X) a )
Cough 1 ({14 a ERERER]
Decreased appetite 1 (2] i (0.0
Dermatitis bullows 1 0.2y ] {00y
Endocrine disorder | (0.2) 0 {0
Immune-rmediated enterocaling 1 (2] i} (0.0
Li.]'h‘.'lM.' iicreaded 1 ({14 i} {0
Lung disorder | (0.2) 0 {00
Macular detachment 1 0.2y ] {00y
Mluscular weakness | (0.2) 0 {00
Mlyelitis iranaverae 1 (2] i} (0.0
blyopathy 1 ({14 a ERERER]
Mephritis | (0.2) 0 {00
Peripheral sensory newropathy | (0.2) 0 {0
Pneussenia | (0.2) 0 {00
Pneumonitis | (0.2) i (0.
Sapcoidosis 1 ({14 i} {0

Table 12. Participants with Drug-related Serious Adverse Events Up to 90 Days of Last Dose
(Incidence = 1% in One or More Treatment Groups) By Decreasing Frequency of Preferred

Term (APaT Population)
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EMNT16 Data for | KNT716 Data for | KNO54 Data for ELl Reference
Pembrolizumah® Placeba! Pembrolizumab™ | Safery Dataset
fior
Pembrolizumab®
n (%) n (%) n (%) n (%)
Participants in population 483 486 09 6,185

with one or more adverse events 44 (9.1) 9 (1.9} 62 (12.2) 701 (11.3)
with no adverse evenis 439 (90.9) 477 (98.1) 447 (B7.8) | 5484 (BE.T)
Coliris 4 (0.8) 0 {0.0) 7 (1.4} 53 (0.9}
Pneumonitis 1 (0.2} 0 (0.0} 7 (1.4) 120 (1.9}

Every participant is counted a single time for each applicable row and column.
A system organ class or specific adverse event appears on this report only if its incidence in one or more of the
columns meets the incidence criterion in the report title, after rounding.

MNon-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are
included.

k Includes all participants who received at least one dose of Pembrolizumab in KNT16.

Mncludes all participants who received at least one dose of Placebo in KNT16.

* Includes all participants who received at least one dose of Pembrolizumab in KN054.

" Includes all participants who received at least one dose of Pembrolizumab in KN001 Part B1, B2, B3, D, C, FI1, F2,
F3, KM002 (original phase), KN006, KNOLO, ENO12 cohort B and B2, KNO13 cohort 3, KNO24, KNO40, KNO42,
KNO45, KN4EB, KN03Z, KNO34, KNO53S, KNOET, KNO177, and KN204.

Database cutofT date for Melanoma (KNOD1-Melanoma: 18APR2014, KNO0O2: 2EFEB2015, KNOD6: 03MAR2015,
EMNO54: 03APR2020, KNT16: MDEC2020)

Database cutoff date for Lung (KNODL-NSCLC: 23JAN2015, KNO10: 30SEP2015, KNO24: IOJUL2Z017, KNO42:
M45EP2018)

Database cutoff date for HNSCC (KNO12 cohort B and B2: 26APR2016, KNO40: 15SMAY2017, KNO4E:
25FEB2019, KNO55: 22APR2016)

Database cutofT date for cHL (KND13 cohort 3: 28SEP2018, KNOBT: 2IMAR2019, KN204: 16JANZO20)

Database cutofT date for Bladder (KNO45: 260CT2017, KN032: 265EP2018)

Database cutoft date for Colorectal (KN177: 19FEB2020)

Source: [I55: adam-adsl; adae]

Adverse Events of Special Interest (AEOSI)
Summary of Adverse Event of Special Interest

In KEYNOTE-716, the overall incidence of AEOSI was higher in the pembrolizumab group (36.2%)
compared with the placebo group (8.4%). Fewer than 10% of participants in the pembrolizumab group
discontinued study treatment due to an AEOSI (Table 13). In the pembrolizumab group, the median
time to onset of participants’ first AEOSI episode was 64.0 days and the median duration of AEOSI
episodes in the pembrolizumab group was 193.0 days, with an average of 1.5 AEOSI episodes per
participant. The most frequently reported AEOSI in the pembrolizumab group were hypothyroidism and
hyperthyroidism, similar to those reported in KEYNOTE-054 and generally consistent with the RSD
(Table 142). Most AEOSI were Grade 1 or Grade 2 and the use of systemic corticosteroids was
reported for management of some or all episodes of AEOSI, with the following exceptions:
hyperthyroidism, infusion reactions, pancreatitis, type 1 diabetes mellitus, and uveitis. In addition, the
exposure-adjusted incidences of AEOSI were generally similar between KEYNOTE-716, KEYNOTE-054
and the RSD (Table 15).
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Table 13. Adverse Event Summary AEOSI (APaT Population)

ENT16 Data for | KNT716 Data for | KN034 Data for ELl Reference
Pembrolizwmakt | Plasshe | Bembwolizwmab | Safety Dataset
for
n (%) n (%) n (%) n (%)
Participants in population 483 486 309 6,123
with one or more adverze events 175 (36.2) 41 (8.4) 178 (35.2) 1380 (23.5)
with no adverse event 308 (63.8) | 443 (91.6) | 330 (64.8) 4,605 (74.5)
with drug-related: adverse events 167 (34.6) 30 6.2 163 (32.4) 1,369 (22.1)
with toxicity grade 3-5 adversze 47 mn 6 (1.2 30 (1.0 407 (6.6)
events
with toxicity grade 3-5 drug-related | 46 (9.5) 4 (0.8) 34 6.7 332 3.7
adversze events
with serious adverse events 33 (6.8) (0.8) 40 7.9y 407 (6.6)
with serious drug-related adverse 32 (6.6) 3 (0.6) 36 (7.1} 360 (3.8)
events
who died 0 (0.0) 0 (0.0) ] 0.0y 11 (0.2)
who died due to 2 dmg-related 0 (0.0) 0 (0.0) ] 0.0y 11 (0.2)
adverze event
digcontinued drug due to an adverse | 41 (8.3) 3 (0.6) 34 6.7 236 4.1
event
discontinued drug due to 2 drug- 41 (8.3) 3 (0.6) 34 6.7 232 “4.1)
related adverse event
dizcontinued drug due to a senous 23 (4.8) 2 0.4 12 2.4 172 (2.8)
adverze event
EINT16 Data for | KINT16 Data for | KIN034 Data for EU Reference
Eembrolizimaly Flagsho Pembrolizumaly | Safety Dataset
for

n (¥a) n (¥a) n (%a) n (¥a)
discontinued drug due to 2 serious 23 (4.8) 2 (0.4 12 2.4 170 2.

drug-related adverse event

1 Determuned by the mvestizator to be related to the dmg.

MNon-gerious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last doze are
included.

MedDEA preferred terms "WNeoplasm Progression”, "Malignant Neoplasm Progression” and "Diseass Progression”
not related to the drug are excluded.

* Includes all participants who recerved at least one dose of Pembrolizumab in KNT16.

! Includes all participants who received at least one dose of Placebo in KNT16.

= Includes all participants who received at least one dose of Pembrolizumab in KIN0O54.

* Includes all participants who received at least one dose of Pembrolizumab in K001 Part B1, B2, B3, D, C, F1, F2,
F3, KN002 {origmal phase), KIN00&, KN0O10, KENO12 cohort B and B2, KIN013 cchort 3, KIN024, EN040, KN042,
EN045, KEN048, KN0532, KNO34, KNO33, KNOET, KN0177, and KN204.

Database cutoff date for Melanoma (KIN001-Idzlanoma: 18APR2014, KN002: 28FEB2015, KNOO0G6: 03MAR2013,
EN034: 03APRI020, ENT16: (4DEC20200

Database cutoff date for Lung (KNO01-NSCLC: 23JAN2013, KNO10: 305EP2015, KMN024: 10JUL2017, KN042:
04SEP2018)

Database cutoff date for HNSCC (KMN012 cohort B and B2: 26APR2016, KMN040: 153MAY2017, KNO4E:
23FEB2019, EN033: 22APR2016)

Database cutoff date for gHIL (KNO13 cohort 3: 285EP2018, KNO&T: 2IMAR2019, KN204: 16JAN2020)

Database cutoff date for Bladder (KN0435: 260CT2017, KIN052: 265EP2018)

Databaze cutoff date for Colerectal (KN177: 18FEB2020)

Source; [135: adam-adsl: adac]

Table 14. Participants With Adverse Events of Special Interest (Incidence > 0% in One or
More Treatment Groups) By AEOSI Category and Preferred Term (APaT Population)
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EMT16 Data for | KNT16 Data for | KNO54 Data for EU Reference
Pembrolizmab: Placeho! Pembrolizumab® | Safety Datsset
for
Pembirolizumab®
n %) n ()] n {5 o ()]
Participants in population 4853 486 509 6,185
with one or mone adverse events 175 {36.2) 41 {84 179 {35.2) 1,580 {255)
with o adverse events 308 {63.8) 445 91.6) 330 (68 4605 (745
Adrenal Tmsufficency 11 2.3) 1] (00) -] (1.0} 52 (0LE)
Adrenal insufficiency 11 (2.3) a {0/ 4 {0.8) 47 {0.E)
Addizon’s discase 1] {0.0) 1] {04 1] {0.0) 2 {0
Adrenocortical insufficiency acute 1] {0, 1] {04 1] {0.0) 2 {00
Secondary adrenocortical 0 {000 0 {040 1 {0.2) 2 {0.0)
insufficiency
Colitis 17 3.5 4 (0.R) 20 3.m 122 (20)
Calitiz 13 2.7) 4 {0E) 13 (2.6) 104 (LT}
Autoimmune colitis 2 {0.4) 0 {040 1 {0.2) 4 {0.1)
I mnmnumee- mved iated enterocolitis 2 {0.4) 1] {0 4 {0.E) 4 {0.1)
Colitis microscopic L] (0.0} L] {0 2 {0.4) 4 {01}
Enterocolitis /] {0.0) 0 (0. 0 {0.0) B (0.1}
Encephalitis 1] (LR L] 1] (UL 1] (0.0) 4 (L1}
Encephalitis 0 (0.0 1] {040) 1] {0.0) E] (0.0
Encephalitis sutoimmune L] (0.0} L] {0 L] (0.0 1 {0
Guillain-Barre Syndrome (1] i) (1] () 0 .1 4 (LA}
Axonal neuropathy L] (0.0} L] {0 L] (0. 1 (10U
Demyelinating polyneuropathy L] (0.0} L] {0 L] (0.0 1 {0
Guillain-Bamre syndrome 1] {0.0) /] {04 /] {0.0) 2 {0
Hepatitis 1] 2.1 3 (LT L (1K) (1] (L)
Autoimmune hepatitis f) {1.4) 2 {04) i {0L6) 26 {04)
Hepatitis 3 {0.6) 1 {0.2) 6 (1.2} 26 {04)
Dirug-induced liver injury 0 {00 1] {04 1] {0.0) 7 {0.1)
Hepatitis acute 0 {0.0) 0 {04 0 {0.0) 1 {0.0)
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EMT16 Data for | KNT16 Data for | KNO54 Data for ELl Reference
Pembrolizumab® Placeho! Pembrolimumab™ | Safety Dataset
for
Pembrolizumabe

n (%) n (Y] n (%) n (k)]

Hepatitis 1] (2.1) 3 (6] L] (1.8) 61 (1)
Immume-mead iated he patitis ] {0.0) 1] {04 1] {0.0) 2 {0.0)
Hyperthyroidism =0 (14) 3 (6] =3 (10.4) | 261 (4.2)
Hyperthymidism 50 (104 E] {0.6) 53 (10.4) [ 261 41
Hypaophy sits (1] (1) 1] (LYY 11 2.2 £ (LX)
Hypophysitis 5 {L.m 1] {0/ 7 (1.4) n (04)
Hypopituitarizm 5 {10 0 (0.0 3 {0L6) 14 {0.2)
Lymphocytic hypophysitis 1 {0.2) L] {0 1 {0.2) 1 (10U

Hypathyroidsm T6 (15T 17 (35) Th (149 | 7o (113)
Hypaothyroidizm 75 {15.5) 16 (33) T6 (149 | 699 (11.3)
Autoimmune hypothymoid Em 1 {0.2) 1] {04 1] (0.0 [i] {00
I nmumee- v i ted ey potheymo idism L] {0.0) 1 (02) 1] (0.0 1] {0
Myxoodema ] {0.0) 1] {04 1] {0.0) 1 {0.0)
Primary hypothymoidizm ] {0.0) 1] {04 1] {0.0) 1 {0.0)
Infusion Reactons E (1.0 [ (1.2) 11 [ 5] 152 (25)
Hypersensitivity 2 {0.4) 1] {04 E] {0.6) 51 {0.8)
Infission related reaction 2 0.4 4 {0.8) 2 4 63 {1
Drug hypemsensitivity 1 {0.2) 2 {04) 4 {0.E) 2] {0.3)
Anaphylactic reaction 1] (0. L] {0 2 {0.4) 10 {02)
Anaphylactoid reaction 1] (0. L] {0 L] (0.0 1 {0y
Cytokine release syndrome [i] {0.0) 1] {0/ 1] (0.0 ] {0.1)
Myasthenie Syndrome 2 (0.4) 1] (XY 1 2y 3 {0y
Myasthenia gravis 2 {0.4) 0 {0/ 1 {0.2) 1 (0.0}
Myasthenic symndromse [i] (0.0} 1] {040} 1] (0.0} 2 (0.0}
Myelits 1 .2y [] () [] (.0 2 (0.
Myelitis transverse 1 {0.2) [1] (10U [1] (0.0 1 {00}
EMT16 Data for | KNT16Data for | EMNO54 Data for ELl Reference

Pembrolizmab® Placeho! Pembrolizumab™ | Safety Dataset

for
Pembrolizumab®

n (%) n (k)] n (%) n %)

Myelitis 1 0.2) 1] {0y 1] (0.0} 2 0.y
Myelitis ] {0.0) 1] {0.0) 1] {0.0) 1 {0
Myuecardits [] (0.0 1 (0.2) 1 (2) 7 (0.1}
Autoimmune myocanditis ] {0.0) 1 {02) ] {0.0) ] {0
Myocanditis ] {0.0) 1] {0.0) 1 {0.2) 7 {01}
Myasitis [ (1.2) 1] {0y 1 (.2) 11 (03)
Myositis 4 (0.8) 1] {0.0) 1 {0.2) 14 {0.2)
My pathy 2 {0.4) 1] {00 1] (0.0 4 {01}
Mecmtising myositis L] (0. L] (10U L] (0.0 1 {0
Rhahdomyaly sis ] {0.0) 1] (0.0 1] {0.0) 2 {00}
MNephritis 7 (1.4) [] (0. 2 (.4) 25 (04)
Autoimmune nephritis i {0L.6) L] (10U 1 {0.2) i {0
Mephritis E] {0.6) 0 (0.0 0 {00 4 {01
Glomerulonep hritis acute 1 {0 L] (10U L] (0.0 L] {00}
Tubulointerstitial nephritis 1 {0.2) 0 (0.0 1 {0.2) 11 {0.2)
Acute kidney injury ] {0.0) 1] {0.0) 1] {0.0) 2 {0
Gilomerulonep hritis 1] (0.0 a {0 a (0.0 1 (L]
Gilo merulonep hritis membranows 1] (0. 1] {0 1] (0.0 1 {00
Mephrotic syndrome 0 {0.0) 1] {0 1] (0.0 1 {0
Renal faihore ] {0.0) 1] {0.0) 1] {0.0) 2 {0
Pancreatitis 2 (0.4) 1] {0y 2 (.4) 21 (03)
Pancreatitis 2 {0.4) L] (10U 2 {0.4) 17 {03)
Autoimmune pancreatitis L] (0. L] (10U L] (0.0 1 {0
Pancreatitis acute L] (0. L] (10U 1 {0.2) 4 {0.1)
Pneumaonits L] (1.9 3 (0.6) 1% [N 188 (4.7
Preumsonitis 7 (L4 3 {0.6) 18 {3.5) 263 (43)
[ mimume-med iated pnoumaon itis 2 {0.4) [ {0 [ (0.0 0 {0

Assessment report
EMA/574905/2022

Page 93/128



EMT16 Data for | KNTLG Data for | KEMNO54 Data for EUl Refercnoe
Pembrolizmal® Placeho! Pembrolizumab™ |  Safety Dataset
for

Pembmolizumakb®

n (%) n %) n %) n (%)
Pneumaonits o (1% 3 (0L6) " [N 18R (4.7)
Interstitial lung dizcase 1] {0.40) L] {0 1 {0.2) 25 {04)
(rganising proumonia 1] {0.0) L] {0 1] (0.0} i {04
Sarcoidosis E] (1.0} 1] (00 7 (1.4) (1] (0.2)
Sarcoidosis 3 {0.6) 0 {00) 7 (1.4) 10 (02)
Pulmanary sarcoidosis 2 {0.4) L] (10U 0 (0.0 1] {0
Cutanoous sarcoidosis 1 {0.2) L1} {0 L] (0. 1] {0
Severe Skin Reactions 14 (2.9 3 (06) 1 (1.0 10z (1.6}
Rash 7 (1.4) 2 {04) 2 {0.4) 31 (0.5)
Pruritus i {0.6) Q (0.0 0 (0.0 12 {0.2)
Reash macu bo -papular 2 {0.4) 1 {02y 1 {0.2) 17 {0.3)
Reash pruritic 2 {0.4) L {00y 1] (0. 2 (0D}
Diermatitis bullous 1 {0.2) Q (0.0 0 (0.0 B (0.1}
Erythena multiforme 1 {0.2) L] {0.0) 1] (0.0 5 (0.1}
Rash pustular 1 {0.2) L] (10U 0 (0.0 1 {0
Diermatitis exfoliative 1] {0.0) L] {0 1] {0.0) 5 (0.1}
Diermatitis exfoliative generalised 1] (0.0} 0 {0 L] (0.} 2 {0
Ex foliative rash 1] {0.0) L] {00y 1] (0.0 2 {0
Lichen planus 1] (0.0 L] (10U 1 {0.2) 5 (0.1}
Oiral lichen planus ] (0.0 0 {00) 1 0.2 1 (0]
Premp higoid 1] (0.} L] {00y 1] (0. i {0
Pemphigus 1] {0, L] (10U 0 (0.0 2 {0
Pruritus genital 1] {0.0) Q (0.0 0 (0.0 2 {04
Rash erythematous 1] {0.0) L] {0 1] (0.0} 1 {00}
Skin necnosis 1] (0.0) L {00y 1] (0. 2 (0.
Stevens-Johnson symdrome 1] (0.0} L1} {0 L] (0.} i {0
Toxic skin eruption 1] (0.0} 0 {0 L] (0.} 4 (0.1}
Thy roiditis ] (L.T) 2 (04) 14 (L.5) i) (1)
Autoimmmume thyroiditis 5 {1.0) 1 {0.2) 3 {10.6) 16 {03)
EMT16 Data for | KNTL6Data for | KNOF4 Data for ELl Refercnoe

Pembrolizmal® Placeho! Pembrolizumab™® |  Safety Dataset

for

Pembmolizumakb®

n (%) n %) n (k] n %)
Thy reiditis ] (LT} 2 (04) 14 (2.8) [ (1)
Thymoiditis 2 {0.4) 1 {0.2) 11 2.2) 43 (0.7
Immune-mediated thyroiditis 1 0.7 0 {00) 0 (0.0 ] {0
Thymoid disonder 1] (0.} L] {00y 1] (0. i {00}
Type | Diabetes Mellitus 2 0.4) [ (00 £ (1.0 21 (03)
Type | dishetes mellitus 2 {0.4) L] {00y 5 (1. 17 {03)
Diabetic ketoacidosis 1] (0.0) L {00y 2 {0.4) Q (0.1}
Uveitis 1 0.2) [ (00 2 (0.4) 3 (04)
[ritis 1 (0.2) L {00y 1] (0. i (0.
Choricnetinitis 1] {0.40) L] {00 a (0. 1 {0
Iridocyclitis 1] {0.0) L] {0.0) 1 (0.2 4 (0.1}
Uveitiz 1] {0.0) L] {00y 1 {0.2) 15 {0.2)
Vasculitds 1] (0.0 [ [T} 1] (.1 2 (0.0
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EMTI6 Data for | KN716 Data for | KNO34 Data for EU Reference
Pembrolizmals Flaceho! Pembraolizum ab™ Safety Dataset
for
Pembrolizumab?
n [| ] m 1\1. 1 1] [| b ] n 1u| 1
Vasculitis 1] (0.0 0 [y 0 [LLRL)] F] [LLELY]
Wasculitis [1] {0.00 1] (10U 1] (0.0 2 (10U

included.

D45EPIOE)

Ewvery participant is counted a single time for cach applicable row and cohumn,
A bolded temm or specific adverse event appears on this repont only if its incidence inone or maore of the columns

meets the incidence criterion in the report title, after round ing.
Mon-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of st dose ane

¥ Includes all participan s who received at least one dose of Pembmolizumab in KNT16.

"Inchudes all participants who received at least one dose of Placebo in EMT16.

= Includes all participants who received at least one dose of Pembrolizumab in EM054,

* Includes all participants whoreceived at least one dose of Pembrolizumab in KNO01 Part B1, B2, B3, D, C, F1, F2,
F3, EMO02 {original phase), KMNOOG, KNOL0, KNO12 cohort B and B2, KEMND13 cohort 3, KNO24, KRN0, KNM2,
KM 5, KMNO4E, KMND52, KNOS, K055, KMNOET, KNO1TT, and KMN204,

Database cutoff date for Melanoma {KN001-Meanoma: 18 APRI014, KNOO2Z: 2EFEB201S, KNG 03MARIDLS,
EMO54: 03 APRI020, KNTL6: (M DECI020)

Database cutofl date for Lung { KNOD1-MSCLC: 23JAN20 1S, KNOL0: J0SEP201S, KNO24: T0JULZ017, KN4 2:

Database cutoff date for HNSCC (K012 cohort B and B2: 26APR2016, ENO40: | SMAY 2017, KNO4E:
ISFEBIINYD, KMD55: 22APRINIG)

Database cutoff date for cHL (KM013 cohort 3: ZESEP201E, KMOET: 21 MARI01 9, KN30 16TAN2020)

Database cutoff date for Bladder (K045 260CT2017, KNO52: 265EP2018)

Datahase cwtoff date for Colonectal (KM 177: 19FEB2020)

Source: [I85: adam-adsl; adae]

Table 15. Exposure-Adjusted Adverse Event Summary (Including Multiple Occurrences of
Events) AEOSI (APaT Population)

Event Count and Fate (Events/100 person-months)®
ENT16 Data for | ENT16 Data for | EN034 Data for EU Reference
Pombiolizwmakl | Placeho' | Powbmlizumab | Safety Dataset
for
Pembrolizumaly
Number of participants exposed 483 486 509 6185
Total gxposure” in person-months 376.85 4776.40 523095 52032.15
Total events (tate],
adverse events 236(3.83) 43 (0.90) 364 (6.96) 2322 (4.48)
drug-rglated” adverse events 241(3.51) 31 (0.65) 336(6.42) 1905 (3.83)
toxicity grade 3-3 adverse 34(123) 6(0.13) 66 (1.26) 484 (0.93)
events
toxicity grade 3-3 drug-related 320119 4(0.08) 381.13) 419 (0.81)
adverze events
serious adverse events 33 (0.80) 4(0.08) 63 (1.24) 482 (0.93)
serioug drug-related adversze 34(0.78) 3 (0.06) 60 (1.15) 429 (0.82)
events
adverse events lezding to death 0 (0.00) 0 (0.00) 0 (0.00) 11 (0.02)
drug-related adversze events 0 (0.00) 0 (0.00) 0 (0.00) 11 (0.02)
leading to death
adverse events resulting mn drug 41 (0.94) 3 (0.06) 34 (0.63) 262 (0.50)
discontinuation
drug-related adverse events 41 (0.94) 3 (0.06) 34 (0.63) 258 (0.50)
resulting in drug
discontinuation
serious adverse events resulting 23(0.33) 2(0.04) 12(0.23) T7(034)
in drug discontinuation
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Event Count and Fate (Events/100 person-mponths)®
ENT16 Data for | ENT16 Data for | KN034 Data for EU Feference
Eembrolizymaly Flacsha Pembrolizumaly | Safety Dataset

for
Eembrolizumah’
serious drug-related adverse 23(0.33) 2{0.04) 12(0.23) 75 (034)
events resulting m drug
dizcontinuation

4 Event rate per 100 person-months of exposure=event count *100/person-months of exposure.

" Dz exposure 18 defined as the between the first dose date + 1 day and the earlier of the last dose date = 30 or the
database eutoff date.

* Determined by the investigator to be related to the dmg.

For participants who received second course treatment, adverse events which occurred in second course phase are
excluded.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are
included.

* Includes all participants who received at least one dose of Pembrolizumab in KNT16.

' Includes all participants who received at least one doze of Placebo m KNT14.

o Includes all participants who received at least one dose of Pembrohzumak m EN054.

“ Includes all participants who recerved at least one dose of Pembrolizumak m KINO01 Part B1, B2, B3, D, C, F1,
F2, F3, KNOO2 (original phase), KNOOS, KN010, KNO12 cohert B and B2, KN013 cohort 3, KN024, KN040,
EN042, KN043, KN048, KN052, KNO34, KNO33, KNO8T, KNO17TT, and EN204.

Databasze cutoff date for Melanoma (KN0O01-MMelanoma: 18APE2014, KIN002: 28FEB2013, KN006: 03MAR2013,
EN034: 03APR2020, KNT16: 04DEC2020)

Databasze cutoff date for Lung (KN0O01-NSCLC: 23JAN2013, KNO10: 30SEP2013, KN024: 10JUL2017, KND42:
04SEP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KN040: 153MAY2017, KNO4E:
25FEB2019, KN053: 22APR2016)

Database cutoff date for cHL (KN013 cohort 3: 285EP2018, ENO27- 21MAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (KN045: 260CT2017, EN032: 265EP2018)

Database cutoff date for Colorectal (KN177: 19FEB2020)

Source [ISS: adam-adsk a0as]

Laboratory findings

Changes over time from baseline laboratory measurements were generally representative of the pre-
existing, underlying disease state. In KEYNOTE-716 most changes in toxicity grade from baseline to
the worst post-baseline value were changes to toxicity Grades <2 (Table 16). The proportions of
participants in KEYNOTE-716 who had at least 1 postbaseline abnormality in ALT or AST (i.e., toxicity
Grade 1, 2, 3, or 4) were 28.9% and 24.2%, respectively in the pembrolizumab group, compared with
14.6% and 12.3%, respectively in the placebo group. Shifts to a highest postbaseline value of Grades
3 and 4 were reported for the following laboratory test results in >1% of participants in the
pembrolizumab arm (vs. placebo group): lymphocytes decreased (2.9% vs. 3.3%), GGT increased
(2.2% vs. 1.5%), ALT increased (2.5% vs. 0.4%), cholesterol increased (2.7% vs. 0%), and AST
increased (1.5% vs. 0.8).

Table 16. Summary of Subjects with Increases from Baseline in Laboratory Test Toxicity Grade
Based on Highest Post-baseline Toxicity Grade (Overall Incidence > 0% in One or More
Treatment Groups) (APaT Population)
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Pembrolizumak Placeho Taotal

(N=483) (N=486) (N=269)
Laboratory Test n (%) n &) n (%)
Activated Partial Thromboplastin Time Increased | Activated partial thromboplastin time
prolonged)
Subjects with Baseline 125 141 266
and Post-haseline
Measurements
Girade 1 10 (5.0) 11 (T.8) 21 (7.9)
Girade 2 1] (0.0} 2 (1.4) 2 (0.8)
Girade 3 1] (0.0} 0 {00y 1] (0.0}
Girade 4 0 (0.0} o (D) 1} (0.0}
Girade 3-4 1] (0.0} 0 (D.0) 1] (0.0}
All Grades 10 (3.0) 13 (9.2) 23 (8.6)
Alanine Aminotransferase Increased (Alanine aminotransferase increased)
Subjects with Baseling 431 450 61
and Post-baseline
Measurements
Girade 1 116 (24.1) 64 {13.3) 150 (1E.T)
Girade 2 11 (1.3) 4 (0.8) 15 (1.6)
Girade 3 12 {1.5) 2 (D.4) 14 (1.5)
Girade 4 1] (0.0} 0 {00y 1] (0.0}
Girade 3-4 12 (1.5) 2 (D.4) 14 (1.5)
All Grades 139 (28.9) Ta {14.6) 09 (Z1.7)
Albumin Decreased (Hypoalbuminemia)
Subjects with Baseline 477 478 955
and Post-baseline
Measurements
Girade 1 39 (3.2) 19 (4.0) 58 (6.1}
Girade 2 7 {1.5) 2 (D.4) 9 (0.9)
Girade 3 i (0.6) 2 (D.4) 5 (0.5)
Girade 4 1] (0.0} 0 {00y 1] (0.0}
Grade 3-4 i (0.6) 2 (D.4) 3 (0.5)
All Grades 49 (10.3) 13 (4.8) 72 (7.5)
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Pembrolizumab Flaceho Total
(N=483) (N=486) (N=369)
Laboratory Test n (] n a) n (%)
Alkaline Phosphatase Increased {Alkaline phosphatase increased)
Subjects with Baseline 477 479 Q56
and Post-baseline
Measurements
Grade 1 41 (H.6) 25 (5.8) 69 (7.2)
Grade 2 2 (0.4) 1 (0.2) 3 (0.3)
Grade 3 1 {0.2) 0 (0.0) 1 (0.1}
Grade 4 L] (0,07 0 (0.0) 1] (0.0}
Grade 3-4 1 (0.2) ] (0.0} 1 (0.1}
All Grades 44 {9.2) 29 (6.1} 13 (7.6)
Aspartate Aminotransferase Increased (Aspartate aminotransferase increased)
Subjects with Baseline 430 479 959
and Post-haseline
Measurements
Grade 1 97 (20.2) 52 {10.9) 149 (155)
Grade 2 12 (2.5) 3 (0.6) 15 (1.6)
Grade 3 7 (1.5) 4 (0.8) 11 (1.1}
Grade 4 L] (0.0 0 (0.0} 1] (0.0}
Grade 3-4 7 (1.5) 4 (0.8) 11 (1.1}
All Grades 116 (24.2) 59 {12.3) 175 (1E.2)
Bilirubin Increased (Blood hilirubin increased)
Subjects with Baseline 481 480 6l
and Post-haseline
Measurements
Grade 1 41 (L 46 (9.6) L1 9.2)
Grade 2 ] (1.7} 12 (2.5) 20 (2.1)
CGirade 3 1 {0.2) 1 (0.2) 2 (0.2)
Grade 4 L] (0.0 0 (0.0) [i] (0.0}
Grade 3-4 1 {0.2) 1 (0.2) 2 (0.2)
All Grades 51 (10.6) 59 (123) 110 (11.4)
Pembrolizumak Placeho Total
(N=483) (MN=486) [(N=%69)
Laboratory Test n (&) n *&) n %)
Calcium Decreased (Hypocalcemia)
Subjects with Baseline 4T3 452 @57
and Post-haseline
Measurements
Girade 1 41 (HH) 40 (8.3) B2 (8.6)
Girade 2 4 (0.} 4 (0.8} ] (0.E)
Girade 3 1 (0.2} 1 (0.2) 2 (0.2)
Girade 4 i (0.6) 0 (0.0} 3 (0.3)
Girade 3-4 4 (0.} 1 (0.2) 5 (0.5)
All Grades 50 (10.5) 45 (9.3) 95 9.9)
Calcium Increased (Hypercalcemia)
Subjects with Baseline 475 452 957
and Post-baseline
Measurements
Girade 1 3z (6.T) 28 (5.8) G (6.3)
Grade 2 1 {0.2) 3 (0.6) 4 (0.4)
Grade 3 L] (0.0) 0 (0.0} 1] (0.0)
Grade 4 L] (0.0) 0 (0.0} 1] (0.0)
Grade 3-4 L] (0.0) 0 (0.0} 1] (0.0)
All Grades Ek] (6.9) il (6.4) 64 (6.7)
Cholesterol Increased (Cholesterol high)
Subjects with Baseline 75 a1 166
and Post-haseline
Measurements
Grade 1 14 (187} 13 (14.3) 27 (16.3)
Grade 2 5 {6.7) 2 (2.2) T 4.2)
Grade 3 L] (0.0} 0 (0.0} o (0.0)
Grade 4 2 {2.7) 0 (0.0} 2 (1.2)
Grade 3-4 2 {2.7) 0 (0.0} 2 (1.2)
All Grades 21 (2800 15 (16.5) 36 (21.7)
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Pembrolizumak Placebo Tatal

(N=483) (N=4H6) (N=269)
Laboratory Test n (%e) n a) n (%)
Creatinine Increased (Creatinine increased)
Subjects with Baseline 431 483 a4
and Post-haseline
Measurements
Grade 1 59 (12.3) 42 (B.7) 101 (10.5)
Grade 2 13 (2.T) fr (1.2} 19 (2,00
Grade 3 | (0.2) 1 (0.2) 2 (0.2)
Grade 4 i (0.6) 0 [0.0) 3 (0.3)
Girade 3-4 4 (0.8) 1 (0.2) 5 (0.5)
All Grades Th (15.8) 49 (10.1) 125 (13.0)
Gamma Glutamyl Transferase Increased (GGT inereased)
Subjects with Baseline 186 199 35
and Post-baseline
Measurements
Girade 1 25 (13.4) 21 (10.6) Af (11.9)
Grade 2 9 (4.8) 4 (2.0) 13 (3.4)
Grade 3 3 (1.6) 3 [1.5) 4] (1.6)
Girade 4 | (0.5) 0 (0.0) 1 (0.3)
Grade 3-4 4 (2.2) 3 [1.5) 7 (1.8)
All Grades EL (20.4) 28 (14.1) ] (17.1)
Glucose Deereased (Hypoglyeemia)
Subjects with Baseline 4TE 475 953
and Post-haseline
Measurements
Grade 1 29 (6.1) 29 (6.1} 58 (6.1}
Grade 2 5 (1.0} 3 [0.6) # (0.8)
Grade 3 ] (0.0} 0 [0.0) [i] (0.0)
Grade 4 i (0.6) 1 (0.2) 4 (0.4)
Girade 3-4 3 (0.6) 1 (0.2) 4 (0.4)
All Grades 37 (7.7) i3 [6.9) T0 (7.3)
Pembrolizumak Placeho Tatal
(N=483) (N=4#6) [(N=269)
Laboratory Test n ] n &) n (%a)
Hemoglobin Decreased {Anemia)
Subjects with Baseline 430 485 Ha5
and Post-baseline
Measurements
Grade 1 7 (20.2) 65 (13.4) 162 (16.8)
Grade 2 5 (1.0} 1 (0.2) (s (0.6)
Grade 3 | (0.2) 0 (0.0} 1 (0.1)
Grade 4 ] (0.0 o (0.0 1] (0.0)
Grade 3-4 | {0.2) 0 (0.0} 1 (0.1)
All Grades 103 (21.5) i {13.6) 169 (17.5)
Hemoglohin Increased (Hemoglobin increased)
Subjects with Baseline 480 485 65
and Post-haseline
Measurements
Grade 1 | {0.2) o (0.0) 1 (0.1)
Grade 2 ] (0.0 0 (0.0} i) (0.0)
Grade 3 ] (0.0 o (0.0 1] (0.0)
Grade 4 ] (0.0 0 (0.0} i) (0.0)
Grade 3-4 ] (0.0 0 (0.0} 1] (0.0)
All Grades | {0.2) 0 (0.0} 1 (0.1)
Lenkocytes Decreased (White blood cell decreased)
Subjects with Baseline 43R0 485 a3
and Post-baseline
Measurements
Grade 1 33 (6.9) 39 (B.0) T2 (7.5)
Grade 2 | (0.2) 4 (0.8} 5 (0.5)
Grade 3 ] (0.0 0 (0.0} i) (0.0)
Grade 4 4 {0.8) 4 (0.8} ] (0.8)
Grade 3-4 4 (0.8) 4 (0.8} # (0.8)
All Grades 38 {7.9) 47 (9.7} 85 (8.8)
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Pembrolizumakb Placebo Total
(N=483) (N=486) (N=269)
Lahoratory Test n (%) n %) n (%)

Lymphocytes Decreased (Lymphocyte count decreased)

Subjects with Baseling 47TE 453 261
and Post-haseline
Measurements
Grade 1 52 (10.9) 57 (11.8) 109 (11.3)
Grade 2 14 {5.0) 10 (2.1} 34 (3.5)
Grade 3 9 (1.9) ] (1.2) 15 (1.6)
Grade 4 5 {1.0) 10 (2.1} 15 (1.6)
Girade 3-4 14 (2.9) 16 (33) 30 (3.1)
All Grades L] (18.8) LE] {17.2) 173 (1E.0)
Pembrolizumak Placebo Taotal
(N=483) (N=4H6) [(N=269)
Laboratory Test n (%e) n %) n (%)

Neutrophils Decreased (Nentrophil count decreased)

Subjects with Baseline 479 454 P63
and Post-baseline
Measurements
Grade | 17 (3.5) il (6.4) 44 (5.0)
Grade 2 10 (2.1} 8 (1.7} 13 (1.9)
Grade 3 L] (0.0 2 (0.4) 2 (0.2)
Grade 4 1 {0.2) 1 (0.2) 2 (0.2)
Girade 3-4 1 (0.2) 3 (0.6) 4 (0.4)
All Grades i1 {5.8) 42 (8.7} 70 (7.3)
Platelets Decreased (Platelet count decreased)
Subjects with Baseline 479 485 Hod
and Post-baseline
Measurements
Grade | 16 {3.3) 12 (4.5) 33 (3.9)
Grade 2 1 {0.2) 1 (0.2) 2 (0.2)
Grade 3 2 (0.4) 1 (0.2) 3 (0.3)
Grade 4 | {0.2) 0 (0.0} 1 (0.1}
Girade 3-4 i (0.6) 1 (0.2} 4 (0.4)
All Grades 20 (4.2) 24 (4.9) 44 (4.6)
Potassium Decreased (Hypokalemia)
Subjects with Baseline 478 450 958
and Post-baseline
Measurements
Grade | 41 (3.6] 29 (6.0) 70 (7.3)
Grade 2 5 (1.0 2 (0.4) 7 (0.7}
Grade 3 L] (0.07 0 (0.0} 0 (0.0}
Grade 4 L] (0.0 0 (0.0} 1] (0.0)
Girade 3-4 L] (0.0 0 (0.0) 1] (0.0}
All Grades 46 (9.6) 3l (6.5) 7 (8.0)

VITAL SIGNS, PHYSICAL FINDINGS, AND OTHER OBSERVATIONS RELATED TO SAFETY

There were no clinically meaningful differences in vital signs over time between the pembrolizumab
and placebo groups in KEYNOTE-716. No new safety concerns based on vital signs changes or other
observations were reported in the KEYNOTE-716 pembrolizumab group.

Safety in special populations

Subgroup analyses in KEYNOTE-716 based on intrinsic (age, sex, ECOG performance status) and
extrinsic factors (region) are reported below.

Intrinsic Factors
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Higher incidences of some AE categories were reported for participants in the pembrolizumab group
compared with those in the placebo group when compared by age, sex, and ECOG performance status.

Age

The AE profile across age groups (<65 years, 65-74 years, and 75-84 years) in the KEYNOTE-716
pembrolizumab group was similar to what was observed across the age groups in KEYNOTE-054 and
generally consistent with the RSD (Table 17). A summary of AEs by age and categories of interest

analysed (central nervous system-confusion/extrapyramidal, AE related to falling, cardiovascular

events, cerebrovascular events, and infections) has been also presented (Table 18).

Table 17. Adverse Event Summary by Age Category (<65, 65-74, 75-84, >85 Years) (APaT

Population)
KN716 Data for Pembrolizumab* KN716 Data for Placehg!
=63 65-74 75-84 =85 =63 63-74 75-84 >=85
Ge) n Ce) n Ce) Ga) CGe) Ce) Ce) n Ga)
Participants in population 29 32 2 2
with cne or more adverse events 2 (92.3) | 123 932y | 50 (96.2) (0.0) (89.5) (29.6) (85.5) 2 (100.0)
with no adverse event .0 (6.8) 2 (3.8) (0.0) (10.5) (104) (14.5) 0 (0.0)
with drug-related” adverse events (80.6) | 102 (773) | 43 827 (0.0) (63.7) (582) (50.%) 2 (100.0)
with toxicity grade 3-5 adverze events 207y 44 (33.3) 19 (36.5) (0.0) (18.6) (149 (127 1 (50.00
with toxicity grade 3-5 drug-related 2.7 28 (212) 2 (23.1) (0.0) “n 45 (1.8 0 0.0y
adverse events
with serious adverse events (15.4) 2 (185 | 20 (38.3) 0.0y (16.3) (145 (29.1) 1 (30,00
with serious dmg-related adverse events an 15 (11.4) 6 (11.5) (0.0) 2.0$) 0 (3.6) 0 0.0y
who died (0.0) i 0.0y 0 0.0y (0.0) (1.0) 0.0 0.0y 1 (50.0)
who died due to a drug-related adverse 0.0 (0.0) Q 0.0y (0.0) (0.0) 0.0 (0.0) 0 0.0y
event
discontinued drug due to an adverse event (1400 23 (17.4) 2 (23.1) 0.0y 3a3n 435 4 (1.3) 1 (50,00
dizcontinued drug due to 2 drog-related (13.0p 23 (17.4) 2 (23.1) (0.0) 2.0$) [ER0)] 2 (3.6) 0 0.0y
adverse event
discontinued drug due to a serious adverse (6.0) 10 (1.6) 5 (9.6) (0.0) 2.0) 2.2) 2 (3.6) 1 (50.00
event
KN716 Data for Pembrolizumab® KNT716 Data for Placehg!
=63 63-74 75-84 >=85 =63 63-74 75-84 >=85
Ce) n Ce) n Ce) Ce) Ce) Ce) Ce) 1 CGa)
discontinued drug due to a serious drug- 5.0y 10 (1.6) 5 (9.6) 0 (0.0) (1.0y 0.7 0.0y 0 0.0y
related adverse event
KIN054 Data for Pembrolizumab™ EU Reference Safety Dataset for Pembrolizumal?
=63 63-74 75-84 >=85 =63 63-74 75-84 >=85
Cs) n (€] n (€] n (€] Cs) Cs) Cs) n (=)
Participants in population 96 2 2 197 107
with one or more adverse events (94.0) 2 (@3.8) | 2 (82.3) 2 (100.0) (96.7) 737 (26.7) (97.6) | 106 (99.1)
with no adverse event (6.0) 4 4.2 2 N Q 0.0y (3.3) (3.3) 2.4y 1 0%
with drug-related? adverse events (78.4) 75 (78.1) 19 (73.1) 2 (100.0) (70.3) 72 (70.8) (70.7) 2 (76.6)
with toxicity grade 3-3 adverse events (28.3) 37 (38.5) 15 (511 1 (50.00 (44.5) (51.6) (56.5) 68 (63.6)
with toxicity grade 3-5 drug-related (132) 15 (13.6) 7 (26.9) 1 (50.00 (13.8) 179 (19.5) 2 (224)
adverse events
with serious adverse events (21.8) 29 (30.2) 12 (46.2) 2 (100.0) (34.3) 417 (47.4) 57 (33.3)
with serious drug-related adverse events (119 10 (10.4) 4 (15.4) 2 (100.0) (10.3) (12.4) (130 17 (13.9)
who died 0.3) Q 0.0y Q 0.0y a0 0.0y 4.1 (5.9 (1.9 12 (112)
who died due to a drug-related adverse (0.0) 0 (0.0) 0 (0.0) 0 (0.0) (0.6) 0.7 0.7 1 0.9
event
discontinued drug due to an adverse event (14.3) 9 &4 6 (23.1) (30.00 (11.8) (14.2) (19.8) 16 (153.00
discontinued drug due to a drug-related (127 8 (8.3) 4 (15.4) (50.00 (6.4) (1.9 @7 7 (6.5)
adverse event
disconfinued drug due to a serious adverse [} 3 (.1 3 (11.5) (50.00 (8.4) (10.1) (14.8) 13 (12.1)
event
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KN054 Data for Pembrolizunab™ EU Reference Safety Dataset for Pembrolizumal?
<63 65-74 75-84 >=R5 <63 65-74 15-84 >=g5

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

discontinued drug due to a serious drug- 18 “n 2 2.1y 1 (3.9) 1 (50.0) | 135 (3.9) 26 4.9) 40 (5.9) 4 [EX))
related adverse event

# Determined by the nvestigator to be related to the drug.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are mcluded.

MedDRA preferred terms "Neoplazm Progression”, "Malignant Neoplasm Progression” and "Disease Progression” not related to the drug are excluded.

* Includes all participants who recerved at least one dose of Pembrolizumab in KINT16.

' Includes all participants who received at least one dose of Placebo m KN716.

@ Includes all participants who received at least one dose of Pembrolizumab m KN054.

“ Includes all participants who received at least one dose of Pembrolizumab in KN001 Part B1, B2, B3, D, C, F1, F2, F3, KN0{2 (original phase), KN00S, KN010, KN012 cohort B and B2, KN(M3
cohort 3, KNO24, KNO40, KN042, KN0435, KN048, KN032, KNO34, KNO35, KN0&T, KN0177, and KN204.

Database cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KN0O02: 28FEB20135, KNO06: 03MAR2015, KNO34: 03APR2020, KNT16: 04DEC2020)

Database cutoff date for Lung (KN001-NSCLC: 23JAN2013, KN010: 30SEP2015, KN024: 10JUL2017, EN042: 045EP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KN040: 13MAY2017, KN048: 25FEB2019, EN033: 22APR2016)

Database cutoff date for gHI, (KN013 cohort 3: 285EP2018, KN02T: 21MAR2019, KN204: 16TAN2020)

Database cutoff date for Bladder (KN045: 260CT2017, KN052: 265EP2018)

Databasze cutoff date for Colorectal (KN177: 195FEB2020)

Source, [ISS: ada-ads: 8988)

Table 18. Adverse Event Summary for Elderly Participants by Age (APaT Population)

Apge (Years)
Pembrolizumab
<63 65 -74 75-84 85+
n (%) n (%) n (%) n (%)
Participants in Population 200 132 32 0
with one or more adverse events 276 (92.3) 123 (93.2) 50 (96.2) 0 (NA)
who died 0 (0.0) 0 0.0 0 (0.0) 0 (NA)
with serious adverse events 46 (15.4) 25 (18.9) 20 (38.3) 0 (INA)
discontinued due to an adverse event 42 (14.0) 23 (17.4) 12 (23.1) 0 (INA)
CNS (confusion/extrapyramidal) 0 (0.0) 0 (0.0 0 (0.0) 0 (NA)
AF related to falling 0 (0.0) 1 (0.8) 0 (0.0) 0 (NA)
CV events 6 (2.0) 9 (6.3) 3 (3.8) 0 (NA)
Cerebrovascular events 0 (0.0} 0 (0.0 0 (0.0} 0 (NA)
Infections 6 (2.0) 4 3.0 2 (3.8) 0 (NA)
Age (Years)
Placebo
<63 65 -74 75-84 &5+
n (%) n (%) n (%) n (%)
Participants in Population 293 134 35 2
with one or more adverse events 264 (89.5) 120 (89.6) 47 (85.5) 2 (100.0%
who died 3 (1.0 0 (0.0) 0 (0.0) 1 (50.0)
with serions adverse events 48 (16.3) 20 (14.9) 18 (29.1) 1 (50.09
discontinued due to an adverse event 11 (3.7 6 (4.3) 4 (7.3) 1 (30.0%
CNS (confusion/extrapyramidal) 0 0.0 0 0.0} 0 (0.0) 0 0.0y
AE related to falling 3 (1.0 0 0.0y 0 (0.0) 0 0.0y
CV events 13 4.4 6 “.3) 3 (3.3 0 0.0y
Cerebrovascular events 0 (0.0 0 0.0y ] (0.0 0 (0.0)
Infections 6 (2.0) 2 (1.3) 0 (0.0) 1 (50.0)
AFEz were followed 30 days after last dose of study treatment; SAEs were followed 90 days after last dose of study treatment.
MedDEA V23.1 preferred terms "Neoplasm progression”, "Malignant neoplasm progression” and "Disease progression” not related to the drog are excluded.
Database Cutoff Date: 04DEC2020.

Source; [PT16VOIME3473: adam-adsl: adas]

Sex

With regard to gender subgroup analyses, the AE profile between male and female participants in the
KEYNOTE-716 Dataset, in KEYNOTE-054 and in the RSD is reported in Table 19.

Table 19. Adverse Event Summary by Sex (Male, Female) (APaT Population)
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KNT16 Data for Pembrolizumab® KN716 Data for Placehg! KN054 Data for Pembrolizumab™ | EU Reference Safety Dataset for
Male Female Male Female Male Female Male Female
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Participants in population 297 186 287 199 32 189 4,039 2,146
with one or mere adverse events 270 0% | 179 (%6.2) | 251 (87.5) | 182 (91.3) | 303 @47 | 177 [CEN 3,508 (96.8) 2,081 (97.0)
with no adverse event 27 @1 7 (3.8) 36 (12.5) 7 (8.5) 7 (533) 2 6.3) 131 (32) 65 3.0y
with drug-related: adverse events 7 (764) | 159 (83.5) | 160 (337 | 136 (68.3) | 242 (73.6) | 156 (82.5) 2826 (70.0) 1540 (71.8)
with toxicity grade 3-5 adverse events 86 290 39 (210 | 54 (18.8) 2 (14.6) | 103 (322) | 59 (312) 1,965 (48.7) 1018 (47.3)
with toxicity grade 3-5 drug-related 35 (18.3) 23 (12.4) 18 (6.3) 3 (1.5) 45 (141) | 2 (153) | 662 (16.4) | 313 (14.6)
adverse events
with serious adverse events 64 (21.5) 27 (14.5) | 54 (18.8) 31 (15.6) 75 (234) | 52 27.5) 1580 (39.1) | 791 (36.9)
with serious drug-related adverse events 29 (9.8) 15 (8] 4 2.1 3 (1.5) 33 (103) | 29 (153) | 473 L7 | 22 (10.6)
who died 0 0.0 0 (0.00 3 (1.0) 1 (0.5) 1 0.3) 0 0.0 22 (5.5) 97 (4.5)
who died due to a drug-related adverse 0 0.0 0 (0.0) 0 (0.0) 0 (0.0) Q (0.0) 0 0.0 24 (0.6) 15 0.7
event
discontinned drug due to an adverse event 53 (17.8) 2 (12.9) 15 (5.2 7 (3.5 38 (119 | 33 (17.3) | 544 (13.5) | 288 (13.4)
discontinued drug due to a drug-related 50 (16.83) 2 (12.9) 8 2.8 4 2.0) 32 100y | 30 (59 | 292 (72) 152 1.1y
adverse event
discontinued drug due to a serious adverse 22 1.4 11 [A5)] 10 (3.5 2 (1.0 14 44 15 [k 397 (©.8) i} &4
event
EKNT16 Data for Pembrolizumabt KNT16 Data for Placehg! KNO34 Data for Pembrolizumah™ | EU Reference Safety Dataset for
Male Female Male Female Male Female Male Female
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
discontinued drug due to a serious drog- 19 (6.4) 11 (5.9 3 (1.0y 1 (0.5) 9 2.8) 13 [(AY] 17 4.4 88 “n
related adverse event

* Determined by the investigator to be related to the drug.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are included.

MedDRA preferred terms "Weoplasm Progression”, "Malignant Neoplasm Progression” and "Disease Progression” not related to the dmg are excluded.

* Includes all participants who recerved at least one dose of Pembrolizumab m KNT16.

! Includes all participants who received at least one dose of Placebo in KN7146.

= Includes all participants who received at least one dose of Pembrolizumab mn KNO54.

“ Includes all participants who recerved at least one dose of Pembrolizumab in KINO01 Part B1, B2, B3, D, C, F1, F2, F3, KN0O02 (original phaze), KN00S, EN010, KNO12 cohort B and B2, KN013
cohort 3, KNO24, KN040, KN042, KN045, KN048, KN032, KN034, KN0O35, KN08T, KN0177, and KN204.

Database cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KN002: 28FEB2015, KNO0G: 03MAR2013, KNO54: 03APR2020, ENT16: 04DEC2020)

Database cutoff date for Lung (KN001-NSCLC: 23TAN2013, KN010: 308EP2013, KIN024: 10TUL2017, KN042: 043EP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, EN040: 13MAY2017, KN048: 25FEB2019, KNO33: 22APR2016)

Database cutoff date for cHI (KN013 cohort 3: 285EP2018, KNOST: 21IMAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (KN045: 260CT2017, KN052: 26SEP2018)

Database cutoff date for Colorectal (KIN177: 19FEB2020)

Source; [I58: adamsadsl: adag]

ECOG Performance Status

The AE profile was generally similar between participants with an ECOG status of 0 and 1 in the
KEYNOTE 716 pembrolizumab group, which was similar to the pattern observed in KEYNOTE 054 and
was generally consistent with the RSD (Table 2048).

Table 20. Adverse Event Summary by ECOG Status Category (0, 1, Other/Missing) (APaT
Population)

KN716 Data for Pembrolizumah® KNT716 Data for Plageha!
[0] Normal Activity | [1] Symptoms, but Other/Missing [0] Normal Activity | [1] Symptoms, but OtherMizssing
ambulatory ambulatory
n (%) n (%) n (%) n (%) n (%) n (%)
Participants in population 430 32 1 449 33 2
with one or more adverse events 421 (93.6) 27 (84.4) 1 (100.0) 403 (90.2) 27 (71.1) 1 (30.0)
with no adverse event 29 6.4) 3 (13.6) 0 (0.0y 44 (9.8) 2 (229 1 (50.00
with drug-related” adverse events 363 (80.7) 23 (1.9 o (0.0) 277 (61.7) 19 (54.3) 0 (0.0)
with toxicity grade 3-3 adverse events 118 (26.2) 7 219 o (0.0) 76 (16.9) 7 (20.00 0 0.0
with toxicity grade 3-5 drug-related adverse events 73 (16.2) 5 (15.6) o (0.0) 18 “4.m 3 (8.6) 0 0.0
with serious adverse events i3 (18.9) 6 (18.8) 0 0.0 T8 17.4) 6 (17.1) 1 (50.00
with serious drug-related adverse events 42 (9.3) 2 6.3) ] (0.0) 7 (1.6) 2 3.7 0 0.0
who died 0 (0.0) 0 0.0 0 (0.0) 3 ()] 1 29 0 0.0
who died due to a drug-related adverse event V] (0.0) 0 0.0) o (0.0) 0 (0.0) 0 (0.0) 0 (0.0}
discontinued drug due to an adverse event 73 (16.7) 2 6.3) o (0.0) 18 “4.m 4 (11.4) 0 0.0
discontinued drug due to a drug-related adverse event 72 (16.0) 2 (6.3) o (0.0} 10 (2.2) 2 ()] 0 (0.0
discontinued drug due to & serious adverse event 32 (1.1) 1 (3.1) 0 (0.0) 13 (1.8) 4 (11.4) 0 (0.0)
ENT16 Data for Pembrolizumab® KNT716 Data for Plagehe!
[0] Normal Activity | [1] Symptoms, but OtherMiszing [0] Normal Activity | [1] Symptoms, but Other/Missing
ambulatory ambulatory
n (%) n (%) n (%) n (%) n (%) n (%)
discontinued drug due to a serious drug-related i (6.4) 1 [ER ] ] 0.0) 2 0.4 2 5. ] (0.0)
adverse event
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KN034 Data for Pembrolizmah® EU Feference Safety Dataset for Pembrolizumah”
[0] Normal Activity | [1] Symptome, but OtherMizsing [0] Normal Activity | [1] Symptoms, but Other/Mizsmg
ambulatory ambulatory
n (%) n (%) n (%) n (%) n (%) n (%)
Participants in population 481 28 0 2942 3,069 174

with one or more adverse events 433 (94.2) 27 (%6.4) 0 (0.0) 2852 (96.9) 2,970 (96.8) 167 (26.0)

with no adverse event 28 (5.8 1 (3.6) 0 (0.0) o0 (3.0 99 ()] 7 .0
with drug-related? adverse events 373 (78.0) 23 (22.1) o (0.0) 2,223 (75.6) 2,048 (66.7) 95 (54.6)
with toxicity grade 3-5 adverse events 155 (322 7 (23.0) o (0.0) 1,196 (40.7) 1,680 (34.7) 108 (62.1)
with toxicity grade 3-5 drug-related adverse events 73 (152) 1 (3.6) 0 (0.0 446 (152) 499 (16.3) 30 172)
with serious adverse events 120 249 7 23.00 0 (0.0) 930 (31.6) 1,347 (43.9) o4 (34.0)

with serious drug-related adverse events 38 (12.1) 4 (14.3) o (0.0) 336 (11.4) 348 a3 17 (@8

who died 1 0.2) 0 0.0 o (0.0) 23 2.8) 222 72) 16 @2

who died due to a drug-related adverse event 0 (0.0) 0 (0.0) o (0.0} 13 0.4) 26 (0.8) ] (0.0}
discontinued drug due to an adverse event 68 (14.1) 3 (10.7) 0 (0.0) 333 1.3 470 (13.3) 29 (16.7)

disconfinued drug due to a drug-related adverse event 50 (12.3) 3 (10,7 o (0.0) 217 (04 214 (7.0) 13 (1.5)
discontinued drug due to a serious adverse event 28 (5.8) 1 (3.6) 0 (0.0) 214 (71.3) 363 (11.8) 21 (12.1)

KN034 Data for Pembrolizumab™ EU Feference Safety Dataset for Pembrolizumah®
[0] Mormal Activity | [1] Symptoms, but Other/Miszing [0] Normal Activity | [1] Symptoms, but Other/Missing
ambulatory ambulatory

n (%) n (%) n (%) n (%) n (%) n (%)

discontinued drug due to 2 serious drug-related 21 4.4 1 (3.6) [i] (0.0) 118 4.0 140 “@.6) 7 4.0

adwerse event

* Determined by the investizator to be related to the drug.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 davs of last dose are mcluded.

MedDFA preferred terms "Neoplasm Progression”, "Malignant Neoplasm Progression” and "Disease Progression” not related to the drug are excluded.

* Includes all participants who recerved at least one dose of Pembrolizumab in KINT16.

! Includes all participants who received at least one dose of Placebo in KNT16.

= Includes all participants who received at least one dose of Pembrolizumab m KN054.

4 Includes all participants who recerved at least one dose of Pembrolizumab m KN001 Part B1. B2, B3, D, C. F1, F2, F3, KN0(2 (original phase), KN006, KNO10, KN012 cohort B and B2, KN013
cohort 3, KNO24, KNO40, KNO42, KN045, KEN048, KENO32, KNO34, KNO533, KNO2T, KN0177, and EN204.

Database cutoff date for Melanoma (KN00O1-Melanoma: 18APR2014, KN002: 28FEB2015, KNOO06: 03MAR2015, KN054: 03APR2020, KNT16: 04DEC2020)

Database cutoff date for Lung (KNOO1-NSCLC: 23JAN2013, KNO10: 30SEP2015, KNO24: 10JUL2017, EN042: 045EP2018)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KN040: 15MAY2017, KN048: 25FEB2019, KNO33: 22APR2016)

Database cutoff date for gHL (KN013 cohort 3: 285EP2018, KNO27: 21MAR2019, KN204: 16JAN2020)

Database cutoff date for Bladder (KN045: 260CT2017, KN052: 265EP2018)

Database cutoff date for Colorectal (KN177: 15FEB2020)

Source; [ISS: adam-adsl: adas]
Extrinsic Factors
Region

The overall incidence of AEs in EU and non-EU participants was similar in the pembrolizumab and
placebo groups and the AE profile based on region in the KEYNOTE-716 pembrolizumab group
remained generally consistent with the established safety profile of pembrolizumab (Table 21).

Table 21. Adverse Event Summary by Region (EU, Ex-EU) (APaT Population)
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KNT16 Data for Pembrolizumab® KNT716 Data for Placeha! EN034 Data for Pembrolizumab™ | EU Reference Safety Diataset for
EU Ex-EU EU Ex-EU EU Ex-EU EU Ex-EU
n L] n (%) n (%) n (%) n (%) n (%) n (%) n L]
Participants in population 250 233 302 184 319 190 2217 3.968
with cne or more adverse events 236 944y | 213 914y | 2358 834 | 175 (93.1) | 306 959) | 174 (91.6) 2135 (96.3) 3.834 (97.1)
with no adverse event 14 (3.6) 2 (8.6) 44 (14.6) 9 4.5 13 “.10 16 8.4 2 [ER] 114 29
with drug-related” adverse events 204 (81.6) | 182 (78.1) | 168 (35.6) | 128 (69.6) | 257 (806) | 141 (742) 1,526 (68.8) 1,840 (71.6)
with toxicity grade 3-5 adverse events 57 (22.8) [ (202) | 45 (14.9) 38 (20.7) a8 (30.7) | 64 (33.7) 1,022 (46.1) 1962 (49.4)
with toxicity grade 3-3 drug-related 37 (14.8) 41 (17.6) 15 (5.0) L (3.3) 48 150) | 2 (13.7) | 341 (154) | 634 (16.0)
adverse events
with serious adverse events 46 (18.4) 45 (193) | 43 (142) 42 (22.8) 66 207y | 61 (32.1) | 846 (382) 1525 (384)
with serious drug-related adverse events 28 (112) 16 6.3 8 (2.6) 1 (0.5) 36 113y | 2 (13.7y | 260 117y | 441 (11.1)
who died 0 0.0y 0 0.0 2 0.7 2 (1.1) 1 0.3) 0 (0.0) 113 (5B )] 208 G2
who died due to a drug-related adverse 0 0.0y 0 0o 0 0.0y L (0.0 0 0.0 Q 0.0y 11 (0.5) 28 ()]
event
discontinued drug due to an adverse event 46 (18.4) 31 (133} 15 5.0y 7 (3.8) 45 (141) | 26 137y | 287 129y | 545 (13.7)
discontinued drug due to a drug-related 44 (17.6) 30 (129 10 (3.3) 2 (1.1) 41 (129 | 21 (11.1) | 166 (1.3) 278 1.0y
adverse event
digrontivmad dme die to a zerione adverss 7 [ ] 10 (£ %] 7 H 5 an 18 S 1 SR M5 ()] 303 a9y
KNT16 Data for Pembrolizumalb: KNT16 Drata for Placeha! KN034 Data for Pembrolizumab™ | EU Reference Safety Dataset for
EU Ex-EU EU Ex-EU EU Ex-EU EU Ex-EU
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
discontinued drug due to 2 serious drug- 21 [T ] (3.5 3 (1.0) 1 (0.5) 15 “n 7 [ER]) E [ 167 “2
related adverse event

“ Determined by the investigator to be related to the drug.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are included.

MedDFA preferred terms "Neoplasm Progression”, "Mali Neoplasm Progression” and "Disease Progression” not related to the drug are excluded.

* Includes all participants who received at least one dose of Pembrolizumab in KINT16.

! Includes all participants who received at least one dose of Placebo in KN716.

= Includes all participants who received at least one dose of Pembrolizumab in KN054.

* Includes all participants who received at least one dose of Pembrolizumab in KINOO1 Part B1, B2, B3, D, C, F1, F2, F3, KN002 (original phase), KN00S, KN010, KN012 cohort B and B2, KN013
cohort 3, KN024, KN040, KN042, KN043, KN048, KN032, KN034, KN0335, KN08T, KN0177, and KN204.

Database cutoff date for Melanoma (KN001-Melanoma: 18 APR2014, KN002: 28FEB2013, KNO06: 03MAR2015, KN034: 03APR2020, KNT16: 04DEC2020)

Database cutoff date for Lung (KN0O01-NSCLC: 23JAN2013, KN010: 30SEP2015, KN024: 10JUL2017, KN042: 045EF2018)

Database cutoff date for HNSCC (KN{12 cohort B and B2: 26APR2016, KN040: 13MAY2017, KN048: 25FEB2019, KN035: 22APR2016)

Database cutoff date for gHI (KN013 cohort 3: 285EP2018, KNOET: 2IMAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (KNO43: 260CT2017, KN032: 265EP2018)

Database cutoff date for Colorectal (KMN177: 19FEB2020)

Source; JISS: adam-adsl adag]
Safety related to drug-drug interactions and other interactions

No specific drug-drug interaction (DDI) studies have been performed. However, as pembrolizumab is
an IgG antibody administrated parenterally and cleared by catabolism, food and DDI are not able to
influence exposure, and drugs that affect cytochrome P450 enzymes are not expected to interfere with
the metabolism of pembrolizumab. Studies evaluating pharmacodynamic drug interactions with
pembrolizumab have not been conducted. However, the use of systemic corticosteroids or other
immunosuppressive drugs should be avoided because of their potential interference with the
pharmacodynamic activity and efficacy of pembrolizumab, although these drugs can be used to treat
immune-related adverse reactions during the pembrolizumab treatment. Corticosteroids can also be
used as premedication, when pembrolizumab is used in combination with chemotherapy, as antiemetic
prophylaxis and/or to alleviate chemotherapy related adverse reactions.

Use in Pregnancy and Lactation

As of the DCO, no pregnancies were reported in the KEYNOTE-716 Safety Dataset. Pembrolizumab
should be used during pregnancy only if the potential benefit justifies the potential risk to the foetus. It
is not known whether pembrolizumab is secreted in human milk. Because many drugs and IgG
antibodies are secreted in human milk, a decision should be made whether to discontinue nursing or to
discontinue the drug, considering the importance of the drug to the mother.

Withdrawal and Rebound

No withdrawal or rebound effects are expected with an anti-PD-1 mAb, and none has been observed in
pembrolizumab clinical studies to date.

Effect on Ability to Drive or Operate Machinery or Impairment of Mental Ability
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Impairment of cognitive ability is not expected from an anti-PD-1 mAb. No additional studies have
been conducted to determine the effect of pembrolizumab on the impairment of mental function or the
ability to drive or operate machinery.

Discontinuation due to adverse events

Adverse Events and Drug-related Adverse Events leading to Treatment Discontinuation

Adverse Events Leading to Treatment Discontinuation

The overall incidence of AEs that led to discontinuation of study treatment in KEYNOTE-716 was higher
in the pembrolizumab group (15.9%) compared with the placebo group (4.5%). However, it was
similar to KEYNOTE-054 (13.9%) and the RSD (13.5%) (Table 22). Most AEs leading to discontinuation
of pembrolizumab in KEYNOTE 716 occurred in <1% of participants, except for colitis and autoimmune
hepatitis (1.0% each). These AEs were similar to the most frequently reported AEs leading to
discontinuation of pembrolizumab in KEYNOTE-054.

Table 22. Participants With Adverse Events Resulting in Treatment Discontinuation

ENTI6 Data for | KENT16 Data for | KNO34 Data for ELl Reference
Pembrolizumahb* Placebo' Pembrolizumab™ Safery Dataset
fior
Pembrolizumah®

n (%) n (%) n (%) n (%)

Participants in population 483 486 09 6,185
with one or more adverse evenits 7 (15.9) 22 (4.5) 71 (13.9) B32 (13.5)
with no adverse evenis 406 (E4.1) 464 (95.5) 438 (B6.1) 5,353 (B6.5)

Drug-related Adverse Events Leading to Treatment Discontinuation

The overall incidence of treatment-related AEs that led to discontinuation of study treatment in
KEYNOTE-716 was higher in the pembrolizumab group (15.3%) than in the placebo group (2.5%), and
was similar to KEYNOTE-054 (12.2%) but higher than the RSD (7.2%) (Table 23). Each PT for an AE
that led to discontinuation of study treatment was reported for <1.0% of participants in each treatment
group. The most frequently reported of these AEs were colitis and autoimmune hepatitis (1%, each) in
the pembrolizumab group, diarrhoea and autoimmune hepatitis (0.4%, each) in the placebo group.
Drug-related AEs leading to discontinuation of pembrolizumab in KEYNOTE-716 were similar to the
most frequently reported drug-related AEs leading to discontinuation of pembrolizumab in KEYNOTE-
054.

Table 23. Participants with Drug-Related Adverse Events Resulting in Treatment
Discontinuation
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ENTI16 Data for | KNT716 Data for | KNO534 Data for ELU Reference
Pembrolizumab* Placebo' Pembrolizumab™ Safety Dataset
fior
Pembrolizumab®

n (%a) n (%a) n (%a) n (%a)

Participants in population 483 486 509 6,185
with one or more adverse evenis 74 {15.3) 12 (2.5) 62 (12.2) 444 (7.2)
with no adverse events 409 {B4.7) 474 {97.5) 447 {B7.8) 5,741 {92.8)

Adverse Events and Drug-related Adverse Events leading to Treatment Interruption

Adverse Events Leading to Treatment Interruption

The overall incidence of AEs that led to interruption of study treatment in KEYNOTE-716 was similar in
the pembrolizumab group (20.3%) and KEYNOTE-054 (19.3%) but was slightly lower than the RSD
(25.8%) (Table 242). The most frequently reported AEs resulting in study treatment interruption in the
pembrolizumab group (in >1.0% of participants) were diarrhoea (2.3%); arthralgia (1.7%);
hyperthyroidism, cough, and pyrexia (each in 1.2% of participants). In the placebo group, the most
frequently reported AEs resulting in study treatment interruption were diarrhoea and pyrexia (each in
1.2% of participants). These AEs were similar to the most frequently reported AEs leading to
pembrolizumab interruption in KEYNOTE 054.

Table 24. Participants With Adverse Events Resulting in Treatment Interruption

KENTI6 Data for | KNT716 Data for | KNO34 Data for ELl Reference
Pembrolizumab* Placebo' Pembrolizumab™ Safety Dataset
fior
Pembrolizumah®

n (%) n (%) n (%) n (%)

Participants in population 483 486 09 6,185
with one or more adverse evenits 98 (20.3) 71 (14.6) 98 (19.3) 1,596 (25.8)
with no adverse evenis 385 (79.7) 415 (E5.4) 411 (BD.7) 4 589 (74.2)

Drug-related Adverse Events Leading to Treatment Interruption

The overall incidence of drug-related AEs that led to interruption of study treatment in KEYNOTE 716
was higher in the pembrolizumab group (14.1%) compared with the placebo group (5.3%), similar to
KEYNOTE-054 (14.5%) and the RSD (14.6%) (Table 253). The most frequently reported drug-related
AEs leading to pembrolizumab interruption (incidence >1%) in KEYNOTE 716 were arthralgia (1.7%),
diarrhoea (1.7%), and hyperthyroidism (1.2%); diarrhoea (1%) in the placebo group.

Table 25. Participants With Drug-Related Adverse Events Resulting in Treatment
Interruption

KMNT16 Data for | KM716 Data for | KN0O54 Data for EU Reference
Pembrolizuimab* Placebo' Pembrolizuimab™ Safery Dataset
for
Pembrolizumab®

n {%a) n {%a) n {%a) n {%a)

Participants in population 483 486 09 6,185
with one or more adverse evenls i1 (14.1) 26 (5.3) 74 (14.5) o2 {14.6)
with no adverse evenls 415 ({B5.9) 460 (94.7) 435 ({B5.5) 5,283 (B5.4)
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Post marketing experience

No further data besides those included in the last PSUR have been submitted, covering the period 04-
Sep-2019 through 03-Sep-2020.

Assessment of paediatric data on clinical safety

The first patient, was diagnosed with melanoma approximately 3 months and 28 days prior to the first
dose of pembrolizumab. The patient was newly diagnosed with Stage IIB cutaneous melanoma
confirmed by histology, which was completely resected, and had negative SLN biopsy prior to
enrolment. At screening, KPS score was 100 and T4aNOMO. Pembrolizumab 2 mg/kg IV Q3W was
started on Day 1 (Cycle 1) for the treatment of resected high-risk Stage II melanoma and the patient
received 17 cycles during the study. The participant entered the study with a history of acne, cystic
acne, and hidradenitis, treated with oral clindamycin, which was stopped on Day -14. On Day 41 the
dose of pembrolizumab was given (Cycle 3), and on Day 58, the patient experienced hidradenitis
(Grade 1) in the left axilla. Treatment with topical fusidic acid was started on Day 62 and hidradenitis
resolved on Day 69 (while fusidic acid was stopped on Day 70). On Day 104, the dose of
pembrolizumab was given (Cycle 6), and on Day 124, the participant had a second episode of
worsening of left axilla hidradenitis (Grade 1). No treatment was reported, and no further information
was available. On Day 293 increased WBCs was observed (Table 27). On Day 314 the dose of
pembrolizumab was given (Cycle 15), and on Day 335, the participant was diagnosed with increased
lymphocyte count (Grade 2, Table 27). No treatment was reported, and increased lymphocyte count
resolved on Day 356. On Day 356 the participant completed pembrolizumab; as of Day 425, last
contact before data cut-off, the participant was alive. The investigator considered the non-serious AEs
of hidradenitis (2 episodes) and increased lymphocyte count as not related to pembrolizumab.

Table 27. Complete Blood Count (from Clinical Study report KN-716)

Study RBC HCT HGEB WBC PLT NEUT LYM
Day 10'L Yo g/L 10%/L 10°/L 10%L 10%L
-15 5.2 43.4 147 T.89 228 4.95 2.45
| 4.99 41 140 6.65 206 3.26 2.91]
22 4.76 393 134 688 200 3.25 3.02
62 4.78 39.6 134 6.65 201 3.08 2.91]
104 4.54 40.2 134 6.99 224 2.66 3.41]
146 4.72 39 133 7.94 225 3.55 3.45
158 4.78 392 134 5.69 199 1.82 3
230 4.97 41 140 839 241 3.12 4.09(H)
293 4.95 39.8 139 12.15(H) 275 6.5 4.2(H)
335 488 393 137 9.47 233 3.86 4.39(H)
384 4.67 3R.6 130 5.6 208 2.21] 2.41]

A = abnormal; H = high; L = low; indicates value 1s out of normal range.

HCT = hematocnt; HGB = hemoglobin; LYM = lymphocytes; NEUT = neutrophils; PLT = platelets;
RBC = red blood cells: WBC = whate blood cells.

The second patient, was diagnosed with melanoma approximately 4 months and 5 days prior to the
first dose of study medication. The patient was newly diagnosed with Stage IIB cutaneous melanoma
confirmed by histology, which was completely resected, and had negative SLN biopsy prior to
enrolment. At screening, KPS score was 100 and T3bNOMO. Placebo (saline solution) IV Q3W was
started on Day 1 (Cycle 1) after being randomized in the study due to high-risk Stage II melanoma.
The patient had received 14 cycles at the time of data cut-off, and at the time of data cut-off, no
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adverse events were reported. As of Day 293, last contact before data cut-off, the participant was
alive.

Comparative analysis of paediatric/adult safety data post RSI

The safety of pembrolizumab has been assessed in the paediatric participants in the ongoing study
KEYNOTE-051, with 161 participants, aged 9 months to 17 years old, in the ASaT population. Safety
results from the analysis of KEYNOTE-051 in a paediatric population with advanced cancers support
that the safety profile of pembrolizumab monotherapy is consistent with the known safety profile of
pembrolizumab monotherapy in adults from the different indications approved so far for adults in the
EU. Pembrolizumab monotherapy was generally well tolerated in paediatric participants who have solid
tumours and lymphoma. No new safety signals were observed. Additionally, in KEYNOTE-051 there
were no treatment-emergent positive ADA found in 125 paediatric participants with evaluable
immunogenicity samples and these results were comparable to the ADA data in adults reported in the
pembrolizumab development program.

As requested, a comparative analysis of the safety data from paediatric participants in KEYNOTE-051
and adult melanoma participants in the adjuvant setting (KEYNOTE-716 and KEYNOTE-054) and adults
with advanced melanoma was conducted using 4 safety datasets as presented:

1. Safety data from the paediatric melanoma patients in KEYNOTE-051 (N=9).

2. The cumulative safety data from KEYNOTE-051 (N=161).

3. Pooled safety data from the 2 adjuvant melanoma studies (KEYNOTE-716 and KEYNOTE-054)
(N=992).

4. Pooled safety dataset for adults with advanced melanoma (KEYNOTE-001, KEYNOTE-002,
KEYNOTE-006) (N=1567).

Overall Extent of Exposure. The median duration of exposure to pembrolizumab for the paediatric
melanoma participants in KEYNOTE-051 is 1.4 months. Overall, the median duration of exposure in
KEYNOTE-051 is 2.1 months. The median duration of exposure in the pooled adjuvant population
(KEYNOTE-716 and KEYNOTE-054) dataset is 11.1 months, which is twice the duration of exposure of
that in the advanced adult melanoma safety dataset (5.1 months) (Table 28).

Table 28. Summary of Drug Exposure (APaT Population)
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Pediatric All Pediatrics Adjurvant Advanced
Melanoma Population Melanoma Melanoma Safety
EN031 (Pembro | ENO031 (Pembro population Diatazet (Pembro
Monotherapy ) Monotherapy)! {Pembro Moenotherapy)®
Monotherapy)
(EN054+
KNT716™
(N=9) {WN=181) {IN=092) (N=1567)
Study Diays On-Therapy (Months)
Mean 3.90 532 270 749 |
Median 14 21 111 3l
SD 6.09 717 391 6.30
Range 0.0to 196 00to242 0.0to 157 00tol83
Number of Administrations
Mean 6.56 248 1321 12.86
Median 30 4.0 17.0 9.0
SD 872 10.19 548 10.33
Range 1.0t028.0 1.0t0 350 1.0t0 180 1.0t0 390
Each participant is counted once on each applicable duration category row.
Duration of Expoesure 1= caleulated as last dose date - first dose date + 1.
“ Includes all participants who diagnosed with llelanoma and received at least one dose of Pembro Monotherapy in
EN0s1.
! Includes all participants who received at least one dose of Pembro Monotherapy m KNO51.
= Includes zll participants who received at least one dose of Pembro Monotherapy m EN054 and ENT16.
* Includes all participants who received at least one dose of Pembro Monotherapy in KIN001 Part B1, B2, B3, D, EN002
(original phase), and EMN004.
Database cutoff date for Melanoma (EN001-Melanoma: 18APE2014, KN002: 28FEB20135, ENO06: 03MAR20135,
EN051: 10JAN2020, KN054: 03APR2020, KNT16: (MDEC2020)

Source: [IS5: adam-adsl; adexsum]

Analysis of Adverse Events. The incidences of drug-related AEs, drug-related SAEs and drug-related
Grade 3 to 5 AEs were generally consistent across all the datasets (Table 29).

Table 29. Adverse Event Summary (APaT Population)
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Pediatric All Pedistrics Adjuvant Advanced Melanoma
Melanoma Population Melanoma Safety Diatazet
EN0O31 (Pembro | EN031 (Pembro population {Pembro
Monotherapy)* Monotherapy)! (Pembro Monetherapy
Monotherapy)
(END34+
ENT1g)m
n (%) n (%) n (%) n (%a)
Participants in population o ee2 1,367
with cme or more adverse events o (100.0) | 135 (96.3) oo (93.6) 1,335 (98.0)
with no adverse event 0 0.0) 3.7 63 (6.4) 32 2.0)
with drug-relzated® adverse events & (66.7) o3 (57.8) 784 (790 1,241 (782
with toxierty grade 3-5 adverse 3 (35.6) 6 [ Y] 287 (28.9) 03 (43.0)
events
with toxicity grade 3-3 dmg-related 1 (11.1) 14 8.7 152 (15.3) | 228 (14.6)
adverse events
with serious adverse events 3 {33.3) 62 (38.5) | 218 (2200 | 368 (36.2)
with serious drug-related adverse 0 {0.0) 16 e.9 106 (10.7) 163 (10.5)
events
who died 0 (0.0) 5 3.1) 1 (0.1) 43 3.1)
who died due to a dmg-related 0 (0.0) (12) 0 (0.0) 1 (0.1)
adverse event
dizcontinued drug due to zn adverse 0 (0.0) 10 (6.2) 148 (14.9) 1593 (12.4)
event
dizcontinued drug due to 2 drug- 0 (0.0 6 ()] 1536 (13.7) 28 ()]
related adverse event
dizcontinued drug due to a senous 0 (0.0) 8 (5.0 62 (6.3) 142 (9.1)
adverse event
dizcontinued drug due to 3 zerious 0 (0.0 4 (2.5) 32 (5.2) 37 (3.6)
drug-related adverse event
* Determined by the investigator to be related to the dmg.
Non-gerious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are included.
MedDEA preferred terms "Neoplasm Progression”, "Malignant Neoplasm Progression” and "Diseaze Progression” not
related to the drug are excluded.
“Includes all participants who were dizgnosed with Melanoma and received at least one dose of Pembro Monotherapy in
EN051.
! Inclndes all participants who received at least one dose of Pembro Monotherapy m KN051.
o Includes 2] participants who received at least one dose of Pembro Monotherapy m KN054 and ENT16.
“Includas all participants who received at least one dose of Pembro Monotherapy in KNO01 Part B1, B2, B3, D, EN0O2
(original phaze), and KNO0G.
Database cutoff date for Melanoma (KN001-Melanoma: 18APE2014, KN002: 28FEB2015, KN006: 03MAR2015,
EN051: 10JAN2020, KN034: 03APR2020, KENT16: (MDEC2020)

Shurce: [I35: adam-ads]; adas]

The overall incidence of AEOSI (immune-related AEs and infusion reactions) in KEYNOTE-051,
(18.6%), is comparable with the adult advanced melanoma dataset (22.9%) as well as for Grade > 3
AEOQSI, serious AEOSI, and discontinuations due to an AEOSI (Table 30). The nature and severity of
AEOSI in the paediatric melanoma participants and in KEYNOTE-051 paediatric participants were
comparable to that of the adult adjuvant and advanced melanoma participants. The majority of
participants across the datasets reported AEOSI severity of Grade 1 or Grade 2. One participant in
KEYNOTE-051 reported Grade 5 pneumonitis. The fatal AEOSI of pneumonitis was in a participant with
extensive right chest involvement of the underlying epithelioid sarcoma.

Table 30. Adverse Event Summary AEOSI (APaT Population)
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Pediatric All Pediztrics Adjuvant Advanced Melanoma
Melanoma Population Melanoma Safety Dataset
KENO51 (Pembro | EN051 (Pembro population {(Pembro
Monotherapy) Monotherapy)! i(Pembro Ionotherapyy
Monotherapy)
{(ENO34+
ENT1g)™
n (%a) n (%a) n (%a) n i%a)
Participants in population o 161 852 1,567
with one or more adverse events 1 (11.1) 30 (18.6) 334 (351 339 (220
with no adverse event g (38.9) 131 (814) | 638 (64.3) 1,208 (77.1)
with drug-related® adverse events 1 (11.1) 21 (13.00 | 332 (33.5) | 306 (19.5)
with toxicity grade 3-5 adverse 0 (0.0) 4 2.5) 86 87 o9 (6.3)
events
with toxicity grade 3-5 dmug-related 0 (0.0) 4 2.5) 80 (8.1) 82 5.2)
adverse events
with serious adverse events 0 (0.0) (2.3) T3 (7.4) oo (6.3)
with serious drug-related adverse 0 (0.0 3 (1.9 68 6.9 83 3.3)
events
who died 0 {0.0) 1 {0.6) 0 {0.0) 0 {0.0)
who died due to a drug-related 0 {0.0) 1 {0.6) 0 {0.0) 0 {0.0)
adverse event
dizcontinued drag due to an adverse 0 (0.0) 2 (12) T3 (7.6) 34 (3.4)
event
discontinued drug due to a drug- 0 (0.0) 2 (12) T3 (7.6) 33 3.4
related adverse event
dizcontinned drug due to 2 serious ] (0.0) 2 1.2 33 (3.3) 43 2.9)
adverse event
dizcontinned drag due to 2 serious 0 (0.0) 2 (12} 33 (3.5) 44 (2.8)
drug-related adverse event
 Determined by the investigator to be related to the dmg.
MNon-gerious adverse events up to 30 days of last dose and zerious adverse events up to 90 dayz of last doze are included.
MedDEA preferred terms "Neoplasm Progreszion”, "Malignant Neoplasm Progression” and "Diseaze Progression” not
related to the drug are excluded.
* Includes all participants whe were diagnosed with Melanoma and received at least one dose of Pembro Monotherapy in
EN031.
! Includes all participants who received at least one dose of Pembro Monotherapy m KNO51.
= Includes 21l participants who received at least one dose of Pembro Monotherapy m KN054 and KNT16.
“ Includes all participants who recerved at least one dose of Pembro Monotherapy m KN001 Part B1, B2, B3, D, KNO(2
{original phase), and KNO0E.
Database cutoff date for Melanoma (EN001-Melanoma: 18APR2014, KN002: 28FEBE2015, KNO06: 03MAR2015,
EMN051: 10JAN2020, KINOS4: 03APR2020, KNT16: (4DEC2020)

Source: [IS5: adam-adszl; adas]

The sample size of participants in the paediatric melanoma safety datasets (n=9) and KEYNOTE-051
(n=161) are relatively small, when compared to the pooled adjuvant melanoma safety dataset
(n=992) and the adult advanced melanoma safety dataset (n=1567). There are differences in the
duration of exposure across the datasets. After adjusting for duration of exposure in the datasets, the
incidence of AEs or AEOSI in the paediatric melanoma dataset and KEYNOTE-051 remains generally
consistent with the adult advanced melanoma safety dataset. The exposure-adjusted incidence of
AEOSI in the paediatric melanoma and KEYNOTE-051 safety datasets were generally similar to the
exposure-adjusted incidence in the adult advanced melanoma safety dataset and lower than in the
pooled adjuvant melanoma safety dataset (Table 31).

Table 31. Exposure-adjusted Adverse Event Summary (Including Multiple Occurrences of
Events) AEOSI (APaT Population)
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Event Count and Rate (Events/100 person-monthe)
Pediztric All Pediatrics Adjuvant Advanced Melanoma
Melanoma Population Melanoma Safety Datazet
EMN031 (Pembro | EINO31 (Pembro population (Pembro
Menotherapy)* Monotherapy)! iPembro Monotherapy)
Monotherapy)
(EN034+
ENTla)
MNumber of participants exposed ] 161 002 1567
Total exposure® in person-months 4399 101187 9507 81 12961.52
Total events (rate)
adverse events 1227 38(3.78) 620 (6.43) 496 (3.83)
drug-related” adverse events 1227 272.67) 577 (6.01) 411(3.25)
tomicity grade 3-3 adverze 0 (0.00) 4(0.400 120(1.25) 112 (0.86)
events
tomicity grade 3-3 drug-related 0 (0000 4040 111{1.18) 9400.73)
adverze events
serious adverse events 0 (0.00) 3(0.4%) 100 (1.04) 114 (0.88)
serious drug-related adverse 0 (0.00) 4(0.400 04 (0.08) 98 (0.78)
events
adverse events lezding to death 0 (0.00) 1(0.10) 0 (0,000 0(0.007
drug-related adverze events 0 (0.00% 10010 (0 (0.00) 000.00m
leading to death
adverse events resulting in drug 0 (0000 20020 15(0.78) 36100.43)
discontinuation
dmg-related adverse events 0 {0.00) 200200 T5(0.78) 35(042)
rasulting in drug
dizcontinuation
serions adverse events resulting 0 (000 200200 35 (0.36) 47 (0.36)
in dmg discontinuation
serious drug-related adverse 0 (0.00) 200200 3500.36) 46 (0.35)
events resulting in drug
dizcontinuation
 Event rate per 100 person-months of exposure=event count *100/person-months of exposure.
" Dirugz exposure 1z defined as the between the first dose date - 1 day and the earlier of the last dose date + 30 or the
databaze cutoff date.
¢ Determined by the investigator to be related to the dmg.
For participants who received second course treatment, adverse events which occurred in second course phase are
excluded.
Mon-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose ars
meluded.
* Includes all participants who diagnosed with Melanoma and received at least one dose of Pembro Monotherapy in
KN031.
'Includes all participants who received at least one dose of Pembro Monotherapy m KIN051.
= Includes all participants who received at least one dose of Pembro Monotherapy m KN054 and ENT16.
* Includes all participants who received at least one dose of Pembro Monotherapy in KINO01 Part B1, B2, B3, D,
EN2 (original phase), and KN0OOG.
Database cutoff date for Melanoma (EN001-Melanoma: 18APR2014, KN00Z: 28FEB2015, ENOOG: 03MAR20135,
EN051: 10JAN2020, KNO54: 03APR2020, KN716: (4DEC2020)

Source: [I55: adam-adsl; adaz]

2.5.1. Discussion on clinical safety

To support the proposed use of pembrolizumab for the adjuvant treatment of adult and paediatric (12
years and older) patients with Stage IIB and IIC melanoma following complete resection, safety results
have been presented from study KEYNOTE-716, a randomized, placebo controlled, multicentre study
with a total population of 483 Stage IIB and IIC melanoma treated with pembrolizumab 200 mg Q3W
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as adjuvant therapy (or 2 mg/kg up to a maximum of 200 mg for participants >12 years of age and
<18 years of age) (APaT population), in comparison with a control arm (placebo) of 486 patients (1:1
randomisation scheme) (Part 1 of the study; DCO date 04-DEC-2020). Additional safety comparative
data are provided based on the prior clinical experience of pembrolizumab monotherapy in the
adjuvant treatment setting (KEYNOTE-054) in 509 patients with resected, lymph node-positive, Stage
III melanoma (DCO date 03-APR-2020) as well as the totality of clinical trials conducted so far
(Reference Safety Dataset; N=6185).

In KEYNOTE-716, the demographic and baseline characteristics were balanced across the
pembrolizumab and placebo groups. Most participants were male, white, not Hispanic or Latino, and
were from EU regions (in the RSD, more participants were enrolled at sites outside the EU).
Participants in the KEYNOTE-716 Safety Dataset were generally younger, had better ECOG
performance status at study entry, and did not have evidence of metastatic disease compared with
those in the RSD (most [93.2%] participants in the KEYNOTE-716 pembrolizumab group had an ECOG
performance status of 0). The age of participants ranged from 16 to 87 years, with a median age of 61
years. Of note, only one adolescent patient in the pembrolizumab arm, and one adolescent patient in
the placebo group were enrolled in KEYNOTE-716. The median duration of exposure to
pembrolizumab was similar to that in KEYNOTE-054 (9.9 months and 11.8 months, respectively), but
twice as long as the median duration of exposure in the RSD (4.9 months). In the pembrolizumab and
placebo groups, 69.8% and 78.6% of participants had at least 6 months of exposure respectively,
similar to KEYNOTE-054 (76%) but higher than the RSD (45.4%).

As expected, the comparison with the placebo showed an unfavourable safety profile of pembrolizumab
in the adjuvant setting of resectable melanoma: the drug-related AEs (79.9% vs. 60.9% in the placebo
group), the incidence of drug-related Grade 3-5 AEs (16.1 % vs. 4.3%), drug-related SAEs (9.1% vs.
1.9%), drug discontinuations due to either drug-related AEs (15.3% vs. 2.5%) or drug-related SAEs
(6.8% vs. 2.5%) were all more frequent in the experimental group compared to control.

The safety profile of pembrolizumab was consistent with prior experience, although it must be
acknowledged that a lower incidence of Grade 3-5 AEs, SAEs and drug-related AEs leading to death
were reported in KEYNOTE-716 compared to KEYNOTE-054 and the reference datasets (SAEs: 18.8%
vs. 25% in KN-054 vs. 38.3% in RSD; Grade 3-5 AEs 25.9% vs. 31.8% in KN-054 vs. 48.8% in RSD).
This is likely to be explained by the younger age and better clinical performance as well as the nature
of cancer disease in the KEYNOTE-716 study population, without evidence of metastatic disease and
with better ECOG performance status at study entry. The incidences of drug-related SAEs and drug-
related grade 3 to 5 AEs were generally consistent with the RSD, whereas the incidence of drug-related
AEs leading to discontinuation and of AEOSIs were higher in KEYNOTE-716 than the RSD, similarly to
the KN-054 (discontinuation due to drug-related AEs: 15.3% in KN-716; 12.2% in KN-054; 7.2% in
RSD; AEOSI: 36.2% vs. 35.2% vs. 25.5%, respectively). The longer duration of exposure to
pembrolizumab in KEYNOTE-716 may have contributed to the higher incidence of drug-related AEs
leading to treatment discontinuation compared with the RSD. After adjusting for exposure, the
incidence of AEOSI and AEOSI leading to treatment discontinuation were partially corrected for
KEYNOTE-716 and KEYNOTE-054. As requested, the summary of adverse events after adjusting for
duration of exposure in the different safety datasets has been provided. The incidences by AE category
were consistent or lower in the pembrolizumab group of KEYNOTE-716 compared with the RSD and no
new safety concerns have been identified.

In KEYNOTE-716, the most frequently reported AEs were generally similar between the
pembrolizumab and the placebo groups, despite the higher incidences for diarrhoea, pruritus, rash,
hypothyroidism, and hyperthyroidism, which are known ADRs for pembrolizumab. Overall, the
incidences, types, and severity of AEs in KEYNOTE-716 were similar to those in KEYNOTE-054 and
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generally consistent with the RSD, despite some differences (=5 percentage points difference)
compared with the RSD, including diarrhoea (26.7% vs. 20.9%), hyperthyroidism (10.4% vs. 4.2%),
and pruritus (25.9 vs. 18%).

The overall incidence of drug-related AEs in KEYNOTE-716 was higher in the pembrolizumab group
compared with the placebo group. Pruritus, rash, hypothyroidism, and hyperthyroidism were reported
at higher incidences in the pembrolizumab group compared with the placebo group (most of these of
toxicity Grade 1 or 2). The most frequently reported drug-related AEs (incidence >10%) in KEYNOTE
716, pruritus, fatigue, diarrhoea, rash, hypothyroidism, and arthralgia, were consistent with the most
frequently reported drug-related AEs in KEYNOTE-054, but higher than the RSD. In particular, a
prevalence of endocrine disturbances has been observed in the experimental group, being higher than
previously reported (hypothyroidism 14.5% vs. 9.8% in the RSD; hyperthyroidism 9.9% vs. 3.7%,
respectively). More details have been provided on thyroid abnormalities observed in the adjuvant
setting. In the KEYNOTE-716 pembrolizumab group, 70 (14.5%) patients reported drug-related
hypothyroidism and 48 (9.9%) patients reported drug-related hyperthyroidism. Of the 70 patients with
hypothyroidism and of 48 patients with hyperthyroidism, 4 patients each had preexisting thyroid
disorders. Based on this evaluation, the number of participants with preexisting thyroid disorders was
low and may not have affected the incidence of drug-related hypothyroidism and hyperthyroidism in
KEYNOTE-716. Hypothyroidism and hyperthyroidism (listed, respectively, as a very common and a
common ADR for pembrolizumab monotherapy) are known ADRs for pembrolizumab and are listed
under section 4.4 (Special Warnings and Precautions), and in section 4.8 (Undesirable Effect) of the
SmPC.

Recently, the incidence of immune-related adverse events in the adjuvant setting has been a topic for
review in the procedure EMEA/H/C/3820/11/0108 for adjuvant treatment of RCC. The wording in
section 4.8 of the SmPC has been updated to reflect the incidences of AEOSI in the adjuvant vs. the
metastatic setting. Therefore, the proposed wording under “Pembrolizumab in monotherapy” and
“Immune-related endocrinopathies” reflects the safety data of patients with RCC and melanoma
treated with pembrolizumab monotherapy in the adjuvant setting (n=1,480), confirming the higher
incidences of AEOSI in this setting. The overall incidence of Grade 3 to 5 AEs in KEYNOTE-716 was
higher in the pembrolizumab group compared with the placebo group (25.9% vs. 17.1%) and lower
than KEYNOTE-054 and the RSD (31.8% and 48.2%, respectively). The only grade 3 to 5 AEs reported
more frequently in the KEYNOTE-716 pembrolizumab arm than KEYNOTE-054 and the RSD were rash
(1.4% vs. 0.4% vs. 0.5%) and autoimmune hepatitis (1.2% vs. 0.6% vs. 0.3%, respectively), for
which the contribution of the immune dysregulation induced by pembrolizumab cannot be excluded. No
Grade 5 AEs occurred in the pembrolizumab arm. The overall incidence of Grade 3 to 5 drug-
related AEs in KEYNOTE-716 was higher in the pembrolizumab group compared with the placebo
group (16.1% vs. 4.3%, respectively). The incidences and types of Grade 3 to 5 drug-related AEs in
the KEYNOTE-716 pembrolizumab group were similar to those in KEYNOTE-054 and generally
consistent with the RSD (16.1% vs. 14.5% vs. 15.8%). The most frequently reported Grade 3 to 5
drug-related AEs (incidence 21%) in the pembrolizumab group were rash (1.4%), autoimmune
hepatitis (1.2%), colitis (1%) and diarrhoea (1%), slightly higher than those reported in KEYNOTE-054
and the RSD (except for colitis 1.4% in KN-054). As requested, details on the treatment and on the
clinical outcomes on autoimmune hepatitis have been provided. In particular, the majority (80%) of
participants in the pembrolizumab group of KEYNOTE-716 (and the RSD) that reported drug-related
autoimmune hepatitis and hepatitis had outcomes reported as resolved or resolving at the time of the
DCO. Regarding the gastrointestinal toxicities that may lead to dehydration, the incidence of diarrhoea
and vomiting was comparable between KEYNOTE-716 and the RSD and was as expected also in the
paediatric setting.
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The incidence of SAEs in the KEYNOTE-716 pembrolizumab group was lower than in the KEYNOTE 054
and the RSD (18.8% vs. 25% vs. 38.3%). However, the types of SAEs in the KEYNOTE 716
pembrolizumab group were similar to those in KEYNOTE-054 and generally consistent with the RSD.
SAEs reported more frequently in KEYNOTE-716 than in the RSD included basal cell carcinoma,
malignant melanoma in situ and squamous cell carcinoma. The similar incidences of basal cell
carcinoma and squamous cell carcinoma in KEYNOTE-716 and KEYNOTE-054 are consistent with the
incidences observed in patients with melanoma (similar incidences were also observed in placebo arm
in KEYNOTE-716).

The overall incidence of treatment-related SAEs was higher in the pembrolizumab group than in the
placebo group (9.1% vs. 1.9%). Overall, the incidences and types of drug-related SAEs in the
KEYNOTE-716 pembrolizumab group were similar to those in KEYNOTE-054 (12.2%) and generally
consistent with the RSD (11.3%). In KEYNOTE-716, the most frequently reported treatment-related
SAEs in the pembrolizumab group were adrenal insufficiency and colitis (each reported for 4
participants). Adrenal insufficiency and colitis are known ADRs for pembrolizumab. Immune checkpoint
inhibitor (ICI)-associated primary adrenal insufficiency is a rare adverse event that is important to
recognize because it may be severe and life-threatening, requiring emergent and often lifelong
hormonal replacement therapy. The risk of injury of other organ systems and endocrine disease has
been noted (i.e., with severe acute kidney injury, occasional cases of cardiotoxicity, including
myocarditis). Awareness regarding this ICI-related endocrinopathy is strongly encouraged among
clinicians in addition to patient education about common primary adrenal insufficiency symptoms that
should prompt urgent medical evaluation. In clinical practice, close monitoring and investigation for
adrenal insufficiency is crucial to allow for early management and to further define the pathophysiology
and prognosis of ICI-adrenal insufficiency (Grouthier V et al. Oncologist 2020) Corticotrophin
(adrenocorticotrophic hormone) circulating level evaluation may be often lacking but should be
considered as part of the diagnostic workup to differentiate primary adrenal insufficiency from
secondary (central) adrenal insufficiency. The MAH has summarized the data and the outcomes of the
cases with adrenal insufficiency related to pembrolizumab. In KEYNOTE-716, drug-related adrenal
insufficiency was reported in 11 (2.3%) participants that received pembrolizumab, in 7 participants
with maximum toxicity of < Grade 2, and in 4 participants as Grade 3 adrenal insufficiency. All
patients, with one exception, required systemic corticosteroid therapy and events were reported as
resolved or resolving in 6 out of 11 patients. Adrenal insufficiency is reported in the SmPC, described
in section 4.4 (Warnings and Precautions) and listed as uncommon ADR in section 4.8 (Undesirable
effects) of the SmPC. Based on this evaluation, no additional warning is necessary in the SmPC.

The nature and severity of AEOSIs in the KEYNOTE-716 pembrolizumab group were consistent with
the established safety profile of pembrolizumab. No new immune-related AEs for pembrolizumab were
identified. Overall, incidences, types and severity of AEOSIs in the KEYNOTE-716 pembrolizumab arm
were similar to those in KEYNOTE-054, but higher than those reported in the RSD (36.2% vs. 35.2%
vs. 25.5%, respectively), probably mainly driven by increased incidences of hypothyroidism and
hyperthyroidism (15.7% and 10.4% in KEYNOTE-716 vs. 11.3% and 4.2% in RSD, respectively).
AEOSIs were manageable with treatment interruption, discontinuation and/or corticosteroid therapy
and none were fatal. Among participants in the pembrolizumab group, most (54.9%) had AEOSIs that
were resolved or resolving at the time of the DCO. AEOSIs that were unresolved included
endocrinopathies (i.e., hypothyroidism, adrenal insufficiency, hypophysitis, thyroiditis, and type 1
diabetes mellitus) requiring long-term hormone replacement therapy. In particular, the incidence of
adrenal insufficiency in KEYNOTE-716 (2.3%) was higher than in the RSD (0.8%), likewise, the
incidence of hypophysitis in KEYNOTE-716 (2.1%) was higher than in the RSD (0.6%). However, the
incidence of immune-related hypothyroidism, thyroiditis and type 1 diabetes mellitus were comparable
across the datasets. Overall, the proportion of participants in KEYNOTE-716 with immune-related
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endocrinopathies that were unresolved and required hormone replacement therapy (HRT) was
consistent with that previously observed in the adjuvant treatment of resected Stage III melanoma
with pembrolizumab in KEYNOTE-054. In detail, a total of 18.6% of patients in the pembrolizumab arm
of KEYNOTE-716 received HRT for endocrinopathies (compared with 12.6% of patients in
pembrolizumab arm of KEYNOTE-054), and hypothyroidism was the most frequently occurring
endocrinopathy requiring HRT. In conclusion, the findings from KEYNOTE-716 for endocrinopathies
were consistent with the known safety profile of pembrolizumab and no additional warning is necessary
in the SmPC.

No new safety concerns based on laboratory abnormalities were reported in the KEYNOTE-716
pembrolizumab group. The most frequently reported post baseline laboratory abnormalities in the
KEYNOTE-716 pembrolizumab group were generally consistent with KEYNOTE-054 and the RSD.

No participants in the pembrolizumab group died due to an AE; 4 participants in the placebo group had
an AE that resulted in death during the study or follow-up period and none of the deaths were reported
as related to study treatment.

The incidences and types of AEs leading to discontinuation of pembrolizumab in the KEYNOTE-716
Safety Dataset were similar to those in KEYNOTE-054 and were generally consistent with the RSD
(15.9% vs. 13.9% vs. 13.5%, respectively). Conversely, incidences of drug-related AEs leading to
discontinuation of pembrolizumab in KEYNOTE-716 and KEYNOTE-054 were higher than in the RSD
(15.3% vs. 12.2% vs. 7.2%, respectively) (of note, participants in KEYNOTE-716 had 2 times longer
median duration of exposure to pembrolizumab than participants in the RSD). Most drug-related AEs
leading to treatment discontinuation of pembrolizumab in KEYNOTE-716 occurred in <1% of the
participants, except for colitis and autoimmune hepatitis (1.0% each), with a similar frequency
reported in KEYNOTE-054 but higher than those reported in the RSD (colitis: 1.2% and 0.5%,
respectively; autoimmune hepatitis: 0.4% and 0.2%). Colitis and autoimmune hepatitis are AEOSIs for
which treatment interruption or discontinuation is recommended, depending on the severity of the AE.

The types of drug-related AEs leading to pembrolizumab interruption in the KEYNOTE-716
Safety Dataset were similar to those in KEYNOTE-054 and the RSD, but with a slightly higher
frequency in KEYNOTE-716 for some drug-related AEs (arthralgia: 1.7% vs. 1.4% vs. 0.6%;
hyperthyroidism: 1.2% vs. 0.4% vs. 0.2%, respectively). These findings suggest that the overall
tolerability of pembrolizumab among participants in KEYNOTE-716 was generally consistent with what
was previously observed in the adjuvant melanoma KEYNOTE-054 Safety Dataset, but the higher
incidences of endocrinopathies in this population could represent a concern.

Subgroup analyses in KEYNOTE-716 based on intrinsic (age, sex, ECOG performance status) and
extrinsic factors (region) were also performed.

There was an age-dependent increase in Grade 3-5 AEs, Grade 3-5 drug-related AEs and SAEs in the
pembrolizumab arm. Tolerability to pembrolizumab was particularly reduced in patients aged =75
years compared to younger subgroups (23.1% vs. 12.7% in patients <65 years old for drug-related
grade 3-5 AEs; 38.5% vs. 15.8% in patients <65 years old for SAEs), in parallel to higher incidence of
discontinuation due to an adverse event (23.1% vs. 14% in patients <65 years old for discontinuation
due to an AE; 23.1% vs. 13% in patients <65 years old for discontinuation due to a drug-related AE).
Additionally, a summary of AEs by age and categories of interest analysed (central nervous system-
confusion/extrapyramidal, AE related to falling, cardiovascular events-CV, cerebrovascular events, and
infections) showed higher incidence of CV events in subgroups aged 65-74 and 75-84, in both the
pembrolizumab and placebo groups. Overall, the safety data of pembrolizumab in the adjuvant
melanoma setting in patients > 75 years are limited and no definitive conclusion can be drawn.

With regard to gender subgroup analyses, the safety profile of male and female participants in
KEYNOTE-716 and KEYNOTE-054 was consistent with the established safety profile of pembrolizumab

Assessment report
EMA/574905/2022 Page 117/128



monotherapy in the RSD. Based on evaluable data, there were no significant differences in the various
AE categories by gender for pembrolizumab. In particular, the 95% CI of the risk difference between
male and female participants in KEYNOTE-716 and KEYNOTE-054 (including AE categories Grade 3 - 5
AEs, SAEs, Grade 3 - 5 drug -related AEs, and discontinuation due to an AE or drug-related AE)
showed no clinically significant differences in the AE profile by gender for the two studies. In
conclusion, there are no clinically significant differences in the observed AE profile by gender for
pembrolizumab.

For ECOG performance status and region, the AE profile in the KEYNOTE-716 pembrolizumab group
remained generally consistent with the established safety profile of pembrolizumab.

Assessment of paediatric data on clinical safety

For the proposed indication of pembrolizumab as adjuvant treatment of paediatric (12 years and older)
patients with Stage IIB and IIC melanoma following complete resection, safety results have been
presented from study KEYNOTE-716, including only two adolescent patients (one enrolled in the
pembrolizumab arm, one in the placebo group). The first patient, was diagnosed with melanoma
approximately 3 months and 28 days prior to the first dose of pembrolizumab. At screening, a KPS
score was 100 and T4aNOMO. Pembrolizumab 2 mg/kg IV Q3W was started on Day 1 (Cycle 1) for the
treatment of resected high-risk Stage II melanoma and the patient received 17 cycles during the
study. The participant entered the study with a history of acne, cystic acne, and hidradenitis, treated
with oral clindamycin, which was stopped on Day -14. The patients experienced two episodes of
hidradenitis (Grade 1) in the left axilla (on Day 58 and Day 124), for which no treatment was reported,
and no further information was available. Additionally, on day 293 increased WBCs were observed,
followed by increased lymphocyte count on day 335 (resolved on day 356). On day 356 the participant
completed pembrolizumab; as of day 425, last contact before data cut-off, the participant was alive.
The investigator considered the non-serious AEs of hidradenitis (2 episodes) and increased lymphocyte
count as not related to pembrolizumab. The second patient, was diagnosed with melanoma
approximately 4 months and 5 days prior to first dose of study medication. The patient was newly
diagnosed with Stage IIB cutaneous melanoma confirmed by histology, which was completely
resected, and had negative SLN biopsy prior to enrolment. At screening, a KPS score was 100 and
T3bNOMO. No adverse events were reported. As of day 293, last contact before data cut-off, the
participant was alive.

The MAH provided a comparative analysis of the safety data of paediatric melanoma patients in
KEYNOTE-051 (n=9), the cumulative safety data of KEYNOTE-051 (n=161), the pooled safety data
from the 2 adjuvant melanoma studies (KEYNOTE-716 and KEYNOTE-054) (n=992) and the pooled
safety dataset for adults with advanced melanoma (KEYNOTE-001, KEYNOTE-002, KEYNOTE-006)
(n=1567). The safety profile of pembrolizumab for paediatric participants in KEYNOTE-051 was
generally consistent with the established safety profile of pembrolizumab monotherapy in adults with
advanced melanoma. The incidence of AEOSI was higher in the pooled adjuvant melanoma dataset
(35.7%) compared to the adult advanced melanoma dataset (22.9%) and KEYNOTE-051 (18.6%), but
the nature and severity of AEOSI were similar when compared across all the datasets, mostly mild to
moderate in severity. They were manageable with treatment interruption, discontinuation,
corticosteroid therapy and/or hormone replacement therapy. Overall, the AEOSIs in the paediatric
melanoma participants and in KEYNOTE-051 patients were comparable to that of the adult adjuvant
and advanced melanoma participants. The most frequently reported endocrinopathy in KEYNOTE-051
was hypothyroidism and there were no reported cases of immune-related hepatitis, nephritis, type 1
diabetes mellitus or hypophysitis. After adjusting for duration of exposure in the datasets, the
incidence of AEs or AEOSI in the paediatric melanoma dataset and KEYNOTE-051 remained generally
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consistent with the adult advanced melanoma safety dataset and lower than in the pooled adjuvant
melanoma safety dataset. No new safety signals were observed when the paediatric safety datasets
were compared with the adult safety datasets. In conclusion, the safety results presented are limited
due to the low number of included adolescent patients precluding any firm conclusions and unknown
are the long-term toxicities associated to treatment with check point inhibitors (like autoimmune
endocrine, hepatic and renal toxicity) in the adolescent population. However, the overall safety profile
appears to be as expected from the known safety profile of pembrolizumab and the safety data from
the KEYNOTE-716 and KEYNOTE-054 studies does not give raise to new safety concerns. There are,
however, uncertainties related to the long-term safety of pembrolizumab, especially in the adjuvant
adolescent setting, with endocrine related ADRs that may affect hormonal development in these
patients. In order to address this issue, the MAH plans to open a new cohort in KEYNOTE-051 to collect
long-term safety data for the treatment of adolescent melanoma in the adjuvant setting (resected
Stage IIB, IIC and Stage III) for a total duration of 4 years including follow-up. The expected number
of patients to be enrolled in the new cohort is difficult to predict at this point, but it is anticipated to be
in the order of 1 patient/year for a total duration of 4 years. Considering the limited nhumber of
additional cases deriving from study KEYNOTE-051, a suggestion was made to explore additional
options able to gather as more data as possible in this age category (e.g., with the collection of post-
marketing adolescent safety data facilitated through joining the existing Dutch Melanoma Treatment
Registry (DMTR). Taking into account that DMTR has only registered 3 patients between years 2013-
2018, the MAH was recommended to continue to explore other means to gather more adolescent
melanoma patients safety data in the post-marketing setting, but the plan to further expand the
numerosity of clinical cases was not specifically mentioned. Relying on routine pharmacovigilance
activities as well as exploring other means to gather more data is supported. However, in the absence
of a clear program to collect long term safety data in the post-marketing that go beyond the limited
timeline of the Study KN-051, the MAH was recommended to prolong the follow-up for each participant
for as long as the KEYNOTE-051 study is open (until 2028). This request is based on the observed time
to onset of AEOSI (median 64 days; range 1 to 371) and episode duration (median 193 days; range 1
to 684+) from KN-716. The lack of data on the safety of pembrolizumab on the very long term in
adolescents with Stage IIB, IIC and III melanoma treated in the adjuvant setting was reflected in
section 4.8 Paediatric population of the SmPC.

2.5.2. Conclusions on clinical safety

There were no new safety signals observed in study KEYNOTE-716 in the pembrolizumab treatment
arm in the adjuvant setting of completely resected Stage IIB and IIC melanoma. The ADRs observed
were generally manageable as the severity was mainly of Grade 1-2. Drug-related Grade 3-5 AEs,
drug-related SAEs and drug-related discontinuations occurred more often in the experimental arm than
placebo, which is expected, and frequencies were generally comparable to what has been observed in
KEYNOTE-054 with pembrolizumab monotherapy in the adjuvant setting and generally consistent with
the RSD. However, an increased rate of AEOSIs mainly related to endocrine disturbances (i.e.,
hypothyroidism and hyperthyroidism) and of discontinuations due to drug-related AEs were observed
in the pembrolizumab group compared with the placebo group and the RSD, to which the longer
exposure of patients in KEYNOTE-716 than in prior trials contributed. No new safety signals were
observed when the paediatric safety datasets were compared with the adult safety datasets. However,
the safety results presented are limited due to the low number of included adolescent patients
precluding any firm conclusions and unknown are the long-term toxicities associated to treatment with
check point inhibitors (like autoimmune endocrine, hepatic and renal toxicity) in the adolescent
population. The MAH is recommended to add a new cohort to KEYNOTE-051 to collect long-term safety
data for the treatment of adolescent melanoma in the adjuvant setting for as long as the KEYNOTE-
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051 study is open (until 2028). The safety of adolescent melanoma patients will be also monitored
through routine pharmacovigilance activities. Taking into account that DMTR has only registered 3
patients between years 2013-2018, the MAH will continue to explore other means to gather more
adolescent melanoma patients safety data in the post-marketing setting, but the plan to further
expand the numerosity of clinical cases was not specifically mentioned. Relying on routine
pharmacovigilance activities as well as exploring other means to gather more data is supported.

2.5.3. PSUR cycle

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢c(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

2.6. Risk management plan

The MAH submitted an updated RMP version with this application.

The CHMP received the following PRAC Advice on the submitted Risk Management Plan:
The PRAC considered that the risk management plan version 37 is acceptable.

The CHMP endorsed this advice without changes.

The CHMP endorsed the Risk Management Plan version 37 with the following content:

Safety concerns

Table SVIII.1: Summary of Safety Concerns

Summary of safety concerns

Important identified risks Immune-related adverse reactions (including immune related
pneumonitis, colitis, hepatitis, nephritis, and endocrinopathies)

Important potential risks For hematologic malignancies: increased risk of severe complications
of allogeneic stem cell transplantation (SCT) in patients who have
previously received pembrolizumab

Graft versus host disease (GVHD) after pembrolizumab administration
in patients with a history of allogeneic stem cell transplant (SCT)

Missing information None

Pharmacovigilance plan

There are no ongoing or planned additional pharmacovigilance studies that are required for
pembrolizumab.
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Risk minimisation measures

Table V.3.1:

Summary Table of Pharmacovigilance Activities and Risk

Minimisation Activities by Safety Concern

Safety Concern

Risk minimisation Measures

Pharmacovigilance Activities

Important Identified Risks: Immune-Related Adverse Reactions

Immune-related adverse
reactions (including immune-
related pneumonitis, colitis,
hepatitis, nephritis and
endocrinopathies)

Routine risk minimisation
measures:

The risk of the immune-
related adverse reactions
(including immune-related
pneumonitis colitis, hepatitis,
nephritis, and
endocrinopathies) associated
with the use of
pembrolizumab is described
in the SmPC, Section 4.2,
4.4, 4.8 and appropriate
advice is provided to the
prescriber to minimize the
risk.

Routine pharmacovigilance
activities

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

Targeted questionnaire for
spontaneous postmarketing
reports of all adverse events

Additional risk minimisation
measures:

Patient educational materials

Additional pharmacovigilance
including:

- Safety monitoring in all
ongoing MAH-sponsored
clinical trials for
pembrolizumab in various
tumour types

Important Potential Risks

For hematologic malignancies:
increased risk of severe
complications of allogeneic SCT
in patients who have previously
received pembrolizumab

Routine risk minimisation
measures:

For Hematologic
malignancies: the increased
risk of severe complications
of allogeneic SCT in patients
who have previously
received pembrolizumab is
described in the SmPC,
Section 4.4, 4.8 and
appropriate advice is
provided to the prescriber to
minimize the risk.

No additional risk minimisation
measures warranted

Routine pharmacovigilance
activities

Additional pharmacovigilance
including:

Safety monitoring in the
ongoing HL trial (KN204).
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Table V.3.1: Summary Table of Pharmacovigilance Activities and Risk
Minimisation Activities by Safety Concern

Safety Concern Risk minimisation Measures | Pharmacovigilance Activities
GVHD after pembrolizumab Routine risk minimisation Routine pharmacovigilance
administration in patients with a | measures: activities

history of allogeneic SCT Additional pharmacovigilance

GVHD after pembrolizumab

administration in patients including:

with a history of allogeneic « Safety monitoring in all
SCT is described in the ongoing MAH-sponsored
SmPC, Section 4.4 and clinical trials for
appropriate advice is pembrolizumab in various
provided to the prescriber to tumour types

minimize the risk.

No additional risk minimisation
measures warranted

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.8 and 5.1 of the SmPC have been
updated. The Package Leaflet has been updated accordingly.

2.7.1. User consultation
A justification for not performing a full user consultation with target patient groups on the package
leaflet has been submitted by the MAH and has been found acceptable for the following reasons:

The changes to the package leaflet are limited; in particular, the key messages for the safe use of the
medicinal product are not impacted. Furthermore, the design, layout and format of the package leaflet
will not be affected by the proposed revisions. Therefore, these proposed revisions do not constitute
significant changes that would require the need to conduct a new user consultation or a bridged focus
testing.

3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition
Extension of indication to include the adjuvant treatment of adults and adolescents aged 12 years and

older with Stage IIB or Stage IIC melanoma and to include adolescents aged 12 years and older in the
adjuvant treatment of Stage III melanoma and treatment of advanced melanoma.

3.1.2. Available therapies and unmet medical need

With particular reference to the treatment of primary melanoma Stage IIB and IIC, surgical resection
with a sentinel lymph node biopsy (SNB) represents the first-line approach. In the event of a negative
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SNB, follow-up with active surveillance for recurrence is the solely recommended action to be
undertaken accordingly with the most recent guidelines. It is estimated that 90% of relapse occurs
during the first 5 years post-surgery, which is therefore considered the most critical period for
monitoring. Adjuvant systemic therapy is contemplated at relapse. It is acknowledged that the
prognosis in terms of probability of survival in Stage IIC is similar to Stage IIIB, for which adjuvant
therapies are currently available.

There is therefore the need to improve the clinical management within the setting of Stage II to
ameliorate clinical outcomes. Treatment in adolescents relies upon surgical strategies. Adjuvant
systemic therapies are currently not licensed in Europe. There is, therefore, an unmet medical need to
be satisfied within the paediatric setting.

3.1.3. Main clinical studies

The proposed adult and paediatric indication in Stage II melanoma relies upon data from Study
KEYNOTE-716, a Phase 3 randomized, placebo-controlled, parallel-group, crossover/rechallenge,
multicenter study of adjuvant pembrolizumab in participants 12 years of age and older with resected
Stage IIB or IIC cutaneous melanoma. The study consists of Part 1 where patients were assigned to
either pembrolizumab or placebo for a 17 cycles length of treatment, followed by Part 2 in which
participants who completed Part 1 and experienced a recurrence were started on pembrolizumab
regardless of the treatment received in Part 1. In the current application, only data from Part 1 are
presented.

In support of the paediatric indication (also including Stage III and advanced) the MAH claims
similarity between the adult and paediatric disease in terms of biology and pharmacology of drug
effect.

3.2. Favourable effects

A statistically significant advantage of pembrolizumab relative to placebo on RFS (HR=0.65; 95% CI:
0.46,0.92; p=0.00658 at IA1; HR=0.6195% CI: 0.45, 0.82; p=0.00046 at IA2; IA2 represents the
final RFS analysis prespecified according to SAP). Further support derives from the statistically
significant effect of pembrolizumab relative to placebo on DMFS at the first interim analysis.

3.3. Uncertainties and limitations about favourable effects

Confirmation is required for longer follow-up and additional clinical endpoints. The MAH will submit
results from the planned future analyses of clinical endpoints; DMFS and OS (Annex II condition).

Limited paediatric data are available, however the extrapolation based on the similarity between the
adult and paediatric disease in terms of biology and pharmacology of drug effect is supported.

3.4. Unfavourable effects

The incidence of drug-related AEs (79.9% vs. 60.9%), drug-related Grade 3-5 AEs (16.1 % vs. 4.3%),
drug-related SAEs (9.1% vs. 1.9%), drug discontinuations due to either drug-related AEs (15.3% vs.
2.5%) or drug-related SAEs (6.8% vs. 2.5%) were all more frequent in the pembrolizumab group
compared to control.
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The most frequently reported drug-related AEs (incidence >10%) in KEYNOTE-716, pruritus, fatigue,
diarrhoea, rash, hypothyroidism, and arthralgia, were consistent with the most frequently reported
drug-related AEs in KEYNOTE-054, but higher than the RSD. In particular, the frequencies of
hypothyroidism and hyperthyroidism in KEYNOTE-716 (14.5% and 9.9%, respectively), similar to
those observed in KEYNOTE-054 (14.5% and 9.6%, respectively), were higher than in the RSD (9.8%
and 3.7%, respectively).

The most frequently reported Grade 3 to 5 AEs (in 21.0% of participants in either treatment group)
were hypertension, diarrhoea, rash, autoimmune hepatitis, ALT increased, colitis, and lipase increased
but no clinically meaningful difference was observed between the pembrolizumab and placebo groups
in the incidences of these Grade 3 to 5 AEs.

The incidences and types of Grade 3 to 5 drug-related AEs in the KEYNOTE-716 pembrolizumab group
were similar to those in KEYNOTE-054 and generally consistent with the RSD (16.1% vs. 14.5% vs.
15.8%). The most frequently reported Grade 3 to 5 drug-related AEs (incidence 21%) in the
pembrolizumab group were rash (1.4%), autoimmune hepatitis (1.2%), colitis (1%) and diarrhoea
(1%), slightly higher than those reported in KEYNOTE-054 and the RSD (except for colitis 1.4% in
KEYNOTE-054).

Colitis and adrenal insufficiency were also the main pembrolizumab-related SAEs in KEYNOTE-716
(each reported for 4 participants 0,8%). Neither colitis nor adrenal insufficiency were observed in the
placebo group.

3.5. Uncertainties and limitations about unfavourable effects

No data on the safety in the paediatric/adolescent adjuvant melanoma setting were available, since the
majority of patients has already been cured by surgery. Unknown are the long-term toxicities
associated to treatment with check point inhibitors (like autoimmune endocrine, hepatic and renal
toxicity) in the adolescent population. The MAH was recommended to collect long-term data for each
participant as long as the KEYNOTE-051 study is open (until 2028).

3.6. Effects Table

Table 10. Effects Table for Keytruda for the adjuvant treatment of melanoma in adult and
paediatric (12 years and older) patients with Stage IIB and IIC melanoma following complete
resection (KEYNOTE-716, data cut-off: 04-DEC-2020, RFS Interim Analysis)

Effect Short Pembro Placebo Uncertainties / References

description 200 mgq Strength of
Q3wW evidence

Favourable Effects

RFS time from N 54/487 82/489 Immaturity of IA1, CSR
randomization to events (11.1%) (16.8%) insufficient length of
(1) any (%) observation,
recurrence (local inconsistency across
or regional relevant subgroups,
[including lack of additional
invasive clinical endpoints
ipsilateral tumour
and invasive
locoregional
tumour], or
distant) as

assessed by the
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Short Pembro Placebo Uncertainties / References

description 200 mq Strength of
Q3w evidence

investigator, or
(2) death due to
any cause

(both cancer and
noncancer causes

of death)
Unfavourable Effects
drug related % 16.1 4.3 Higher rate of CSR
Grade>3 AE AEOSIs were
reported in KN-716
drug related SAEs % 9.1 1.9 compared to the
drug related % 0 0 reference safety
deaths datasets, including
discontinuation % 15.3 2.5 CO/iti_S and
drug related AEs autom:;mune
discontinuation % 6.8 2.5 hepatitis (<2°/,°)’
drug related SAEs ar'1d endocrine
disturbances
(thyroid
dysfunction)
[<10%]

Abbreviations: CSR: Clinical Study report; RFS: recurrence free survival

Notes: based on date cut-off 04DEC2020 of IA1

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

Within the setting of an adjuvant therapy, RFS can be considered a valid surrogate endpoint to infer
treatment effects. Study KEYNOTE-716 provides evidence for a statistically significant advantage of
pembrolizumab over placebo as adjuvant therapy in Stage II melanoma over a median follow-up of
26.9 months. However, the submitted analysis is limited by the high degree of immaturity and
censoring rate and insufficient length of follow-up considering that only 23.5% of events was
registered in the control arm and the estimate of treatment mainly relies upon a comparison of cases
occurred during the first 12 months of observation, which correspond to the on-treatment phase.
Although immature, the initial DMFS evaluation at IA3 provided evidence of a statistically significant
reduction of events in the pembrolizumab arm relative to placebo. In any case, the benefit of
treatment based on RFS results in study KEYNOTE-716 requires confirmation by longer duration of
follow-up and support by additional clinically relevant endpoints to positively conclude on the benefit of
such an early intervention vs delayed therapies (at recurrence). The MAH has committed to submit
final DMFS and interim OS results as part of an Annex II condition.

Lack of characterisation of effect of treatment by PD-L1 expression and BRAF mutation status is an
important limiting factor to verify consistency across relevant patient subgroups especially in the
context of a rapidly evolving therapeutic landscape, where the potential availability of targeted
therapies might question the place in therapy of immunomodulation. It should be considered, however,
that study KEYNOTE-054 showed independence of response to treatment from PD-L1 and BRAF
hallmarks in the adjuvant setting of Stage III melanoma, and this information can be regarded as
pertinent to the current pursued indication.
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As regards the paediatric indication, efficacy data in adolescents aged >12 years are numerically
limited to 5 of the total 9 paediatric cases of advanced melanoma recruited in study KEYNOTE-051,
(none of them showing response to therapy), and only 1 patient in each arm in study KEYNOTE-716.
Due to the small sample size, results are inconclusive. The MAH proposed a bridging strategy on the
basis of biological similarity between adult and adolescent melanoma and similar pharmacology of
pembrolizumab in the two age categories. Although disease similarity can be recognised based upon
biological considerations and evidence of response to treatments, including immunotherapy, thus
overcoming the unavailability of clinical data, evidence of exposure-response relationships are indirect
and derived from the cHL disease setting. Based on the assumption that the flat exposure-response
relationship seen in adults across multiple tumour types is preserved in paediatric patients across
indications, the MAH concludes for a similar exposure-response profile in adult and adolescent
melanoma. Despite the limitations of an indirect exposure-response determination, the bridging
strategy adopted by the MAH could be deemed acceptable within the specific tumour-type, considering
the historically recognised immunoresponsive nature of melanoma, and taking into account that
extrapolation of pembrolizumab pharmacology from adults is limited to adolescents. However, since
currently available clinical observations trend toward lack of response, commitment is requested to the
MAH for prospectively collecting meaningful data in the post-marketing as regards efficacy and safety
aspects in both the adjuvant and advanced disease treatment settings of adolescent melanoma (see
also below).

In terms of safety, no new signals have emerged from study KEYNOTE-716. However, it has been
observed a higher incidence of AEOSIs than previously reported in the RSD, similarly to KEYNOTE-054.
No new safety signals were observed when the paediatric safety datasets were compared with the
adult safety datasets. However, the safety results presented are limited due to the low number of
included adolescent patients precluding any firm conclusions and unknown are the long-term toxicities
associated to treatment with check point inhibitors (like autoimmune endocrine, hepatic and renal
toxicity) in the adolescent population. Therefore, it is considered important to collect as much post-
authorisation data as possible (on efficacy and safety outcomes) on paediatric/adolescent treated
patients in the approved indication(s). The MAH was recommended to open a new cohort in Study
KEYNOTE-051 to recruit paediatric patients in the adjuvant melanoma setting.

3.7.2. Balance of benefits and risks

Based upon a statistically significant effect on RFS and considering the supportive data derived from
study KEYNOTE-054, benefit of treatment can be considered sufficiently demonstrated. Further support
derives from the statistically significant effect of pembrolizumab relative to placebo on DMFS at the
first interim analysis. Taking in to account the acceptable safety profile, it can be concluded that the
benefit/risk is positive.

3.7.3. Additional considerations on the benefit-risk balance

The paediatric indication can be considered adequately supported by the proposed bridging strategy.
For the adjuvant setting, only 2 paediatric patients were included in the pivotal study KEYNOTE-716,
while data available in the paediatric advanced disease stage as derived from study KEYNOTE-051
were scarce. Conclusions are supported by the extrapolation of the benefit/risk profile from adults.
However, uncertainties remain on the long-term safety of pembrolizumab in adolescents, especially in
the adjuvant adolescent setting, with endocrine related ADRs that may affect hormonal development in
these patients. A recommendation has been made to address this issue in the post-marketing (PAM-
REC). A new cohort to KEYNOTE-051 to collect long-term safety data for the treatment of adolescent
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melanoma in the adjuvant setting as long as the KEYNOTE-051 study is open (until 2028) will be
added and the safety of adolescent melanoma patients will be also monitored through routine
pharmacovigilance activities. Taking into account that DMTR has only registered 3 patients between
years 2013-2018, the MAH will continue to explore other means to gather more adolescent melanoma
patient safety data in the post-marketing setting, but the plan to further expand the numerosity of
clinical cases has not been specifically mentioned. Relying on routine pharmacovigilance activities as
well as exploring other means to gather more data is supported.

3.8. Conclusions

The overall B/R of Keytruda as adjuvant therapy in adult and paediatric Stage II melanoma is positive.
The paediatric indication of Keytruda as adjuvant in Stage III and treatment in advanced disease in the
paediatric setting can be considered approvable.

The following measures are considered necessary to address issues related to efficacy:

Post authorisation efficacy study (PAES): In order to further characterise the efficacy of
pembrolizumab as adjuvant treatment of adults and adolescents aged 12 years and older with Stage
IIB or IIC melanoma, the MAH should submit the per-protocol specified final analysis of DMFS and
interim analysis of OS for study KN716: A Phase III Clinical Trial of Pembrolizumab (MK-3475) in
Subjects with complete resection of high-risk Stage II melanoma

4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends the variation to the terms of the Marketing Authorisation, concerning the
following change:

Variation accepted Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I, IT and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include the adjuvant treatment of adults and adolescents aged 12 years and
older with Stage IIB, Stage IIC or stage III melanoma and to inlcude the treatment of adolescents
aged 12 years and older with advanced melanoma for Keytruda; as a consequence, sections 4.1, 4.2,
4.8 and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance. Version 37 of the
RMP has also been submitted. In addition, the Marketing authorisation holder (MAH) took the
opportunity to introduce editorial improvements in the wording of the indication for MSI-H or dMMR
cancers in section 4.1 of the SmPC and update the list of local representatives in the Package Leaflet.

The variation leads to amendments to the Summary of Product Characteristics and Package Leaflet and
to the Risk Management Plan (RMP).

Amendments to the marketing authorisation

In view of the data submitted with the variation, amendments to Annex(es) I, II and IIIB and to the
Risk Management Plan are recommended.
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Paediatric data
Furthermore, the CHMP reviewed the available paediatric data of studies subject to the agreed

Paediatric Investigation Plan P/0043/2018 and the results of these studies are reflected in the
Summary of Product Characteristics (SmPC) and, as appropriate, the Package Leaflet.

5. EPAR changes

The EPAR will be updated following Commission Decision for this variation. In particular the EPAR
module “steps after the authorisation" will be updated as follows:

Scope
Please refer to the Recommendations section above.

Summary

Please refer to Scientific Discussion ‘Keytruda-H-C-3820-11-0111’
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