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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 13 May 2020 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 the currently approved therapeutic indication for the treatment of relapsed or refractory
classical Hodgkin lymphoma (rrcHL) in adults to an earlier line of therapy and to include paediatric
patients - as follows:

KEYTRUDA as monotherapy is indicated for the treatment of adult and paediatric patients aged 3 years
and older with relapsed or refractory classical Hodgkin lymphoma (cHL) who have failed autologous stem
cell transplant (ASCT) following at least one prior therapy when ASCT is not a treatment option.

The indication is based on the study KEYNOTE-204, a randomized, open-label, Phase 3 trial evaluating
KEYTRUDA monotherapy versus Brentuximab Vedotin (BV) for the treatment of patients with rrcHL and
supportive data from updated analysis of KEYNOTE-087, which was the pivotal study supporting the initial
rrcHL indication. As a consequence, sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated. The
Package Leaflet is updated in accordance. The revised 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 EMA Decisions
P/0008/2018 and P/0043/2018 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0008/2018 was not yet completed as some
measures were deferred.

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 application included a critical report addressing the possible similarity with authorised
orphan medicinal products.
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Scientific advice

Scientific Advice (SA) related to clinical development of pembrolizumab in relapsed/refractory cHL,
including phase III study KN-204 was received from the CHMP (see procedure
EMEA/H/SA/2437/9/2015/1I).

Further SA was received on the proposed extrapolation approach to support the registration in paediatric
patients with r/r cHL (see procedure EMEA/H/SA/2437/28/2019/PED/II).

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
Submission date 13 May 2020
Start of procedure: 20 June 2020
CHMP Rapporteur’s preliminary assessment report circulated on: 19 August 2020
CHMP Co- Rapporteur’s preliminary assessment report circulated on: 13 August 2020
PRAC Rapporteur’s preliminary assessment report circulated on: 26 August 2020
PRAC RMP advice and assessment overview adopted by PRAC on: 3 September 2020
CHMP Rapporteurs’ (Joint) Assessment Report circulated on: 11 September 2020

Request for supplementary information and extension of timetable adopted 17 September 2020
by the CHMP on:

MAH’s responses submitted to the CHMP on: 9 October 2020

CHMP Rapporteurs’ (Joint) preliminary assessment report on the MAH’s 19 November 2020
responses circulated on:

2"d request for supplementary information and extension of timetable 10 December 2020
adopted by the CHMP on:

MAH’s responses submitted to the CHMP on: 18 December 2020

CHMP Rapporteurs’ (Joint) preliminary assessment report on the MAH’s 13 January 2021
responses circulated on:

CHMP opinion adopted on: 28 January 2021

The CHMP adopted a report on similarity of Keytruda with Adcetris on: 28 January 2021
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2. Scientific discussion

2.1. Introduction

2.1.1. Problem statement

Disease or condition

Classical Hodgkin Lymphoma (cHL); the claimed therapeutic indication was for the treatment of adult and
paediatric patients aged 3 years and older with relapsed or refractory cHL who have failed autologous
stem cell transplant (ASCT) or following at least one prior therapy when ASCT is not a treatment option.
Following the assessment, the agreed indication was for the treatment of adult and paediatric patients
aged 3 years and older with relapsed or refractory cHL who have failed autologous stem cell transplant
(ASCT) or following at least two prior therapies when ASCT is not a treatment option.

Epidemiology

cHL is a B cell lymphoproliferative disease with distinct clinic and biologic features; it accounts for
approximately 10% of all lymphomas, 0.6% of all cancers and 0.2% of all cancer deaths. The incidence in
Europe is approximately 2.4 cases per 100.000 persons, with a characteristic bimodal age distribution:
one peak in young adults (median age of onset 20 years) and a second peak in older adults (median age
of onset 65 years). Overall, the majority of patients are young adults, with a peak incidence between 15
and 35 years and a slightly higher prevalence in males. The actual incidence pattern is known to vary,
however, according to race and region.

Biologic features

cHL is characterised by the presence of Reed-Sternberg (RS) cells (i.e. CD30+, CD15+, CD45- bi-
nucleate B cells with a typical “owl’s eyes” morphology) in the context of a mixed inflammatory
background, which comprises lymphocytes (T-cells are usually predominant), eosinophils, neutrophils,
macrophages, plasma cells and fibroblasts. The specific inflammatory pattern has prognostic value,
further classifying cHL into 4 distinct histologic subtypes: nodular sclerosis (70%), mixed cellularity (20-
25%), lymphocyte-rich (5%) and lymphocyte-depleted (<1%) cHL. The rare lymphocyte depleted variant
is associated with the most aggressive behaviour and worst prognosis. The disease has similar biology
and natural history in both children and adults age groups.

Together with NFkB, JAK-STAT signalling is usually hyperactivated in cHL, with a significant impact on the
differentiation, proliferation, and survival of neoplastic lymphocytes. In particular, dysregulated JAK-STAT
signalling results in PD-L1 and PD-L2 hyperexpression: binding to PD1 on T cells, PD-L1 and PD-L2 are
implicated in the "exhaustion" of cytotoxic cells and contribute to cHL cells survival. Alterations in the PD-
L1 and/or PD-L2 genetic loci resulting in increased PD-1 ligands expression (e.g. amplification or
polysomy of chromosome 9p24.1) are also common in cHL, further highlighting how immune evasion is a
key element in cHL pathogenesis.

EBV infection, obesity, high birthweight, smoking, immunosuppression, HLA-A1 and autoimmune
disorders have all been associated with an increased risk of developing cHL, and in some cases a familial
predisposition has been reported.
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Clinical presentation and prognosis

cHL usually presents with asymptomatic enlarged lymph nodes or as a neoplastic mediastinal/abdominal
mass. Systemic “"B” symptoms (i.e. fever, night sweats, unintended weight loss, recurrent infections) are
present in approximately 40% of patients at the time of diagnosis. Pruritus is also common in cHL (~10
to 15% of patients) and can precede the diagnosis by months or longer.

Staging of cHL is based on the Lugano classification, which is derived from the Ann Arbor staging system.
Early stages (I and IIA) are characterised by limited lymph node involvement, while advanced stage
disease (IIB-1V) is defined by high disease burden in terms of extensive nodal and/or extranodal
involvement or bulky disease (e.g. a mediastinal mass = 10 cm or with a 20.33 ratio of the maximum
width of the mass and the maximum intrathoracic diameter).

Prognosis is evaluated by the international prognostic score (IPS) based on serum albumin and
haemoglobin levels, male gender, age, disease stage and white blood cell/absolute lymphocyte counts.
Subjects with no risk factors are predicted to have a 5-year progression-free survival (PFS) and overall
survival (OS) of 88% and 98%, respectively. Conversely, for patients with 5 or more risk factors the 5-
year PFS and OS are 62% and 67%, respectively.

Management

Localised, early stage cHL is usually treated with a combination of abbreviated chemotherapy and low
dose involved-site radiation therapy and high cure rates (~90%) are usually observed. Advanced stage
cHL is treated with upfront combination chemotherapy (e.g. ABVD, BEACOPP or STANFORD-V) +
involved-field radiation therapy (e.g. in presence of bulky disease and/or residual mass). Brentuximab
vedotin (BV), an immunotoxin comprised of a CD30-directed antibody linked to an anti-tubulin agent
(MMAE), has been recently authorised in combination with doxorubicin, vinblastine and dacarbazine
(AVD) for the treatment of adult patients with previously untreated CD30+ Stage IV Hodgkin lymphoma
(HL), with an overall response rate (ORR) and complete remission rate (CRR) as high as 86% and 73%,
respectively, and a 82.2% 2-year modified PFS rate (see Connors JM et al, NEJM 2017). Although the
majority of patients with advanced stage cHL are able to obtain disease remission with combination
chemotherapy, treatment failures are not uncommon, with relapsed/refractory disease rates as high as
30-40% in some high-risk settings.

Salvage therapy is currently based on the use of non cross-resistant chemotherapy regimens (i.e. DHAP,
IGeV, GemOX plus dexamethasone, ICE etc.) and is able to re-induce disease remission in approximately
50% of patients. Long-term disease control following conventional therapy alone is uncommon and
further consolidation is usually needed: younger and fit patients are candidate for high dose
chemotherapy followed by autologous hematopoietic stem cell transplantation (ASCT), which can allow
for long-term disease control/cure in approximately 50% of patients. The German Hodgkin's Lymphoma
Study Group (GHSG) has identified three adverse risk factors predictive of second relapse following
salvage therapy and ASCT: time to first recurrence <12 months, stage III or IV and/or low haemoglobin
levels at first relapse (i.e. <10.5 g/dL for females or <12.0 g/dL for males, see Josting A et al, JCO
2002). The long-term prognosis of patients not eligible ASCT, or who have failed ASCT, is poor: three-
year survival rate is 31% (see e.g. Boll B et al, JCO 2013).

BV is approved for the treatment of adult patients with relapsed or refractory (r/r) cHL following ASCT or
at least two prior therapies when ASCT or multi-agent chemotherapy is not a treatment option, or as a
“consolidation” for the treatment of adult patients at increased risk of relapse or progression following
ASCT. In a phase II trial in which 102 patients with r/r cHL after prior ASCT were treated with BV (1.8
mg/kg every three weeks for up to 16 cycles) the ORR was 75% (CRR 34%). 5-year OS was 41% (65%
for patients who obtained a CR) and 5-year PFS was 22% (52% for patients in CR). Treatment with BV is
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not devoid of toxicities, with peripheral sensory neuropathy (42%) being the most common non-
hematologic adverse event (AE). BV also proved to be an effective “bridge” to transplant (see e.g. Chen R
et al, Blood 2016; Younes A et al, JCO 2012).

Prognosis after failure of salvage chemotherapy, including BV, is poor. A selected subset of patients might
be eligible to allogeneic hematopoietic stem cell transplant (allo-HSCT), which might still result in long-
term remission in a subset of fit patients. However, transplant-related mortality and toxicity is not
negligible.

Treatment of rrcHL in children and adolescents follows adult-based strategies, with multi-agent
chemotherapy followed by myeloablative high-dose chemotherapy with auto-SCT. In patients who have
previously been refractory to or relapsed from 1 or 2 lines of chemotherapy, particularly those with high-
risk disease, these existing treatment options are not satisfactory, leaving little expectation of potential
benefit, but unavoidable additional toxicity. Therefore, the disease burden caused by paediatric cancers
remains an area with significant unmet need.

2.1.2. About the product

Keytruda (pembrolizumab, MK-3475) is a humanized monoclonal antibody designed to block the
interaction between the programmed death-1 (PD-1) receptor and its ligands PD-L1 and PD-L2. The PD-1
immune checkpoint inhibition results in increased functional activity of cytotoxic lymphocytes which
facilitates immune-mediated anti-tumour activity. The increased expression of PD-L1 and PD-L2 cHL
Reed-Sternberg cells makes PD-1 an attractive target in r/r cHL. Pembrolizumab is currently approved as
monotherapy for the treatment of adult patients with r/r cHL who have failed ASCT and BV, or who are
transplant-ineligible and have failed BV on the basis of uncontrolled studies KN-087 and KN-013 in
subjects with cHL in advanced stages of relapse.

In this application the initially claimed indication was in adult and paediatric patients who have failed
autologous stem cell transplant (ASCT) or following at least one prior therapy when ASCT is not a
treatment option.

The approved indication is "KEYTRUDA as monotherapy is indicated for the treatment of adult and
paediatric patients aged 3 years and older with relapsed or refractory classical Hodgkin lymphoma who
have failed autologous stem cell transplant (ASCT) or following at least two prior therapies when ASCT is
not a treatment option”.

The recommended dose of KEYTRUDA as monotherapy in paediatric patients aged 3 years and older with
cHL is 2 mg/kg bodyweight (up to a maximum of 200 mg), every 3 weeks administered as an intravenous
infusion over 30 minutes.

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

The MAH received SA from the CHMP on the clinical development of pembrolizumab in r/r cHL
(EMEA/H/SA/2437/9/2015/11). In particular, the adequacy of phase 3 study KN204 was discussed in
terms of patient population, comparator and magnitude of target effect. The feedback received by the
CHMP was partially taken into account.

In addition, a SA was adopted by the CHMP (EMEA/H/SA/2437/28/2019/PED/II) on the proposed
approach to support the registration of a new indication for paediatric patients with r/r cHL. The proposed
extrapolation concept was in principle considered acceptable
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2.1.4. General comments on compliance with GLP, GCP

The MAH confirmed that all clinical studies were conducted following appropriate Good Clinical Practice
(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

An environmental risk assessment has not been included. According to the Guideline on the
Environmental Risk Assessment of Medicinal Products for Human Use (EMEA/CHMP/SWP/4447/00) in all
cases, except for Type I variations and renewal applications, an ERA or a justification for its absence
should be provided. Vitamins, electrolytes, amino acids, proteins, carbohydrates and lipids are exempted
because they are unlikely to result in significant risk to the environment. Pembrolizumab (MK-3475) is a
humanized monoclonal antibody of the IgG4/kappa isotype; being a protein, it is exempt from ERA
requirements.

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.

. Tabular overview of clinical studies

Assessment report
EMA/97222/2021 Page 12/178



Table 1: Summary of Studies in the Hodgkin Lymphoma Clinical Development Program

Study Primary
Number/ Design Population Dosage, Regimen Efficacy
Status Endpoint(s)
KN-013 Single- Approximately 156 participants with Pembrolizumab ORR for MDS,
Ongoing arm MDS, HL NHL, PMBCL, and MM. 10 mg/kg Q2W MM, NHL, and
(N=31 Phase 1b PMBCL
rrHL) N=31 r/r cHL
CR for HL
KN-087 Single- Cohort 1: participants with r/r cHL who | pembrolizumab ORR
Ongoing arm failed to achieve a response or 200 mg Q3W
(N=210) Phase 2 progressed after ASCT and BV
Cohort 2: participants with r/r cHL who
failed salvage chemotherapy and were
ineligible for ASCT (unable to achieve a
complete or partial response to salvage
chemotherapy) and failed BV therapy
Cohort 3: participants with r/r cHL who
failed to achieve a response or
progressed after ASCT and who did not
receive BV post ASCT. These
participants could have received BV as
part of primary or salvage treatment.
KN-204 Randomi | Participants with r/r cHL who have not | pemprolizumab PFS (according
Ongoing zed, had previous treatment with BV or who | 300 mg Q3w or BV 1.8 | to the IWG
(N=304; 1:1 | open- had prior treatment with response to mg/kg intravenously on | response
randomizati | label BV or BV-containing regimen, and 1) Day 1 every 3 weeks criteria as
on) Phase 3 have failed to achieve a response or assessed by
vs BV progressed after ASCT, or 2) are not BICR) and OS
ASCT candidates and have received at
least 2 prior multi-agent chemotherapy
regimens
KN-051 Single- Up to 310 participants 6 months to Dose finding was Part I: DLTs
Ongoing arm, <18 years of age with advanced conducted in Part I, Parts I and II:
(N=162 open- melanoma; r/r cHL; advanced, | with pembrolizumab Safety, ORR
enrolled) label, relapsed/refractory PD-L1 positive solid | qgses of 1-10 ma/kg
Phase tumor or other lymphoma; or advanced Q3W
1/2 relapsed/refractory MSI-H solid tumor.
KN-667 Parallel- Approximately 440 participants 3 to 25 | Group 1: 2 cycles ABVD | orgr
. group years of age with newly diagnosed cHL | induction chemotherapy
Ongoing open- or with inadequate early response to followed by
(N=11asof | |, frontline chemotherapy pembrolizumab in SERs.
31Mar2020) Phase 2 Group 2: 2 cycles of
OEPA induction
chemotherapy followed
by pembrolizumab in
SERs.
Pembrolizumab dosing
in both groups: 2
mg/kg up to a max of
200 mg (3 to 17 years
of age) or 200 mg (18
to 25 years of age)
Q3w
ABVD= Adriamycin, bleomycin, vinblastine, dacarbazine; auto-SCT=autologous-stem cell transplant;

BV=brentuximab vedotin; CR = complete remission; HL=Hodgkin lymphoma; IWG=International Working Group;
MDS=myelodysplastic syndrome; MM=multiple myeloma; NHL=non-Hodgkin lymphoma; OEPA= vincristine sulfate,
etoposide phosphate, prednisone, doxorubicin hydrochloride; ORR=0bjective Response Rate; OS=0verall Survival;
PFS=Progression-free Survival; PMBCL=primary mediastinal B-cell ymphoma; Q2W=every 2 weeks; Q3W=every

3 weeks; rrHL=relapsed; refractory Hodgkin lymphoma; SER=slow early responder.
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2.3.2. Pharmacokinetics

Clinical pharmacology results are available from two clinical studies (KEYNOTE-013 and KEYNOTE-087),
already included in the previous application to support 200 mg Q3W of pembrolizumab in rrcHL patients
and are further informed by results obtained in study KEYNOTE-051 to support the inclusion of a
paediatric indication.

The updated clinical pharmacology results specific to this submission include:

e PK data of pembrolizumab in paediatric patients with an advanced solid tumor or lymphoma treated
with2mg/kg Q3W in KNO51 study

e Update of the existing population pharmacokinetic model with additional paediatric data from
KNO51 and adult classical Hodgkin lymphoma (cHL) data from KN204

e Comparison of pembrolizumab pharmacokinetics and exposures in different age groups of paediatric
patients to those obtained in adult patients to justify paediatric dose regimens

e Extrapolation of adult data from KEYNOTE-204 and KEYNOTE-087 along with the results of
KEYNOTE-051 to support the inclusion of a paediatric indication.

Absorption
As pembrolizumab is administered intravenously, bioavailability is 100%.
Distribution

Pooled pop PK analysis (all age ranges and several cancer indications) including cHL PK data from KNO51,
KNO013, KN087, KN204 estimated the central volume of distribution to 3.37 L (19 %CV) and peripheral
volume of distribution to 2.61 L (19% CV). Body weight (alpha = 0.540), was selected as predictive
covariate on both volumes. Age (< 18 years) and value: 0.292; Albumin (value: -0.258), Gender (value:
-0.123) were selected as predictive covariate for Vc.

Median central volume of distribution ranged from 0.8 L (2-6 years of age), over 1.3 L (6-12 years of
age) and 2.3 L (12-18 years of age) to 3.3 L (> 18 years).

Elimination

Pooled pop PK analysis (all age ranges and several cancer indications) including cHL PK data from KNO51,
KNO013, KN087, KN204 estimated clearance to 0.252 L/day. Weight (alpha = 0.604), Cancer type (HL: -
0.197), Age (< 18 years; value: 0.538), Albumin (value: -0.86), Baseline ECOG (0.065), Bilirubin (value:
-0.0398), Baseline tumour size (solid tumours only) with value of 0.0985, eGFR (value 0.116), and
Gender were selected as statistical significant covariates on CL.

Median clearance ranged with age from 0.047 L/d (2-6 years of age), over 0.092 L/d (6-12 years of age)
and 0.152 L/d (12-18 years of age) to 0.295 L/d (> 18 years).

Dose proportionality and time dependencies

Clinical pharmacology of pembrolizumab in participants with rrcHL was described in the KEYNOTE-087
application to support 200 mg Q3W as the recommended monotherapy dose of pembrolizumab in this
patient population.

Following administration of pembrolizumab 200 mg Q3W in participants with cHL (KEYNOTE-087), the
observed median Cmin at steady-state was up to 40% higher than that in other tumour types treated
with the same dosage; however, the range of trough concentrations is similar. There are no notable
differences in median Cmax between cHL and other tumour types.
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Following 2 mg/kg Q3W (paediatrics patients, KNO51) steady state is overall reached by 15 weeks post-
dose, with a slight trend in ongoing accumulation (PK data by week 81).

Pharmacokinetics in the target population

Participants with rrcHL in KEYNOTE-204 and KEYNOTE-087 and paediatric participants with rrcHL in
KEYNOTE-051 comprise the primary participant populations for this application.

A description of the clinical pharmacology of pembrolizumab in participants with rrcHL was included in the
KEYNOTE-087 application to support 200mg Q3W as the recommended monotherapy dose of
pembrolizumab in this patient population in adults. Following administration of pembrolizumab 200 mg
Q3W in participants with cHL enrolled in KEYNOTE-087, the observed median Cmin at steady-state was up
to 40% higher than that in other tumor types treated with the same dosage; however, the range of trough
concentrations was similar as well as there were no notable differences in median Cmax between cHL and
other tumor types.

Previously, a pooled population PK analysis using KNOO1, KN0O02, KN0O06, and KNO10 studies was performed
to characterize serum concentrations over time based on a dataset including 2841 subjects across the
melanoma and NSCLC indications.

A first extension of the previous population PK analysis was conducted primarily to assess the
pharmacokinetics of pembrolizumab in adult patients with classical Hodgkin Lymphoma and in paediatric
patients with solid tumors. For this purpose, paediatric PK data from study KNO51 and data from adult
patients with classical Hodgkin Lymphoma (cHL) from studies KNO13 and KN0O87 were added to the dataset
to enhance the relevance of the model for non-solid tumor indications.

A second extension of the population PK analysis was conducted as outlined in this report with additional
paediatric data in solid tumors and cHL from KNO51 and adult cHL data from KN204 to increase robustness
of the first extension analysis.

Based on the extended dataset, the model was refined with a focus on an optimal characterization of the
pembrolizumab concentration-time data in paediatric patients.

The final model was subsequently used in simulations of pembrolizumab PK parameters and exposure
parameters in different age groups of paediatric patients and compared to the estimates in adult patients
to support pembrolizumab dose regimen selection in paediatric patients.

Pembrolizumab PK data from KEYNOTE-051 study (Paediatric patients)

KEYNOTE-051 was an ongoing Phase I/II Study of Pembrolizumab (MK-3475) in Children with Advanced
Melanoma or a PD-L1 Positive Advanced, Relapsed or Refractory Solid Tumor or Lymphoma (KEYNOTE-
051). As of the data cutoff date for the submitted report (10-JAN-2020), 162 participants (N=22 rrcHL
patients) were enrolled out of a total of up to 310 participants that was planned to be enrolled.
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Table 2 Overview of cancer types included in the KN-051 PK analysis

Cancer type Num.ber lif PK Data
Subjects Total Cutoff

Melanoma (MEL) i

Wilms Tumer Nephroblastoma 3

Renal cell carcinoma (RCC) 2
Hodgkin's Lymphoma (HL) 17

Neuroblastoma, CNS primary tumor,
Astrocytoma, Gliobastoma multiforme, 43
Medulloblastoma, Ependymoma
Solid Tumer 29
Soft tissue neoplasm, alveolar soft part sarcoma 13
Osteosarcoma 10 152 13-Aug-2018

Adrenocortical carcinoma 4

Diffuse large B_cell lymphoma, Precursor T 5

Lymphoblastic Lymphoma, Lymphoma
Hepatoblastoma, Hepatocellular carcinoma g
Ehabdomyosarcoma
Atypical Teratoid Rhabdoid Tumor 4
Non R.habdom}'osa.tco?la Soft Tissue Sarcoma )
Nos
Other 1

?  Number of unique subject numbers in dataset

MNos: Not otherwise specified
Data Source: [052DCX: analysizs-p03 1pkdmO0pip2015v3]

PK samples in KNO51 were scheduled as follow: Pre-dose pembrolizumab serum concentrations (Ctrough)
were obtained within 24 hours prior to dosing at Cycles 1, 2, 4, 8 and every 4 cycles (12 weeks)
thereafter. Post-dose serum concentrations (Cmax) were drawn within approximately 30-minutes after
the end of the infusion in Cycle 1 and Cycle 8. Additional PK samples were drawn in Cycle 1 between 72
to 168 hours (4-8 days) post-dose and at 264 to 408 hours (12-18 days)-post-dose. Phoenix™
WinNonlin® (Version 6.3.0.395) software was used for pharmacokinetic analysis.

For the pharmacokinetic analysis, serum pembrolizumab concentrations with an early PK cut-off date of
13-Aug-2018 were used from the bioanalytical report. Phoenix™ WinNonlin® (Version 6.3.0.395)
software was used for pharmacokinetic analysis.

In total, there were 151 participants in KEYNOTE-051 with evaluable PK samples. Observed PK
concentrations in paediatric participants receiving 2 mg/kg Q3W were within the range of values for
adults administered 2 mg/kg Q3W.
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Table 3 Summary statistics of the observed pembrolizumab trough (pre-dose) and post-dose

concentrations in paediatric subjects from KNO51

Summary Statistics of Pembrolizumab Predose (Ctrough), Postdose

(Cmax) and Post Cycle 1 Serum Concentration Values Following
Administration of Multiple 1. V. Doses of 2 mg/kg Q3W in KN051

Crele NOMTAFD N GM GM AM (SD) Min Median | Max
day (%CV) (3D) (ng/ml)
Predose (Corees)
Cyele 2 (Week 3) Il 123 11.1447) 11.1(3) 12.1(3) 1.84 11.6 281
Cryele 4 (Week ) 63 64 24.5(48) 245 (1) 268 (11) 6.03 6.5 63.0
Cyele § (Week 21) 147 36 29503 295 (13) 324(1%) 6.62 318 387
Crele 12 (Week 33) 231 24 24.0(116) 240017 31617y 275 354 343
Cyele 16 (Week 43) 315 19 312(38) 322(1%) 35.6(13) 598 36.6 37T
Cyele 20 (Week 37) 359 12 3B.3(30) 383 (100 39.7(10) 18.8 387 336
Crele 24 (Week 65) 483 11 33.6(37) 3BEAT 305017 420 416 66.6
Cyele 28 (Week 81) 367 8 41.6(18) 41.6(T) 411(M 341 416 318
Poztdoze (C ) (within 30 min post end of infuzion)
Cyele 1 (Weak ) 0 143 43.6 28) 436 (14) 4354 (14) 213 5 145
Cyele § (Week 21) 147 36 T1.7(30) T17(24) BL1(24) 413 793 145
Post Cycle 1
72-168 hours pest C1 7 136 17.4 (40) 17.4 (&) 18.5 (&) .04 184 415
336 hours pozt C1 14 136 12.4 (45) 12.4(5) 13.4(5) 0520 13.2 312

(G = Geometric Maan;

5D = Standard Deviation;
AN = Arithmetic Maan;

Fasults reported for time pomts with M = 3.

OV = Geometnie Coefficient of Variation;

MOWTAFD = Mommal tiree after first pembrolizomab administration;

Data Source: [052DCH: analysis-p051pkdmOpip2018v3]
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Figure 1 individual and mean pre-dose concentration-time profiles

Individual and Arithmetic Mean (SE) Pembrolizumab Predose
Concentration -Time Profiles Following Multiple 1.V, Doses of 2 mg/kg
Q3IW in Study KN051 (a) Linear scale, (b) Log scale

{(2) Linear () Log-Linear
# 100
E =
'-L [ =1 e =& +
iy~ v e ] g
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Mote: Grey lines represent individua] concentration observations. Black dashed lines represent anthmetic mean
concentrations and emar bars are associated +- 5E (Standard Exmrar).
Datz Source: [022DCN: anabysis-pdd 1pkdmpip20]8v3)

Arithmetic Mean (SE) Pembrolizumab Predose Concentration -Time
Profiles Following Multiple IV, Doses of 2 mg/kg Q3W to Subjects in
Study KN051 (Linear scale)

ncentration ipagiml
|
e
I

e
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Time after first adminismation (days)

Mote: This plot is Artbmsetic Mean with Standard Error (SE).
Dtz Source: [032DC3 maly=is-p03 | pledmOpip2 01 Bu3]

The observed and predicted pembrolizumab concentration-time profiles following 200 mg Q3W
administration at post-dose cycle 1 and at steady state (at and after cycle 8) are illustrated in the following

figure:
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Figure 2 Observed concentration data in KNO51subjects receiving 2 mg/kg Q3W pembrolizumabwith
reference model - predicted PK profile for 2 mg/kg Q3W dose regimen

Observed Concentration Data in KN051 Subjects Receiving 2 mg/kg
Q3IW Pembrolizumab with Reference Model-Predicted Pharmacokinetic
Profile for 2 mg/kg QIW Dose Regimen

) KND51 Cycle 1 b) KNOS51 Steady State
L]
100 i 100 .
) - 5 .. !
E . B3I E' H " 3
=] L . t ' =] Fo s
- 1 | t E P * Postdose 3 -
g |1 48 4 ‘Prodoss ¢ .
% H . . ' r b * T2.188HF g 5 + Postdoss
g ) ¥ ¥ . : f » 3IBHR % % s Pisdoss
W ! " L .
g : L] ! - E i
(& - O L
]
]
Time since first dose (day) Time since last dose (day)

) After 1st doze on log scals; b) At and after cycle 8 (11 weaks) on log scale. Symbols are indncidual observed data {achaal
time) from subjects in KMO51; black dashed line is median predicted concentrations from the mode] for a regimen of
2 mg'ke Q3W and the grey shaded area represents the 90% prediction interval

Data Source: [052DCX: analysis-pds 1 pkdmpip2018v3)

Based on the existing robust characterization of pembrolizumab PK, a comparison was conducted
between the observed PK of pembrolizumab in children from study KEYNOTE-051 and the predictions
from the reference PK model developed with pembrolizumab monotherapy data (KEYNOTE-001, -002, -
006, -010, and -024). New “overlay” 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. Observed data
shown in blue refer to cHL participants and data shown in green refer to paediatric participants with solid
tumors.
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Figure 3

Observed Coneentration Data in Subjects Receiving 2 mg'kg Q3W Pembrolizumab at
Cyele 1 With Updated Model-Predicted Pharmacokinetic Profile for 2 mg/’kg Q3W Dos

Regimen
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Figure 4
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Dbserved Concentration Data in Subjects Receiving 2 mg/'kg Q3W Pembrolizumab at Steady
State With Updated Model-Predicted Pharmacokinetic Profile for 2 mg'kg Q3IW Dose

Regimen
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Figure 5

Observed Concentration Data in Subjects Recerving 200 mg Q3W Pembrolizumab at Cyele 1

With Updated Model-Predicted Pharmacokinetic Profile for 200 mg Q3W Dose Regimen

KEYNOTE-204 200 mg MK-3475 Cycle 1 Adult cHL

100

107

Concentration MK3475 {ug/mL)

0 5 10 15
Time since first dose (day)

*Data cutoff: November, 2017

Figure 6

Observed Concentration Data in Subjects Receiving 200 mg Q3W Pembrolizumab at Steady
State With Updated Model-Predicted Pharmacokinetic Profile for 200 mg Q3W Dose

Regimen

KEYNOTE-204 Steady State 200 mg MK-3475 Adult cHL
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* Predose
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Concentration MK3475 {pg/mL)

Relative Time

* Predose

] & 10 15
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*Data cutoff: November, 2017
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Overview of bio-analytical methods and assay validation

Analytical methods

The validation performance of the bioanalytical assay for the quantitation of serum concentrations of
pembrolizumab were summarized. PK and immunogenicity data included in this submission were exclusively
generated at PPD laboratories using appropriately validated assays.

The concomitantly administered compounds MK-1308, MK-7684, and GSK3174998 were evaluated for
potential interference. Data met the acceptance criteria specified in the method validation plan addendum,
indicating no effect of the stated compounds on the quantitation of MK-3475 in human serum at the levels
evaluated. Results from analyte interference studies presented indicate there is no effect on the quantitation
of MK-3475 in human serum fortified with concomitantly administered compounds (MK-1308, MK-7684,
GSK3174998) to the stated concentrations. Results from all samples were within the pre-specified
acceptance criteria. Analysis of Variance (ANOVA) was conducted and the validation intra- and inter-assay
data for both the fresh and frozen preparations met the acceptance criteria.

The addendum provides data on analyte stability in frozen matrix and on conjugated reagent stability.
Stability was demonstrated after 842 days and at 1218 days (in this case an intermediate calibrator was
diluted in matrix to the high-level concentration prior the analysis).

Data from the analysis of MK-3475 stability samples in frozen human serum stored for up to 1217 days at
-25°C £ 5 °C and for up to 1218 days at -80 °C + 10 °C met the criteria for demonstrating stability.
Data from the analysis of QCs using conjugated reagents stored for up to 1135 days at -80 °C £ 10 °C and
for up to 30 days at 2-8 °C met the criteria; The results of selectivity assessment in small cell lung cancer
human serum are reported in this validation report amendment. Results from all samples were within the
pre-specified acceptance criteria.

2.3.3. Pharmacodynamics

Mechanism of action

KEYTRUDA is an antibody that binds to the programmed death-1 (PD-1) receptor and blocks its
interaction with ligands PD-L1 and PD-L2. The PD-1 receptor is a negative regulator of T-cell activity that
has been shown to be involved in the control of T-cell immune responses. KEYTRUDA potentiates T-cell
responses, including anti-tumour responses, through blockade of PD-1 binding to PD-L1 and PD-L2, which
are expressed in antigen presenting cells and may be expressed by tumours or other cells in the tumour
microenvironment.

Primary and secondary pharmacology

Immunogenicity

There were no cases of positive immunogenicity status after pembrolizumab treatment in paediatric
participants (0%), while the incidence rate (2.1%) of treatment-emergent positive immunogenicity status
in adults (Report 0521J8M) is low. No additional analyses were performed for the current KEYNOTE-051 CSR.
The details of the immunogenicity analysis are available in the prior version of the CSR of study KNO51 and
reported below.

The table below presents an overview of the immunogenicity status of all assessable subjects. To evaluate
immunogenicity, the overall immunogenicity was defined as the proportion of emergent positive subjects
to the total number of evaluable subjects (treatment emergent positive, non-treatment emergent positive
and negative immunogenicity status).
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Table 4

Summary of Subject Immunogenicity Results after Pembrolizumab Therapy
in Children, 2 mg/kg Q3W (KN051)

Stratified by treatment
- Indication
ain /| :
A Al e || . Soft
Immunogenicity status Hodgkin's CNS- Solid
indications Tissue Other
Lymphoma related Tumors N
Neoplasin
Tumors |
Assessable subjects” 133 17 38 | 24 12 42
Inconclusive subjects’ 8 2 3 2 0 1
Evaluable subjects® 125 15 35 | 22 12 41
£ d 123 15 34 | 22 12 40
Negative i = i s s el
i (98.4%) (100%) (97.1%) (100%) (100%) (97.6%)
Non-Treatment emergent : : : .
ot d 2(1.6%) 0 1(2.9%) 0 0 1(2.4%)
positive
:.\'l:l'l-f!éi.III_Z.:I_IIE_:Il.l'.:.!.i.lfl\.'.l:d. . 2 tI _ﬁr'.n_l_ . 0 . 1{2 99 o) | 0 i 0 . 1. 124“ o)
.\'entrahzumpnsitn\'ca 0 0 0 0 0 0
Treatment emergent
e 0 0 0 0 0 0
positive
Neutralizing negative” 0 0 0 | 0 0 ]
Neutralizing positive” 0 0 0 | 0 0 0
CNS: Central Nervous System
a: Included are subjects with at least one ADA sample available after treatment with pembrolizumab
b: Inconclusive subjects are the number of subjects with no positive ADA samples present and the drug
concentration in the last sample above the drug tolerance level,
¢: Evaluable subjects are the total number of negative and positive subjects (non-treatment emergent and
treatment emergent
d: Denomunator was total number of evaluable subjects,

Data source [052J8M: analysis-p05 1 pkadaOpip201 8v4]

Out of the 133 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

PK Bridging Analysis

Model parameters including covariate effects were re-estimated with a focus on an optimal characterization
of the potential effects of age and body weight in the paediatric population.

Reliability and robustness of the subsequent final model was assessed by a range of goodness of fit plots.
Post-hoc parameter estimates from the final model were used to compare pharmacokinetic parameters as
well as individual pembrolizumab exposure estimates between paediatric and adult populations.
Simulations from the final model were performed to assess the exposure to pembrolizumab in paediatric
patients at the dose regimens of 2 mg/kg Q3W or 200 mg Q3W and compare to the exposures in adult
patients. Paediatric covariate information for simulations was obtained from an external dataset (171
paediatric oncology subjects) in combination with the paediatric subjects from the pembrolizumab dataset
(152 subjects).

Evaluation and qualification of model

The established population PK model for pembrolizumab had a two-compartment model structure with a
linear clearance from the central compartment, parameterized in terms of clearance (CL), inter-
compartmental clearance (Q), central compartment volume of distribution (Vc), and peripheral
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compartment volume of distribution (Vp). All PK parameters were allometrically scaled based on body
weight with separate exponents estimated for the clearance (CL, Q) and volume (Vc, Vp) parameters.
Additionally, a time-dependent component was estimated on the pembrolizumab clearance. The change in
clearance over time (TDPK(t)) was described according to an Emax function.

In addition to body weight, the existing population PK model contained several more covariate relationships,
which were established through a stepwise covariate search. Specifically, the following covariates were
included in the model: Age, Gender and Albumin on CL and Vc; Bilirubin, eGFR, Baseline tumor size , ECOG
performance status and Cancer type on CL.

No formal full covariate evaluation was planned as part of this new analysis. Rather, the previously
established covariate relationships were re-estimated and a focused reassessment of specific covariates
was performed. Statistical criteria for forward addition (P<0.01) and backward deletion (P<0.001) were
identical to previously conducted stepwise covariate model building.

Model Performance.

The following goodness-of-fit plots were utilized to assess the adequacy of the structural model to describe
the pooled dataset. All plots included a specific highlighting of the data from paediatric patients through
the use of different markers to enable an assessment of the adequacy of the model specifically for this
patient group.

¢ Observations versus population and individual predictions log-log plots overall and by study

e Population and individual weighted residuals versus time by study

e Population weighted residuals versus population predictions

¢ Conditional weighted residuals versus population predictions

¢ Individual weighted residuals versus individual predictions

Comparison Paediatrics vs Adults
Following finalization of the population PK model on the pooled dataset, the final model was used to enable

comparisons of the pharmacokinetics of pembrolizumab between paediatric and adult patients. The
following comparisons were included in this assessment: 1) Comparison of individual posthoc parameter
estimates, through boxplots and descriptive statistics of individual parameters; 2) Comparison of derived
individual PK parameters (Cmax at Cycle 1, AUC6wks, t1/2, Cmin at Cycle 1) for selected dose regimens
between different populations by means of boxplots and tabular summaries of descriptive statistics.

Simulations in Paediatrics

In order to project distributions of pembrolizumab PK parameters and exposures in a broader paediatric
population, a set of simulations was performed. A dataset of individual patient covariate information was
constructed from which simulation datasets were obtained through resampling.

The resampling dataset consisted of the subjects included in the analysis dataset. However, since only a
relatively small number of paediatric subjects in the younger age groups were available in the
pembrolizumab dataset and since no relevant public database containing the required covariate information
was readily available, the resampling dataset was augmented with a paediatric oncology dataset from
another program including 171 subjects aged 0.5 - 17 years.

The simulation dataset consisted of a total of 1000 paediatric and 500 adult patients sampled with
replacement from the covariate dataset. As no baseline tumor size data was available for the paediatric
population, no covariate effect of baseline tumor size was assumed for the paediatric subjects. Also, a
50/50 distribution of ECOG values 0 or 1 was assumed for the paediatric population. In terms of indication,
the paediatric subjects were classified as either solid tumor or non-solid tumor type, with the first having
the typical clearance associated with the melanoma and other indications in the model and the second
having the typical clearance associated with the cHL indication.
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The final population PK model was used to predict the pembrolizumab concentrations following single dose
and at steady state for the patients in the simulation dataset. Distributions of the PK parameters CLO
(Clearance estimate at t=0), Vc, AUC6wks (derived from CLO) as well as of the steady-state Cmax
(Cmax,ss) and Cmin (Cmin,ss) estimates derived from the simulated concentration-time profiles were
characterized through box-plots and descriptive statistics, according to the following age groups: - <2 years
/ =22-<6 years / 26 -<12 years / 212 -<18 years / 218 years and < 3years / =23-<6 years / =6 -<12
years / 212 -<18 years / 218 years.

RESULTS

The final analysis data set comprised of a total of 19488 pembrolizumab concentrations from 3293 patients.
Of these, 2654 concentrations were available from 301 adult cHL patients and 775 concentrations were
available from 152 paediatric patients aged < 18 years with solid tumors and cHL.

Table 5 Number of subjects and PK observations by dose and study in the pooled analysis dataset

Numbers of Subjects and Observations by Dose and Dosing Regimen in
the Pooled Analysis Dataset (KIN001, KIN002, KN006, KINO10, KN051,

KN013, KN087 and KN204)
Doses N of % of Nof PK % of PK
subjects subjects observations observations
Tmz/kg Q2W (Adults solid tumors) 4 0.12 IE] n
Tmz/ke Q3W (Adults solid turmors) 6 0.18 10 005
Imz/kz Q3W (Adults solid tumors) 761 2311 a7 2092
Smz/ke Q2W (Adults solid tumors) 3 0.00 55 038
10meg/kg Q2W (Adults solid 660 20.04 4117 2113
tumeors)

10mg /g Q3W (Adults solid 1406 427 7879 4043

turmors) ) )
10mz/ke QOW (Adults cHL) 20 088 157 081
200mz Q3W (Adults cHL) 72 826 2375 12.19
2me/ke Qﬁm(zﬁsd)m“ solid 136 413 653 335
Tmg'kz QW (Pediarics cHL) 16 049 122 053

Note: some subjects received more than one dose levels under dose escalation cohorts
Reviewed per SOP-QF2-003

Assessment report
EMA/97222/2021 Page 25/178



Table 6 Covariate distribution in adult and paediatric populations in the analysis dataset

Covariate Population Min Q1 Median | Mean Q3 Max N Missing
Adults solid - - -
- 357 | 64 751 772 58 005 | 2840 | 0@.0%)
Body weight .-\dul_u;_l:i[. 331 | 60 714 746 3] 185 | 301 | 0@.0%)
[ WIM'."” g4 | 231 05 21 | s 120 | 136 | oo
p*‘:jg“ 325 | 445 | sos sas | 694 | 1034 | 16 | 00
Adulissolid | .0 [ 55 62 611 0 o+ | 2840 | 0@.0%)
NHEDOTS
AduscEL | 18 | 27 3 386 18 79 301 | _000%)
Are Pediamics
(years) el 78 13 111 15 17 136 | 0@.0%)
I“g&‘_’“ 1 | 138 15 147 16 17 16 | 000.0%)
M"l};_"“' 15 37 40 30.6 43 50 2787 | 53 (1.0%)
- 3 3 o 5 5
. Aﬂul_u:g, 21 | 356 30 39 3 53 203 | 8(27%)
(L) Imtd:r-m 5 | 38 . 405 43 53 136 | 0@.0%)
f Eﬂ£3 33 | 30 2 418 45 47 16 | 0(00%)
Adulssolid | 55 8 89 104 872 | 2804 | 36(13%)
S .-\dul_u;ﬂl 12 [ 5 7 79 10 33 300 | 1(03%)
(umolL) mlm'.d” = 0 49 6.4 72 9 bp) 136 | 0(0.0%)
N‘:"g“ 17 | 40 65 71 101 12 16 | oo
Adults solid |4, | 4oy 845 1005 | 1450 | 895 | 2588 | 252(89%)
Daseline tmor size | Adwts cHL | 13.6 | 2562 | 23006 | 31446 | 37140 | 346593 | 301 | 0(0.0%)
fi lid tumors Pedia
v ¢HL) apemes | 10 | s | st | 764 | 1012 [ 4 | 134 | 207
' ‘d"dﬁ'_’“ NA | Na NA NA NA NA | NA | 16(100%)
‘“r':;:;‘:l‘d 54 | 34 | s87 011 | 1048 | 40090 | 2814 [ 260.9%)
AdulscHL | 418 | 894 | 1102 | 1144 | 1315 | 3321 | 300 | 1(03%)
=GFR Pediatrics
(ml/min/1.73 o) s s0 | 044 | 1216 126 | 1485 | 202 [ 133 | 3029
F“"ﬁ‘“ 756 | 947 | 1109 ns4 | 1400 | 1528 | 16 | 0@
Reviewsd per SOP-QP2-005
Table 7 Summary of categorical covariates in paediatric and adult populations
Ped::::.-u solid Pediatric ¢HL .’.it:lts solid Adults cHL
Covariate Category ors mors
N Nty N Nop N Nep N Nog
0 Asymptomat 84 61.76 13 8125 | 1470 | 5208 142 | 4718
Baseline - £ Z
ECOG 1 Sympromaric 50 36.76 3 1875 | 1356 | 4775 130 | 43.19
Performance —
Missing 2 147 0 0 5 0.18 2 9.63
Female 57 49.26 5 3125 | 1150 | 4040 142 | 4718
Gender
Mals 50 50.74 11 6875 | 1600 | s051 150 | 528
Melanoma 9 6.62 0 0 1611 | 5673 0 0
HL 0 0 16 100 0 0 301 100
Cancertype | NsCLC 0 0 0 0 1207 | 425 0 0
Other type of - -
e 127 | 9338 0 0 2 0.77 0 )
Reviewed per SOP-QP2-005

Population PK Model

The existing population PK model for pembrolizumab was used as a basis for an update of the model with
the addition of data from paediatric patients with solid tumors and cHL and adult cHL patients.
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A comparison of parameter estimates of the final model using the integrated dataset (i.e. KNOO1, KN002,
KN006, KN010, KNO51, KN0O13, KN0O87 and KN204) and the dataset used in (Report 04LL90) are shown in
the table reported below. The values of parameters estimates are very similar and %RSE are within the
expected range (i.e. <50%). All the previously added covariate parameters are precisely estimated on the
updated dataset as well.

Table 8

Comparison of Population Pharmacokinetic Parameters of
Pembrolizumab (MK-3475) from the Existing Model vs. Updated Model
Including Additional Pediatric Subjects with Solid Tumors and cHL and

Adult cHL Subjects
The Previous Model N=3104 Update Model N=3253
[Fef 5.3.3.3: 04LL90]
Adult solid tumors; A, Al, A2,
Adult solid tumors; A, Al A2 Bl, | B1.B2.B3, C.Dand F1.F2, and
E2.B3.C.Dand F1. F2. and F3 from | F3 from KN0O1, EN002, ENO0&,
Parts and Studies included in KENO001, KNO02, KN0O6, KNO10 KNO010
the analysis Pediatrics solid tumors and ¢HL: Pediatrics solid tumors and
ENO51 cHL: KNO51
Adult ¢HL: EN013, EN087 Adult cHL: KNO13, EN0ST,
EN204
Parameter Value %“RSE % CVe Value %ESE %Cy:
CL (L/day) 0.254 17 320 0.252 19 30.3
e (L) 345 0.694 1.7 337 0. 647 19
Q (L/day) 0.889 3.57 320 0.538 15 303
'p (L) 1.582 4.17 18.7 1.61 314 19
IMAY -0.207 8.19 17.8 -0.25 6.83 17.9
TI50 (day) 65.6 10.7 61.6 6.82
Hill 3.06 5.19 .37 116
o for CL and Q) 0.573 5.50 0.604 5
o for Ve and Vpe 0.540 3.92 0.59 324
Cancer type on CL (NSCLC) 0.0596 257 0.0594 264
Cancer type on CL (HL) -0.196 9.93 -0.197 1.4
Age on CL® 0.602 249 0.538 11.7
Albumin on CL -0.718 120 -0.86 6.20
Baseline ECOG on CL 0.0656 230 0.065 234
Bilirubin on CL -0.0446 183 -0.0398 358
Baseline tumor size on CL* 0.103 8.92 0.0985 8.96
eGFR on CL 0.118 16.7 0.116 171
Gender on CL -0.162 1.53 -0.152 7.8
Age on Vie® 0.34 180 0.292 125
Albumin on Ve -0.204 194 -0.258 144
Gender on Ve -0.131 7.7 0123 741
Residual error 0.241 184 -0.221 154
® %LV of residual error is related to estimate of between-subject variability on this parameter
t Apge effect only for pediatric population (age < 18 years).
¢ Effect only applicable for solid tumor indications, not for HL.
Presented population parameter estimates exclude effects of covariates; therefore apply to a hypothetical typical patient with
average characteristics. CL: clearance; Ve: central volume of distribution; (): intercompartmental clearance; Vp: peripheral
volume of distribution; Vd.ss: volume of distribution at steady state; t1/2: terminal half-life; %.R.SE: relative standard emror
(%a); 95% CT: 95% confidence interval of parameter estimate based on bootstrap results; %CV: coefficient of variation of
between-subject distributions of parameters; NA- not applicable.
Reviewed per SOP-QP2-003
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Model diagnostics

Figure 7 Goodness of fit plots for the final model
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Figure 8 GoF plots for the final model for the paediatric population
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GoFs are provided for each age group (paediatric participants <3 years old, 3 to <6 years old, 6 to <12
years old, 12 to <18 years old, and adults >18 years old , with gray dots representing participants with
solid tumors and black dots representing participants with cHL.

Overall, except for minor deviation, the observed data are aligned with the line of unity demonstrating
that the model adequately described the data across the entire age range of the data.

In addition, VPCs for adults and paediatric participants with solid tumors and cHL are provided in different
panels showing that adults and paediatrics data with both solid or cHL tumor fall within those predicted
by the Model.

Figure 12
Visual Predictive Check Figures for Adult (a) and Pediatric (b) Participants With cHL (Right
Panels) and Solid Tumors (Left Panels)
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PK results: Comparison of Pharmacokinetics in Paediatrics versus Adults

Post-hoc (Derived) PK Parameters

Distributions of individual post hoc parameter estimates for clearance and central volume of distribution in
the paediatric and adult populations are presented in (Figure 1). Figure 2 presents distributions of derived
pharmacokinetic parameters (based on the post hoc estimates) for the paediatric and adult subjects at the
dose regimen of 2 mg/kg Q3W. Additionally, table 8 presents summaries of associated descriptive statistics
for these post-hoc estimates of CL, Vc as well as the derived parameters at 2 mg/kg Q3W for paediatric
and adult populations.
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Figure 9 Comparison of CL and VL using the individual empirical Bayes parameters (paediatrics vs adults)
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Figure 10 Derived individual PK parameters (Cmax, AUC6wks, t1/2, Cmin) at 2 mg/kg Q3W between
paediatrics and adults
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Jote: Cmax Is concentration at time of peak sample in Cycle 1 — Cmin 1s the observed trough concentration in Cycle 1
teviewed per SOP-QP2-003

Overall, the pharmacokinetic 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.
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Table 9 Comparison of descriptive statistics of derived individual PK parameters (CL, VVc) and Derived
parameters (Cmax, AUC6WKs, t1/2, Cmin) at 2 mg/kg Q3W between paediatrics and adults

Parameter | Population Min Q1 Median | Mean Q3 Max N# Missing
cL 106 002 | 0032 | 0045 | 0047 | 0057 | 0088 2 0 (0.0%)
(L/day) 610 12 0036 | 0068 | 0092 | 0089 | 0108 | 0262 33 0 (0.0%)
12t018 | 0031 | 0127 | 0152 | 0186 | 0208 | 1616 92 0 (0.0%)
s=1§years | 0.1 0208 | 0265 | 0295 | 034 L33 760 | 0(0.0%)
Ve 1to6 0.3 0.7 08 0.8 08 12 2 0 (0.0%)
@ 610 12 0.8 12 13 1.4 16 32 33 0 (0.0%)
1210 18 0.6 2.1 23 13 28 49 92 0 (0.0%)
s=1§years | 12 27 33 34 38 1.6 760 | 0(0.0%)
AUCEwks | 2to6 762 1271 1478 1531 1926 2412 2 0 (0.0%)
(mgdayL) [ 61512 420 1013 1283 1376 1698 2412 33 0 (0.0%)
1210 18 143 1012 1483 1447 1806 3100 92 0 (0.0%)
s=1§years | 238 573 1120 1161 1411 3013 760 | 0(0.0%)

Cmingyt | 2to6 7 96 11.1 10.9 11.8 15.1 12 | 1005.5%)
(pg/ml) 610 12 24 8 29 10.3 121 16.4 32 3 (8.6%)

1210 18 26 08 119 118 139 219 73| 16(18.5%)

s=1§years | 14 71 93 9.3 1L3 243 619 | 141 (18.6%)

Cmax, e | 2106 205 379 413 123 468 369 19 | 3013.6%)
(pg/ml) 610 12 306 377 40 123 1638 399 33 2(5.7%)
1210 18 26.1 407 452 464 53 79.5 g5 7 (7.9%)

>=18years | 269 40 455 462 312 1005 | 641 | 119(15.6%)
Thalf 1to6 169 24 303 303 358 46 2 0 (0.0%)
(days) 6to 12 102 202 27 231 27 337 35 0 (0.0%)
1210 18 12 162 213 20.4 24 314 92 0 (0.0%)
s=18years | 3 137 16.4 16.5 193 289 60 | 0(0.0%)

Mote: Cmax 15 concentration at time of peak sample in Cycle 1 — Cmin 15 the observed trough concentration i Cycle 1
*N =3 pediatric subjects < 2 years old are not included in the table
Eeviewed per SOP-QF2-005

CL and Vd are lower in children as expected, since they correlate directly with the BW.

The exposure parameters in the box plots are similar between children and adults. A total of 152 paediatric
participants were included in the updated popPK model. The breakdown of participants by age group and
tumor type is shown below

Table 10 Summary of number of subjects in each paediatric age group

Age Range Solid Tumors cHL
=3 g 0
3—=6 17 0
6— =12 34 1
12-=18 77 15

The majority of the paediatric participants is in older age groups 6 to <12 years old (n=35) and 12 to <18
years old (n=92); while in the younger age groups there are 8 patients <3 years old and 17 patients in the
group 3 to <6 years old.

Box plots of post-hoc derived PK parameters for cHL paediatric patients in different group of age and adults
shows a consistency in exposure parameters among groups except for the AUC values in age <3 years old
(~50% higher compared to that in adults). This was already noted but however justified by the flat
exposure-safety profile of Keytruda between 2 and 10 mg/kg.
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The final model was subsequently used in simulations of pembrolizumab PK parameters and exposure
parameters in different age groups of paediatric patients and compared to the estimates in adult patients
to support pembrolizumab dose regimen selection in paediatric patients.

Simulations

Simulations of pembrolizumab pharmacokinetics and concentration-time profiles were performed for a
dataset of 1000 paediatric subjects and 500 adult subjects, obtained through sampling subjects from the
analysis dataset, augmented with additional paediatric oncology subject data down to 0.5 years of age. A
summary of covariate information for the combined paediatric source dataset used for re-sampling is
provided. The simulated dose regimens were the weight-based regimen of 2 mg/kg Q3W and the fixed dose

regimen of 200 mg Q3W.

Table 11 Descriptive statistics of covariate information for paediatric subjects included in resampling

dataset.
Covariate Population Min | Q1 Median | Mean | Q3 Max (N Missing
Body weight below 2 years | 6.4 24 9.8 9.6 10.8 127 25 | 0(0.0%)
kz) 2 to 6 years 92 14 16 16.5 18 338 00| 00.0%)
6to 12 years 189 | 237 288 317 37.8 68.4 99 | 0(0.0%)
12to 18 years | 189 | 434 328 359 642 120 129 | 0(0.0%)
Age below 2 years | 0.3 0.9 1.1 1.1 14 1.9 5| 0(0.0%)
(years) 2 to & years 2 3 4 39 49 59 00| 00.0%)
6to 12 years ] 7.9 9 9 10.4 119 99 | 0(00%)
12 to 18 years 12 15.1 15 14.7 18 17.5 129 | 0(0.0%%)
Albumin below 2 years | 26 38 42 40.8 44 46.4 25 0(0.0%)
(gL} 2 to & years 33 382 411 414 44 6.8 00| 00.0%)
Gto 12 years 25 39 41 41.1 432 51 89 | 0 0.0%)
12to 18 years | 23 39 42 412 43 33 129 | 0(0.0%%)
Bilirubin below 2 years [ 1.7 34 31 5.7 6.8 17.1 25 | 0(0.0%)
{pmol/L) 2to 6 years 0 34 31 52 6.8 11 69 | 1(1.4%)
6to 12 years 1.7 34 31 6.1 74 22 99 | 0(0.0%)
12t0 18 years | 1.7 31 7 8 103 79 129 | 0(0.0%)
eGFR. below 2 years | 76.7 | 108.7 1383 1376 | 1300 | 2648 25 0(0.0%)
(mlmin/1.73m% | 2to 6 years 30 1123 1343 1398 | 1637 | 2994 69 | 1(1.4%)
Gto 12 years 664 | 1129 137 1358 | 1336 | 2141 98 | 1(1.0%)
12to 18 years | 33 94.1 111.9 1154 | 13495 [ 2292 | 128 | 1(0.77%)

Reviewed per SOP-QP2-005

The resampling dataset was augmented with a paediatric oncology dataset from another program and

comprised of 171 participants (aged 0.5 - 17 years), included 22 different tumor types.
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Table 12 listing of tumour types and number of participants in augmented paediatric dataset

Tumer Tvpe N
Acute Lymphoblastic Leukenia 4
Aeute Promvelocviic Loukemia 1
CHNS 37
Endodermal Sinus Tumer 1
Ewing Sarcoma 5
Head and Neck 5
Hepatobiliary T
Hepatoblastoma 2
Lymphoblastic Lyvmphoma T 1
Lymphoproliferative 5
Myelopreliferative 1
Nephroblastoma 2
Neuroblastoma 12
Neuroendocrine 3
Non-Hodgkm Lyvmphoma 1
Ostensarcoma 4
PHET 2
Retinoblastoma 3
Fhabdomyosarcoma 3
Sarcoma 62
Urogenital g
Wilms Tumer 2

Predicted individual CL (at time=0) and Vc values are summarized in Figure 3 and Table 10. Figure 4 and
Table 11 summarize predictions of AUC6wks (based on CL at time=0), Cmax,ss and Cmin,ss for different
paediatric age groups and adults. In the weight-based regimen of 2 mg/kg Q3W, exposure values are
similar across the age groups of 6-12 years, 12-18 years and adults. Predicted AUC6wks, Cmin,ss, Cmax,ss
were respectively 20%, 57% and 10% higher for the group of 2-6 years compared to adults. Predicted
exposures for the group below 2 years are more than double those of the adult reference group.
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Figure 3 Pembrolizumab (MK-3475) Predicted Clearance and Central Volume of
Distribution for Pediatrics and Adults
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Figure 4 Pembrolizumab (MK-3475) Predicted Exposure Parameters for
Pediatrics and Adults
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Table 13 Descriptive statistics of predicted individual PK parameters (CL, Vc) for paediatric and adult

patients
<1 years 2-6 vears 6-12 years 12-18 years | =18 vears
N=80 N=195 N=307 N=41% N=500
CL (at time=0) (L/day)
Median 0.0136 0.0442 0.0949 0177 023
Q1 0.0116 0.0324 0.0743 0.134% 0.1041
Q3 0.0212 0.0586 0.1338 0.2239 03259
e (L)
Median 0.407 0.813 1.513 2435 3231
Q1 0.333 0.672 1.244 2046 2787
Q3 0.5302 1.017 1.858 2983 3.798

Reviewed per SOP-QP2-003

Table 14 Descriptive statistics of predicted individual exposure PK parameters (AUC6wks, Cmin,ss,
Cmax,ss) for paediatric and adult patients at 2mg/kg Q3W

=2 vears 2-6 years 6-12 vears | 12-18 =18 years
years

N=80 N=193 N=307 N=418 N=300
AUC6wks (mg.day/L)
Median 24483 14138 12433 12326 11733
Q1 1864.1 1201 033 9718 933
Q3 3261.7 18728 1583.4 15755 15258
Cmin,ss (mg/L)
Median 67.6 40.1 203 26.7 256
Q1 316 285 204 19 17.1
Q3 923 56.1 40.8 40.3 300
Cmax,ss (mg/L)
Median 1143 79.9 702 71 123
Q1 o2 64.8 37.9 384 61
Q3 1412 100.5 874 278 912

Predicted individual CL (at time=0) and Vc values and predictions of AUC6wks (based on CL at time=0),
Cmax,ss and Cmin,ss for another age categorization (<3 years / =23 -<6 years / 26 -<12 years / =12 -

<18 years / 218 years) are presented below.

When an age of 3 years is used as cut-off for the first age group, predicted AUC6wks, Cmin,ss, Cmax,ss
become respectively 17%, 52% and 9% higher for the group of 3-6 years compared to adults. For the
group below 3 years old, AUC6wks, Cmin,ss, Cmax,ss are predicted to be 2, 2.4 and 1.5 fold higher
compared to the values in adults, respectively.
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Figure 11 Predicted CL and

Vc

Appendix 3 Pembrolizumab (MK-3475) Predicted Clearance and Central Volume of
Distribution for Pediatrics and Adults using a 3 vears old cut-off
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Appendix 6 Pembrolizumab (MK-3475) Predicted Exposure Parameters for
Pediatrics and Adults using a 3 years old cut-off
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Appendix 7 Descriptive Statistics of Predicted Individual PK Parameters (CL, V) for

Pediatric and Adult Patients using a 3 years old cut-off

<3 years 3-6years 6-12 years 12-18 vears | =18 vears
N=106 N=149 N=307 N=418 N=300
CL (at time=0) (L/day)
Median 0.0179 00472 0.0949 0.177 023
Q1 0.0126 0.038 0.0745 0.1349 0.1941
Q3 0.0249 0.0608 0.1338 02239 13259
Ve(L)
Median 0.443 0.887 1.513 2433 3.251
Q1 0.361 0.724 1.244 2.046 2787
Q3 0.568 1.058 1.858 2085 3.798

Appendix §

Beviewed per SOP-QP2-005

Descriptive Statistics of Predicted Individual Exposure Parameters
(AUC6wks, Cmin,ss, Cmax,ss) for Pediatric and Adult Patients at 2 mg'kg

Q3W using a 3 years old cut-off

=3 years 3-6 years 6-11 years | 12-18 =18 years
years

N=106 N=168 N=307 N=418 N=300
AUC6wks (mg.day/L)
Median 21551 1375.7 12433 12326 11753
Q1 17135 11571 053 9728 933
Q3 30492 1747.6 1583.4 13755 15258
Cmin,ss (mg/L)
Median 62.7 388 263 26.7 25.6
Q1 478 by 204 19 171
Q3 881 545 408 403 ELRY
Cmax,ss (mg/L)
Median 107.1 78.6 702 B! 723
Q1 886 62.5 378 384 61
Q3 1372 93 874 278 812

Reviewed per SOP-QP2-0035
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Figure 12 Comparison of the model derived individual PK parameters for paediatric participants dosed at
2 mg/kg Q3W pembrolizumab with adult cHL participants dosed at 200 mg Q3W.

Post-hoe Derived Individual PK Parameters {Crmax, AUCswks, Cmin and t12) at 2 mg/'kg Q3W
for Pediatric and Adult cHL Participants at 200 mg Q3W
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Moreover box plots of post-hoc derived PK parameters for cHL paediatric patients in different group of age
and adults shows a consistency in exposure parameters among groups except for the AUC values in age
<3 years old (~50% higher compared to that in adults), but this higher value is not of concern, considering
the flat exposure-safety relationship for Keytruda. Of note, this does not relate to any conclusions regarding
safety.

Interleukin 2 (IL-2) Stimulation

The interleukin 2 (IL-2) release biomarker reflects the functional blockade of the PD-1 pathway by
pembrolizumab and is utilized as a measure of target engagement. An in-vitro IL-2 stimulation assay was
performed to investigate if there is a shift in the IL-2 stimulation curve between adults and children to
guide the determination of the recommended Phase 2 dose (RP2D) of pembrolizumab in paediatric
patients. For the in-vitro IL-2 stimulation assay, two pre-dose baseline samples were collected in each of
the first 12 subjects enrolled. At the end, 10 subjects provided 20 evaluable samples. Each evaluable
sample was divided into two aliquots. One of the aliquot from these samples was spiked with
pembrolizumab concentrations at 300 ug/mL, 100 ug/mL, 33.3 ug/mL, 11.1 ug/mL, 3.70 ug/mL, 1.23
ug/mL, 0.412 ug/mL, 0.137 ug/mL, 0.0457 ug/mL, and 0 ug/mL with 1 ug/mL staphylococcal enterotoxin
B (SEB). The remaining aliquots from these samples were respectively spiked with an additional 25
ug/mLof pembrolizumab (i.e., respective concentrations in these samples were 325 ug/mL, 125 ug/mL,
58.3 ug/mL 36.1 ug/mL, 28.7 ug/mL, 26.23 ug/mL 25.412 ug/mL, 25.137 ug/mL, 25.0457 ug/mL and 25
ug/mL) along with the same amount of SEB. The stimulation ratios were calculated by measuring the IL-
2 concentrations in the two aliquots respectively, i.e. 300 ug/mL with 325 ug/mL, 100 ug/mL with 125
ug/mL, etc. The IC50 of the concentration-stimulation ratio curves of in-vitro IL-2 assay in paediatric
patients (figures below) were compared with that of adult patients using banked blood samples from
adult cancer patients in KNOO1.
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Interleukin 2 (IL-2) Stimulation Ratio as a Function of Plasma
Concentration in 10 Pediatric Subjects from KN051
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Data source: [Ref 3.4: 0334YZ)]

Exposure-response analysis

Exposure-response analysis for best percent change from baseline tumor size, demonstrating similar
relationships between adult and paediatric participants with cHL is shown in Figure below.
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Figure 13
Exposure (Cmin at Week 6)-Response for Best Percent Change From Baseline Tumor Size
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2.3.5. Discussion on clinical pharmacology

Overall, the PK and clinical pharmacology of pembrolizumab is well-known and described over a large
exposure range and various indications.

Participants with rrcHL in KEYNOTE-204 and KEYNOTE-087 and paediatric participants with rrcHL in
KEYNOTE-051 comprise the primary participant populations for this application.

KEYNOTE-051 is an ongoing Phase I/II Study of Pembrolizumab (MK-3475) in Children With Advanced
Melanoma or a PD-L1 Positive Advanced, Relapsed or Refractory Solid Tumor or Lymphoma (KEYNOTE-
051). As of the data cutoff date for the submitted report (10-JAN-2020), 162 participants (N=22 rrcHL
patients) were enrolled out of a total of up to 310 participants that was planned to be enrolled.

In total, there were 151 participants in KEYNOTE-051 with evaluable PK samples.

Based on the existing robust characterization of pembrolizumab PK, a comparison was conducted
between the observed PK of pembrolizumab in children from study KEYNOTE-051 and the predictions
from the reference PK model developed with pembrolizumab monotherapy data (KEYNOTE-001, -002, -
006, -010, and -024).

New “overlay” 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 tumors and cHL described in Report 05G4NL. Observed
data shown in blue refer to cHL participants and data shown in green refer to paediatric participants with
solid tumors. The paediatric data in KEYNOTE-051 and adult data from KEYNOTE-204 remain well within
the range of predicted concentration profiles using the updated popPK model.

The Applicant proposes to extrapolate the efficacy data in adult patients with rrcHL fromm KEYNOTE-087 and
KEYNOTE-204 to paediatric patients with rrcHL using a model-based PK bridging analysis. In addition,
KEYNOTE-051 will provide supportive efficacy and safety data in rrcHL paediatric patients.
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The objectives of the population PK analysis described in this report were: 1) to update the existing
population pharmacokinetic model from report 04LL90 with additional paediatric data from KNO51 in solid
tumors and cHL and adult cHL data from KN204 and 2) to compare pembrolizumab pharmacokinetics and
exposures in different age groups of paediatric patients to those in adult patients

Specifically, data from adults with solid tumors (N = 2840) and data from 301 adult rrcHL participants in
KEYNOTE-013, KEYNOTE-087, and KEYNOTE-204 were included in the analysis. In addition, 151 paediatric
participants in KEYNOTE-051 receiving 2 mg/kg up to 200 mg Q3W were also included. From the study
report P051V02MK3475 it is known that 22 paediatric participants with HL ranged in age from 10 to 17
years. Four participants were 10 to 13 years of age and 18 participants were 14 to 17 years of age.

Only 16 paediatric subjects are assumed to be involved the PK data analyses. In total only 122 PK samples
have been included in the PK analysis (0.63%). Age of these subjects ranged from 11-17 years of age
(median: 15 years). Weight ranged from 32.5 to 103.4 kg with a median weight of 50.8 kg.

Age cut-off is set to 3 years of age. This is not supported by clinical data so far. Exposure simulations have
been conducted for the age groups of 2-6 years of age and 3-6 years of age. No clinical and no PK data
have been measured so far in paediatric patients below the age of 11 with HL.

The existing population PK model for pembrolizumab was used as a basis for an update of the model with
the addition of data from paediatric patients with solid tumors and cHL and adult cHL patients. Models
parameters including covariate effect have been re-estimate for the refined model. The values of
parameters estimates are very similar between the previous popPK model and the updated one.
Goodness-of-fit plots were utilized to assess the adequacy of the structural model to describe the pooled
dataset.

As a general comment the goodness of fit evaluation demonstrated the absence of a structural bias as a
function of drug concentration or time and showed that data from paediatric subjects is equally well
described as the data from adult subjects.

However, no tornado plots (to demonstrate the single covariate effects) or (stratified) VPC have been
provided. In general, weight and age is incorporated. The inclusion of age effect on both, volume of
distribution and clearance seems to be necessary on top on weight to describe the paediatric data.

The MAH used the number of prior line of therapies as a stratification variable, to present the post-hoc
model predictions of AUC6wks (Cmax,ss and Cmin,ss and half-life, similar for paediatric and adult
participants. In both populations (adults and paediatrics), there is not a clear trend across different prior
lines of therapy.

The reference population PK model has been re-run including weight, allometrically scaled with fixed
exponents (0.75 for CL and 1.0 for V) in the model, instead of age as requested. The parameter estimates
and OFV for the new model, Including Weight as Allometrically Scaled Fixed Exponents and Without Age),
are compared (Run 8) with the final model with age and estimated exponents for weight (Run 6)

The difference in OFV between the new model (Run 8) and the Reference model (Run 6) is an increase of
503.861 points.

This significant increase in OFV together with the GOF plots for Run 8 and Run 6, suggests that the reference
model with age and extimated exponents better describes the data respect to the new model with no age
and fixed exponent.

Simulated exposures (Cmin, Cmax, and AUC) for pediatric participants dosed at 2 mg/kg Q3W obtained using
the newly requested model, Run 8 showed that PK parameters across the weight range of the pediatric
participants are contained within the 5th and 95th percentile of adult values.

The MAH provided the GoF plots for the paediatric population only distinguishing cHL data (black dots) and
solid tumors data (gray dots), as requested.

GoFs are provided for each age group (paediatric participants <3 years old, 3 to <6 years old, 6 to <12
years old, 12 to <18 years old, and adults >18 years old , with gray dots representing participants with
solid tumors and black dots representing participants with cHL. Overall, except for minor deviation, the
observed data are aligned with the line of unity demonstrating that the model adequately described the
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data across the entire age range of the data. In addition, VPCs for adults and paediatric participants with
solid tumors and cHL are provided in different panels showing that adults and paediatrics data with both
solid or cHL tumor fall within those predicted by the Model.

CL and Vd are lower in children as expected, since they correlate directly with the BW.

The exposure parameters in the box plots are similar between children and adults. A total of 152 paediatric
participants were included in the updated popPK model. The majority of the paediatric participants is in
older age groups 6 to <12 years old (n=35) and 12 to <18 years old (n=92); while in the younger age
groups there are 8 patients <3 years old and 17 patients in the group 3 to <6 years old.

Box plots of post-hoc derived PK parameters for cHL paediatric patients in different group of age and adults
shows a consistency in exposure parameters among groups except for the AUC values in age <3 years old
(~50% higher compared to that in adults). This was already noted but however justified by the flat
exposure-safety profile of Keytruda between 2 and 10 mg/kg.

The final model was subsequently used in simulations of pembrolizumab PK parameters and exposure
parameters in different age groups of paediatric patients and compared to the estimates in adult patients
to support pembrolizumab dose regimen selection in paediatric patients.

The final population PK model was used to predict the pembrolizumab concentrations following single
dose and at steady state for the patients in the simulation dataset (different age groups 2-6 (3-6), 6-12,
12-18, >18 years of age).

Simulations following 2 mg/kg Q3W and 200 mg Q3W support the per kg dosing as exposure at steady
state is expected to be in the range of adult exposure (in terms of Cmin_ss, Cmax_ss and AUC) assuming
paediatric patients of 6 years of age or older.

Below the age of 6, exposure reached at steady state is higher compared to adults.

Descriptive statistics of predicted individual exposure parameters for paediatric and adult patients shows
that Cmin is about 50% higher in the 3-6 age group, although the median value is within the Q3 for adults.
More explicitly, assuming a lower age limit of 3 years for the first age group, predicted AUC6wks, Cmin,ss,
Cmax,ss are simulated to be respectively 17%, 52% and 9% higher for the group of 3-6 years compared
to adults. There are not participants <11 years old with cHL in the analysis dataset and the results in the
3 to 6 years old age group are informed by participants with solid tumors.

Simulations from the final model were performed to assess the exposure to pembrolizumab in paediatric
patients at the dose regimens of 2 mg/kg Q3W or 200 mg Q3W and compared to the exposures in adult
patients.

The MAH recognized that there is a small number of paediatric subjects in the younger age group (from
CSR P051V02MK3475 it seems that paediatric patients ranged from 10 to 17 years) and the resampling
dataset was augmented with a paediatric oncology dataset from another program.

This dataset, comprised of 171 participants (aged 0.5 - 17 years), included 22 different tumor types.
Simulations following 2 mg/kg Q3W and 200 mg Q3W support the per kg dosing as exposure at steady
state is expected to be in the range of adult exposure (in terms of Cmin_ss, Cmax_ss and AUC) assuming
paediatric patients of 6 years of age or older.

Below the age of 6, exposure reached at steady state is higher compared to adults.

Descriptive statistics of predicted individual exposure parameters for paediatrics and adult patients shows
that Cmin is about 50% higher in the 3-6 age group, although the median value is within the Q3 for adults.
More explicitly, assuming a lower age limit of 3 years for the first age group, predicted AUC6wks, Cmin,ss,
Cmax,ss are simulated to be respectively 17%, 52% and 9% higher for the group of 3-6 years compared
to adults.

There are not participants <11 years old with cHL in the analysis dataset and the results in the 3 to 6 years
old age group are informed by participants with solid tumors.
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In Figure 16, the model derived individual PK parameters for paediatric participants dosed at 2 mg/kg Q3W
pembrolizumab are compared with adult cHL participants dosed at 200 mg Q3W. The figure demonstrates
that observed exposure parameters in the paediatric participants (cHL data are shown in black dots) are
generally within the range of values for adult cHL participants dosed at 200 mg Q3W.

Moreover box plots of post-hoc derived PK parameters for cHL paediatric patients in different group of age
and adults shows a consistency in exposure parameters among groups except for the AUC values in age
<3 years old (~50% higher compared to that in adults), but this higher value is not of concern, considering
the flat exposure-safety relationship for keytruda.

Of note, this does not relate to any conclusions regarding safety.

An in-vitro IL-2 stimulation assay was performed to investigate if there is a shift in the IL-2 stimulation
curve between adults and children to guide the determination of the recommended Phase 2 dose (RP2D)
of pembrolizumab in paediatric patients.

The relationship between IL-2 stimulation and pembrolizumab concentration was assessed based on 10
participants. The IC50 of the concentration-stimulation ratio curves of in-vitro IL-2 assay in paediatric
patients were compared with that of adult patients using banked blood samples from adult cancer patients
in KNOO1.

According to the MAH, the IC50 value of the IL-2 stimulation ratio curves in paediatric subjects are
consistent with that found in adult subjects supporting the dose of pembrolizumab 2 mg/kg Q3W. This in
indicated in Figures 4 and 5, however the IC50 values are hard to compare by eye.

The MAH presented results from an Imax model that was fitted to the available limited IL-2 data. The
estimated IC50 value was found to be 0.14 ug/mL in paediatrics patients (no measure of variability
provided), which is in the same range to the IC50 value of 0.535 ug/mL found in adults characterized with
a wide 95% CI of 0.123 - 2.33, covering the paediatric estimate at the lower end. Paediatric patients might
need less exposure to reach the same level of inhibition; however the data base in paediatrics with respect
to IL-2 biomarker is limited.

E-R relationship for best percent change from baseline tumour size remains very flat, also after recalculation
and including adult cHL data from KEYNOTE-204 with a dosing regimen of 200 mg Q3W and paediatric cHL
data from KEYNOTE-051 with a dosing regimen of 2 mg/kg Q3W.

The incidence of ADA in paediatric participants was consistent with the adult population.

2.3.6. Conclusions on clinical pharmacology

The data package on clinical pharmacology to support the current variation is limited. There are so far no
clinical and no PK data available below the age of 10.

Observed PK concentrations in paediatric patients administered with 2 mg/kg Q3W from study KEYNOTE-
051 were within the range of predicted concentration (reference popPK model) for adults administered
with the same dose of 2 mg/kg Q3W. However, some issues were identified about this comparison (VPC
plots, pooling of subject with different tumors types, etc).

The MAH submitted a popPK analysis built on an existing population PK model for pembrolizumab in patients
with various tumor types previously described in Report 04LL90 and proposed to extrapolate the efficacy
and safety data in adult patients to paediatric patients with rrcHL using a model-based PK bridging analysis
with supportive efficacy and safety data in rrcHL paediatric patients obtained from study KEYNOTE-051.
The extrapolation is acceptable from the PK point of view.
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Further follow up data from the final study report from KEYNOTE -051 will be received in the context of the
PIP completion.

2.4. Clinical efficacy

2.4.1. Dose response study(ies)

Pembrolizumab was initially approved for advanced melanoma at 2 mg/kg Q3W. Subsequent approvals
for adult participants for multiple indications are at 200 mg Q3W dosing regimens. The 200 mg fixed dose
is now the standard dose globally utilized and approved for numerous other pembrolizumab indications.
This is also the recommended dose of pembrolizumab for all ongoing clinical studies except paediatric
studies.

Pembrolizumab has been dosed at 200 mg Q3W in participants with cHL (KN-204 and KN-087). The
clinical data in participants with cHL demonstrates efficacy at 200 mg Q3W, which in conjunction with an
integrated body of evidence in previously approved indications, supports the recommendation of 200 mg
Q3W as the appropriate dose for patients with cHL. An additional dosing regimen of 400 mg Q6W was
approved in the EU on 28-MAR-2019 for all monotherapy indications approved at the time, including cHL.

PK exposures in paediatric patients at the 2 mg/kg (up to 200 mg) Q3W dose are expected to be similar
to those in adults at 200 mg Q3W dose. The dose of 2 mg/kg (up to 200 mg) Q3W is proposed for use in
paediatric patients with cHL. For additional details on paediatric PK, modeling, and extrapolation of adult
data see above sections under Clinical Pharmacology.

2.4.2. Main study(ies)

Keynote (KN)-204 - A Phase III, Randomized, Open-label, Clinical Trial to Compare
Pembrolizumab with Brentuximab Vedotin in Subjects with Relapsed or Refractory Classical
Hodgkin Lymphoma

Figure 14 Study design
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rreHL = relapsed or refractory classical Hodgkin lymphoma
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Methods

Study participants

Main Inclusion Criteria
- Age =18 years

- Patients have relapsed (disease progression after most recent therapy) or refractory (failure to
achieve CR or PR to most recent therapy) classical HL.

- Patients have achieved a CR or PR to BV or BV-containing regimens, if previously treated with BV.

- Measurable disease defined as at least 1 lesion that can be accurately measured in at least 2
dimensions with spiral computed tomography (CT) scan or combined CT/positron emission
tomography (PET) scan. Minimum measurement must be >15 mm in the longest diameter or >10
mm in the short axis.

- Provide evaluable core or excisional lymph node biopsy for biomarker analysis from an archival or
newly obtained biopsy.

- Performance status of 0 or 1 on ECOG Performance Scale.

- Demonstrate adequate organ function: ANC >1,000/mcL, platelets >75,000/mcL, haemoglobin
(Hb) > 8.0 g/dl, creatinine<1.5 X upper limit of nhormal (ULN) or measured or calculated creatinine
clearance (CrCl) 260.0 mL/min for subjects with creatinine levels >1.5 X ULN, total bilirubin <1.5
X ULN, AST/ALT <2.5 X ULN O(=<5 X ULN for subjects with liver metastases), PT and PTT <1.5 X
ULN. All screening were to be performed within 7 days of treatment initiation.

Main exclusion criteria

- Severe (= Grade 3) hypersensitivity to the active substance or to any of the excipients in BV or
pembrolizumab.

- Diagnosis of immunosuppression or the subject was receiving systemic steroid therapy (exceeding
10 mg daily of prednisone or equivalent) or any other form of immunosuppressive therapy within
7 days prior to the first dose of trial treatment.

- Prior monoclonal antibody within 4 weeks prior to first dose of therapy in the study or the subjects
did not recover (i.e., <Grade 1 or at baseline) from AEs due to agents administered more than 4
weeks earlier.

- Prior chemotherapy, targeted small molecule therapy, or radiation therapy including investigational
agents within 4 weeks prior to study Day 1 or the subjects did not recover (i.e., <Grade 1 or at
baseline) from AEs due to a previously administered agent.

- Prior allogeneic SCT (alloHSCT) within the last 5 years. Subjects who have had a transplant greater
than 5 years ago are eligible as long as there are no symptoms of graft-versus-host disease (GVHD).

- Known progressing additional malignancy or malignancy that required active treatment in the last
3 years.

- Active central nervous system (CNS) involvement. Subjects with previously treated brain lesions
could participate provided they are radiologically stable (i.e., without evidence of progression for at
least 4 weeks by repeat imaging, clinically stable, and without requirement of steroid treatment for
at least 14 days prior to the first dose of trial treatment).
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- Active autoimmune disease that required systemic treatment in the past 2 years (i.e., with the use
of disease modifying agents, corticosteroids, or immunosuppressive drugs).

- History of (non-infectious) pneumonitis that required steroids, or current pneumonitis.

- Active infection requiring systemic therapy, history of HIV infection or history of active tuberculosis,
active hepatitis B (e.g. HBsAg reactive) or hepatitis C (e.g. HCV RNA is detected).

- Prior therapy with an anti-PD-1, anti-PD-L1, anti-PD-L2, anti-CD137, CTLA-4 antibody (including
ipilimumab), or OX-40, or any other antibody or drug specifically targeting T-cell co-stimulation or
checkpoint pathways.

- Eligibility for allogeneic or autologous stem cell transplantation per investigator assessment.

Treatments

Table 15 Summary of Treatments

Dr Dose/ Dose Fr . Route of Treatment U
rug Potency 0s€ TIEQUENCY | A dministration Period s€
Pembrolizumab 1 dose on Day 1 Up to 35 Experimental
(MK-3475) 200 mg of every IV infusion cycles per
3 weeks = 1 cycle participant
. : N 5 + . .
]E.hgnslxunab 1.8 1}1g.]&g 1 dose on Day 1 Up lto_s‘. . Comparator
vedotin (maximum of every IV infusion cyeles per
180 mg per 3 weeks = 1 cvel participant
dose) 3 weeks =1 cycle

Treatments were continued for up to 35 cycles per participant or until documented PD as described in the
IWG response criteria [Cheson, 2007] by BICR, unacceptable AEs, intercurrent illness that prevents
further administration of treatment, investigator’s decision to discontinue the participant, participant
withdraws consent, pregnancy of the participant, or administrative reasons.

Objectives

Primary objectives:

- to compare PFS as assessed by blinded independent central review (BICR), according to the IWG
response criteria [Cheson, 2007] between treatment arms, including clinical and imaging data
following autologous stem-cell transplantation (ASCT) or allogeneic stem cell transplantation
(alloHSCT).

- to compare OS between treatment arms.

The study was considered to have met its primary objective if pembrolizumab is superior to BV in either
PFS or OS.

Secondary objectives:

- to compare PFS (PFS-secondary), as assessed by BICR, according to the IWG response criteria
[Cheson, 2007] between treatment arms, excluding clinical and imaging data following ASCT or
alloHSCT.

- to compare the objective response rate (ORR) as assessed by BICR according to the IWG response
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criteria [Cheson, 2007] between treatment arms.

- to evaluate the complete remission rate (CRR) as assessed by BICR according to the IWG response
criteria [Cheson, 2007] between treatment arms.

- to evaluate PFS, CRR, and ORR as assessed by the investigator according to the IWG response
criteria [Cheson, 2007] by treatment arm.

Exploratory objectives:

- to determine the duration of response (DOR) as assessed by BICR and investigator assessment
according to the IWG response criteria [Cheson, 2007] by treatment arm.

- to compare the changes from baseline between the treatment arms in health-related quality-of-life
(HR-QoL) assessments using the EORTC QLQ-C30 and EuroQol EQ-5D.

- to evaluate second progression-free survival (PFS2) as assessed by the investigator according to
the IWG response criteria [Cheson, 2007] by treatment arm.

- to evaluate PFS as assessed by the investigator, according to the IWG response criteria [Cheson,
2007] by treatment arm, including clinical and imaging data following ASCT or alloHSCT.

- Toevaluate PFS, ORR, CRR, and DOR as assessed by BICR according to the Lugano criteria [Cheson,
2014] by treatment arm.

Outcomes/endpoints

The following efficacy endpoints were assessed by treatment arm:
Primary

Progression-free survival (PFS) - PFS is defined as the time from randomization to the first documented
disease progression or death due to any cause, whichever occurs first, as per IWG criteria assessed by
BICR, including clinical and imaging data following auto-SCT or allo-SCT.

Overall Survival (OS) - OS is defined as the time from randomization to death due to any cause. Subjects
without documented death at the time of the final analysis will be censored at the date of the last follow-

up.

Secondary

Progression-free survival (PFS-secondary) — Progression-free-survival (PFS-secondary) is defined as the
time from randomization to the first documented disease progression or death due to any cause,
whichever occurs first, as per IWG criteria assessed by BICR, excluding clinical and imaging data following
auto-SCT or allo-SCT.

Objective Response Rate (ORR) — ORR is defined as the proportion of the subjects in the analysis
population who achieved at least a partial response (CR+PR) as per IWG criteria assessed by BICR.

Complete Remission Rate (CRR) — CRR is defined as the proportion of the subjects in the analysis
population who achieved a complete remission (CR) as per IWG criteria assessed by BICR.

PFS, ORR, and CRR as per IWG criteria assessed by investigator

Exploratory
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Duration of Response (DOR) — DOR is defined as time from first response to disease progression or death
due to any cause, whichever occurs first in subjects who achieve a PR or better, as per IWG criteria
assessed by BICR and by investigator.

ORR by PD-L1 Status — as per IWG criteria assessed by BICR for subjects with prepembrolizumab PD-L1
positive versus PD-L1 negative.

ORR Post-progression — as per IWG criteria assessed by investigator in subjects who achieved at least a
partial response (CR+PR) after initial progression of disease.

PFS, ORR, CRR, and DOR - as per Lugano criteria assessed by BICR

Second Progression-free Survival (PFS2) - defined as the time from randomization to subsequent disease
progression after initiation of new anti-cancer therapy, or death from any cause, whichever occurs first,
by investigator assessment.

PFS including clinical and imaging data after auto-SCT or allo-SCT as per IWG criteria assessed by
investigator.

Disease assessment

Following screening, lymphoma disease response assessments occurred at Week 12 (£7 days) and every
12 weeks (£7 days). CT scans were repeated every 12 weeks. PET was repeated at Week 12, Week 24,
to confirm CR, and as clinically indicated. Response assessments and imaging continued to be performed
until documented disease progression by BICR review, start of new anti-cancer treatment, withdrawal of
consent, death or study end, whichever occurs first

For subjects receiving pembrolizumab, after the first documentation of progression, it was the discretion
of the investigator to stop trial treatment or to keep a clinically stable subject on trial treatment until
repeat imaging performed 4-6 weeks later confirmed progression. Clinical stability was defined as the
absence of symptoms and signs indicating clinically significant progression of disease (including
worsening of laboratory values), no decline in ECOG performance status and absence of rapid progression
of disease or progressive tumour at critical anatomical sites (e.g., cord compression) requiring urgent
medical intervention. Subjects deemed clinically unstable were not required to have repeated imaging for
confirmation. If progression was confirmed, then the subject had to be discontinued from trial treatment.
If progression was not confirmed, then the subject could resume/continue trial treatment provided that
the sponsor was consulted and provided approval to continue treatment, no other anti-tumour therapy
(e.g., chemotherapy, radiation, etc.) had been administered.

Treatment with BV was stopped at any time a lymphoma disease response assessment, verified by
blinded independent central review showed PD. Although pembrolizumab could be continued, if PD was
verified by blinded independent central review, the subject was considered to have progressed (i.e.,
counted as an event) at the initial PD assessment for the primary PFS analysis.

PROs assessment

Patient-reported outcomes (PROs) were assessed using the eEuroQol-5D (eEQ-5D), version 1.0, as
provided by the EuroQol Group, and the EORTC QLQ-C30, version 3.0, as provided by the EORTC Quality
of Life Group. Patient-reported outcomes (PROs) were assessed pre-dose at Cycle 1 (baseline), Cycle 3
(Week 6), Cycle 5 (Week 12), Cycle 7 (Week 18), and Cycle 9 (Week 24) and every 12 weeks thereafter
until PD or up to 1 year while the subject is receiving study treatment. Patient-reported outcomes were
also obtained at discontinuation and at the 30-day Safety Follow-up Visit.
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Sample size

The planned sample size was approximately 300 subjects. The study was event-driven. With 194 PFS
events, the study had 85% power to detect a hazard ratio of 0.622 (pembrolizumab vs. BV) at alpha =
1.2% (one-sided). With 146 OS events, the study had 80% power to detect a hazard ratio of 0.600 at
alpha = 1.25% (one-sided). It was assumed that OS and PFS followed an exponential distribution.

Power calculations assumed interim analyses (1 for PFS, 2 for OS), an enrolment period of 12 months and
a cumulative dropout rate of 5% at the end of 3 years. The assumed median PFS and OS in the control
arm of 5.6 and 22.4 months, respectively, were observed from a published study of subjects with
relapsed/refractory HL treated with BV, all of whom had received prior SCT. The estimates of PFS and OS
for BV in r/r HL subjects who have not received prior SCT were unknown at that time. However, based on
limited data, the ORR and CRR for r/r HL subjects without prior SCT treated with BV were observed to be
lower than those subjects with prior SCT. It was anticipated that the efficacy would be lower in the
patient population not receiving SCT, so that control PFS estimate of 5.6 months and OS estimate of 22.4
months could be considered as over-estimates.

For the key secondary endpoint of ORR, which could only be tested if the PFS hypothesis was rejected,
there was 90% power (1-sided 0.6% alpha) to detect an 18-20% improvement on the experimental arm
assuming the true ORR for the control arm ranges between 60-70%, depending on the actual percentage
of subjects without prior SCT enrolled.

Randomisation

Treatment allocation/randomization occurred centrally using an interactive voice response system /
integrated web response system (IVRS/IWRS). Subjects were randomly assigned in a 1:1 ratio to receive
either 200-mg pembrolizumab or 1.8 mg/kg BV. Randomization was stratified by prior ASCT (Yes vs. No,
with at least 100 subjects randomized within each level) and HL status after frontline therapy (primary
refractory disease vs. relapsed disease less than 12 months after completion of frontline therapy vs.
relapse 12 months or more after completion of frontline therapy).

Blinding (masking)

Not applicable. KN-204 was an open label study.

Statistical methods

The Intention-to-Treat (ITT) population served as the population for primary efficacy analysis. All
randomized subjects were included in this population, and subjects were analysed in the treatment group
to which they were randomized.

The non-parametric Kaplan-Meier (KM) method was used to estimate the PFS, PFS2 and OS curve in each
treatment group. The treatment difference in PFS, PFS2 and OS was assessed by the stratified log-rank
test. A stratified Cox proportional hazard (PH) model with Efron's method of tie handling was used to
assess the magnitude of the treatment difference (i.e., HR) between treatment arms.

For the primary PFS analysis, for the subjects who have PD, the true date of disease progression was
approximated by the date of the first assessment at which PD is objectively documented per IWG by
BICR, including clinical and imaging data following auto-SCT or allo-SCT, regardless of discontinuation of
study drug. Death was always considered as a confirmed PD event.
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Table 16 Censoring rules for primary, secondary and Sensitivity analyses of PFS

Primary Analysis

Secondary
Analysis

Sensitivity
Analysis 1

Sensitivity
Analysis 2

No PD and no death;
new
treatment is not initiated

Censored at last
disease assessment

Censored at last
disease assessment

Censored at last
disease assessment

Censored at last
disease assessment

Censored at last

Censored at last

Censored at date

No PD and no death; | Censored at last

subject receives SCT | disease assessment | disease assessment | disease assessment | of SCT

following study before SCT
treatment in the absence
of PD

No PD and no death; | Censored at last | Censored at last | Censored at last | Progressed at date
subject receives SCT | disease assessment | disease assessment | disease assessment | of new anticancer
following study | before new | before SCT before new | treatment

treatment in the absence | anticancer anticancer
of PD and new | treatment treatment
anticancer treatment is
initiated after SCT
No PD and no death; | Censored at last | Censored at last | Censored at last | Progressed at date
new anticancer | disease assessment | disease assessment | disease assessment | of new anticancer
treatment is initiated before new | before new | before new | treatment
anticancer anticancer anticancer
treatment treatment treatment

PD or death | Progressed at date | Progressed at date | Progressed at date | Progressed at date
documented after =1 | of documented PD | of documented PD | of documented PD | of documented PD
missed disease | or death or death or death or death

assessment

PD or death | Censored at last | Progressed at date | Progressed at date | Progressed at date
documented after =2 | disease assessment | of documented PD | of documented PD | of documented PD

consecutive nussed | prior to the =2 [ ordeath or death or death
disease assessments consecutive

missed disease

assessments

No PD and no death and | Censored at last | Censored at last | Censored at last | Progressed at date
lost to follow-up after | disease assessment | disease assessment | disease assessment | of lost to follow-
=2 consecufive missed | prior to the =2 up

disease assessments consecufive
missed
assessments

disease

Adjustment for the effect of crossover on OS could be performed based on recognized methods, e.g., the
Rank Preserving Structural Failure Time (RPSFT) model, two stage model, etc., based on an examination
of the appropriateness of the data to the assumptions required by the methods.
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Table 17 Censoring rules for PFS2

Outcome on Receiving Outcome of Date of event or censoring Outcome
initial study next line next line
therapy
Death: with or No NA Death date Event
without PD
PD Yes No PD. but Death date Event
Death
followed
PD Yes PD 204 PD Event
PD Yes No PD and No | Last assessment date without Censored
death followed | progression seen
No PD and no No NA Last known alive date Censored
Death
No PD and no Yes PD orno PD Event as the PD date (if “PD” Event/Censored
Death: but end of from next line) or Death date
therapy due to (if “No PD” from next line. but
toxicity or other Death followed):
reasons not for Censored as the last assessment
PD date without progression seen
(if “no PD” and “no Death”
from next line)

The analysis of ORR and CRR consisted of the point estimate and 95% 2-sided exact CI using the
Clopper-Pearson method with at least 95% coverage of the true rate, by treatment group. The stratified
Miettinen and Nurminen’s method, weighted by stratum size, was used for comparison of the ORR
between the treatment groups.

Response duration (DoR), an exploratory efficacy endpoint, was summarized descriptively by treatment
arm using the KM method and was defined in the subset of subjects with a CR or PR, based on IWG
criteria, as the time from first documented evidence of CR or PR until the first documented sign of disease
progression or death due to any cause, whichever occurred first.

Table 18 Censoring rules for DOR.
Table 3: Censoring Rules for DOR

Primary Analysis Sensitivity Analysis
Situation Date of Progression or Outcome Date of Progression Outcome
Censoring or Censoring
No PD and no LDA Censor (non- | LDA Censor (non-event)
death; new event)
anticancer
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Situation

Primary Analysis

Sensifivity Analysis

Date of Progression or
Censoring

Outcome

Date of Progression
or Censoring

Qutcome

treatment is not
initiated

No PD and no
death: subject
receives SCT
following study
treatment in the
absence of PD

LDA

Censor (non-
event)

Date of SCT

Censor (non-event)

No PD and no
death: subject
receives SCT
following study
treatment in the
absence of PD
and new
anticancer
treatment is
initiated after SCT

LDA before new
anticancer treatment

Censor (non-
event)

Date of new
anticancer treatment

End of response
(event)

No PD and no
death: new
anticancer
treatment is
initiated

LDA before new
anticancer treatment

Censor (non-
event)

Date of new
anticancer treatment

End of response
(event)

PD or death
documented after
<1 missed disease
assessment

Progression or death

End of
response
(event)

Progression or death

End of response
(event)

PD or death
documented after
=2 consecutive
missed disease
assessiments

LDA prior to the =2
consecutive missed
disease assessments

Censor (non-
event)

Progression or death

End of response
(event)

No PD and no
death and lost to
follow-up after =2
consecutive
missed disease
assessments

LDA prior to the =2
consecutive missed
disease assessments

Censor (non-
event)

Date of lost to
follow-up

End of response
(event)

LDA = last disease assessment
NOTE: Subjects are considered to have an ongoing response if censored, alive, have not progressed, and
have not started a new anti-cancer therapy, have not been determined to be lost to follow-up, and the last
non-NE imaging assessment is within two and half scheduled cycles (~30 weeks) of the data cutoff date.

Interim Analysis:

Four interim analyses were planned for the study.
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Table 19 Decision guidance at each efficacy analysis

Multiplicit

Key
Analysis | Endpoints | Criteria for Conduct of Analysis Value Efficacy™
Final PFS- Three months after a!l subjects are HR at bound 051
TAl | enrolled and 110 PFS events are ) P
secondary p-value (1-sided) <0.0002
observed
A2 Interim Approximately 176 PFS events are HR at bound 0.68
) PES observed p-value (1-sided) <0.0057
. . | Approximately 194 PES events are HR at bound 0.72
a3 Final PFS observed®* p-value (1-sided) <0.0112
. . . , . ORR A boundf ~13-14%
Final ORR | Tune of final PFS analysisT p-value (1-sided) <0.00600
First ;flme_ Ot. hn?llPFgSl aélglysvls ; HR at bound 0.51
Interim QS | ‘Approxumately > events p-value (1-sided) <0.0006
anticipated)
A4 Second Approximately 119 OS events are HR at 1_30“_11(1 0.60
’ Interim OS | observed p-value (1-sided) <0.0027
. Approximately 146 OS events are HR at boullld 0.69
FA Final OS observed p-value (1-sided) <0.0120

Abbreviations: FA = final analysis; TA1 = interim analysis 1; ITA2 = interim analysis 2; TA3 = interim
analysis 3; TA4 = interim analysis 4; ORR = objective response rate; OS = overall survival; PFS =

progression-free survival; PFS-secondary = progression-free survival secondary
*Actual value for OS depends on whether or not null hypotheses for PFS and ORR are rejected (see Section

3.8)

**If the PFS events accrue slower than expected, the Sponsor may conduct the final PFS analysis when all

subjects have been followed up for 36 months, i.e. 36 months after last subject randomized

A = ORR in pembrolizumab group — ORR in BV group, assuming expected ORR in BV group is between
60% and 70%
1ORR analysis can be conducted at time of an Interim PFS if null hypothesis for PFS is rejected early

For the superiority hypothesis, a Hwang-Shih-DeCani (HSD) alpha-spending function with gamma
parameter was used to construct group sequential boundaries to control the type I error rate for both
endpoints. With the selected gamma value of -8 selected, the HSD alpha-spending function was more
conservative than the O’Brien-Fleming bound. The overall Type-I error across the testing of the OS, PFS
and ORR hypotheses was controlled at 2.45% (one-sided).

Figure 15 Multiplicity control strategy

PES 1
a=0.012 2 a=0.0125

N =

ORR
a=0

In addition (not shown in the Figure), a=0.05% (one-sided) was planned to be allocated to the PFS-
secondary hypothesis, this endpoint will not be further analyzed, and the alpha level will not be re-

allocated to other hypotheses. Group sequential methods were used to allocate alpha between the interim
and final analyses (see above).
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PROs

The following PRO endpoints were assessed for KN-204 at the time of the PFS IA:

e The mean score changes in EORTC QLQ-C30 global health status/quality of life scale from baseline to
week 24

e The mean score change in QLQ-C30 functional scales from baseline to week 24.
e The mean score change in EQ-5D VAS and utility score from baseline to week 24.

e The number and proportions of deterioration/stable/improvement from baseline to week 24, the time to
deterioration (TTD), and the overall improvement rate during the study, i.e.: the QLQ-C30 global health
status/quality of life scale (two items); the QLQ-C30 functional scales (five scales).

A change between -10 to 10 points was classified as “stable” and greater than 10 points as
“improvement”. The change of 10 points was chosen as this magnitude of change was perceived by
patients as being clinically significant. Since missing data cannot be ignored, the number and proportion
of patients who “improved”, “stable”, or “deteriorated”, from baseline were summarized by treatment
group at Week 24 based on MAR imputation of missing data.

Results

Participant flow

Figure 16 Participant flow

Subjects Screened:
N =338

"

Subjects Randomized
N =304

4/\»

Allocated to MK-3475 200 mg: N =151
Treated: N = 148(49%)

—

Completed Treatment: Discontinued Treatment: Continuing Treatment:
N=25(17%) N =110(74%) N =13(9%)

!

Reasons for Discontinuation: N = 110(74%)

Subjects who Failed Screening
N=34

Allocated to Brentuximab Vedotin: N = 153
Treated: N = 152(50%)

Completed Treatment: Discontinued Treatment: Continuing Treatment:
N=3(2%) N = 146(96%) N =3(2%)

!

Reasons for Discontinuation: N = 146(96%)

Adverse Event: 20(14%)

Bone Marrow Transplant: 16(11%)
Clinical Progression: 1(1%)

Complete Response: 1(1%)

Excluded Medication: 0(0%)
Non-Compliance With Study Drug: 1(1%)
Non-Study Anti-Cancer Therapy: 6(4%)
Physician Decision: 4(3%)

Progressive Disease: 58(39%)

Protocol Deviation: 1(1%)

Withdrawal By Subject: 2(1%)

Adverse Event: 29(19%)

Bone Marrow Transplant: 17(11%)
Clinical Progression: 6(4%)

Complete Response: 3(2%)

Excluded Medication: 1(1%)
Non-Compliance With Study Drug: 0(0%)
Non-Study Anti-Cancer Therapy: 4(3%)
Physician Decision: 6(4%)

Progressive Disease: 75(49%)

Protocol Deviation: 1(1%)

Withdrawal By Subject: 4(3%)

All 34 patients

who were screened but not randomized did not meet inclusion or exclusion criteria.
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Recruitment

Study KN-204 is conducted globally at 123 centres in 20 countries. The trial is currently ongoing, and the
available data are based on the 2" interim analysis (IA2). At the data cut-off date (17 Feb 2020), 304
participants were randomized (151 in the pembrolizumab arm and 153 in the BV arm). The date of the

first patient first visit was 29 June 2016, the last patient last visit was 16 January 2020.

Conduct of the study

The original study protocol was dated 23 December 2015, and five protocol amendments were

subsequently issued.

Table 20 Summary of Protocol amendments

Document

Date of Issue

Overall Rationale

Amendment 03

18-FEB-2020

To indicate that both clinical and 1maging data
following auto-SCT or allo-SCT will be collected
and included m the evaluation of the primary PFS
endpoint per TWG 2007 by BICE.

For the primary analysis, participants who receive
consolidative therapy following SCT and have not
vet progressed will be censored at the date of their
last assessment prior to mitiation of the post-
transplant consolidative therapy.

Revision of the censoring rules of the primary
analysis to censor participants at the last disease
assessment prior to two or more consecutive
mussed disease assessments if 1) PD or death
occurred after the two or more consecutive missed
assessments, or 2) lost-to-follow-up occurred after
two or more consecutive missed disease
assessments 1f no PD and no death.

Amendment 04

22-NOV-2019

Due to the larger than expected number of
participants who recerved an autologous-SCT or
allogeneic-SCT in the context of the study, the
Sponsor changed the exploratory endpoint of PFS
based on IWG per BICR. incorporating imaging
data post-SC to the pnmary endpomnt. To conduct
the PFS analysis within a reasonable timeframe,
the power of PFES 1s reduced to §5% and an interim
for PFS has been added.

Amendment 03

16-NOV-2017

To modify the collection period for spontaneously
reported pregnancy for participants recerving
pembrolizumab to align with pembrolizumab
template and US FDA request. Removal of PK and
ADA objectives and associated blood collections
as adequate data on pembrolizumab monotherapy
in cHL are available. Modification of Exclusion
Crteria #11 to delete the requurement for systemic

Assessment report
EMA/97222/2021

Page 56/178



Document Date of Issue Overall Rationale

therapy for an active infection to intravenously
administered in order to make the criteria more
stringent and align with pembroliznmab program
standards. Addition of the exclusion of participants
eligible for allogeneic or autologous SCT.
Alignment of dose modification language with
pembrolizumab label.

Amendment 02 01-AUG-2017 To allow prior treatment with brentuximab vedotin
(BV) or BV-containing regimens provided
participant responded (achieved a complete
renussion [CR] or partial remussion [PR]) to prior
BV or BV-contaimng regimens. To allow
enrollment of participants who have relapsed or
refractory classical Hodgkin Lymphoma and have
recerved at least one prior chemotherapy regimen
regardless of transplant eligiblity. Additional
follow-up included to allow for collection of ECI
data post allo-SCT was included per US FDA
request.

Amendment 01 20-JUN-2016 To exclude participants with a history of non-
infectious pneumonitis requiring steroids due to a
higher nisk of developing pneumonitis with
pembrolizumab, and to exclude participants with
hypersensitivity to BV or any of its excipients.

Oniginal Protocol 23-DEC-2015 Not Applicable

A total of 24 participants with 1 or more important protocol deviations were reported.

Table 21 Summary of Important Protocol Deviations (ITT Population)

RIEC-3475 200 mg Brenmuximab Vedodin
1 (") ik ("up
Subjects in populstion 151 153
With o o more ngportant protecod devianoos 13 (8.6) 1L (7.2)
With 10 mipoitant protocol devastwns 138 9145 142 {928}
Discontinuation Crileria 4 (] 2 (1.3
Participant developed shady indervention discomimmtion criseria, bat was not dscontimued from | 0Ty 1] (L))
study imlerventian
Participant developed mial specific discomtinmstion criteria but was not discontimied from the 3 (203 1 (133
Tl
Inelusion' Exclusion Crileris 2 (1.3 1 [ ]
Has a dingmosis of immunodeficiency ar i receiving chromic systeniic steraid therapy (in dosing ¥ L] 1 (T
exceadimg 10 mg dmly of predmisone equivalent) or amy other form of mmumosuppressave
thewapy within 7 days prior the st dose of nal dieg. Profocel Exceptions: The uwse of
phiysiologic doses of corticosteroids may be approved after comsnltation with the Spomsor
Parncipants entered who do not lsve relapsed | discase progressean after nwost recent therapy) or 2 (1.3} o [0y
refracrory ifathure o achieve CR or PR 10 most recent therapy b classical Hodglan yuonplwoma.
Prohibited Medications v (1] 1 ({8
Achmimistrateon of potent'sirong CYP3A4 inhibitars amd mdncers; ar P-gp inhibitors m sulgects ] 00y 1 [Ty
recemving BY.
Safery Reporting 7 i4.6) 4 (261
Participant had a reportable Safety Event andior follow np Safety Event information that was not 5 13.3) 3 (2.3
repatad per the timelines owtlmed i e prococed.
Past-allagenic-stem cell tramsplant events of clincal interest (ECTs) that econr after the narmal 3 2.0 1 .7
safery folbow up period must be assessed For seriousness amd cosality and reparted 1o the
spoarsen as follows: within 24 hours if semous regandless of crusality ar if nos-serions and
comsadered 1o be dnagarelated: amd 2 calendar days il non=serious amd nist comsidered w be
dmg-related
Simdy Inbervention L] A0,y 1 [}
Pasticapant was shunimistered muproperly stonesd snidy mierveniion [kl was deemed nnaceeptable L] {00 1 (0.7}
o use
Trial Procedures L1} FL 2 (1.3}
Baselme, week 12 or week 24 CT scams nod perfommed duming treatment phase to support siidy Li] {010 2 [{E]]
endpoins
Every subject is counted a singhe timee for each applicable row amd column

Of these, 4 participants (3 in the pembrolizumab arm, 1 in the BV arm) had important protocol deviations
that were considered to be clinically important. Clinically important deviation categories included:

- Inclusion/Exclusion criteria (n=2, pembrolizumab arm): participants entered who did not have relapsed
or refractory cHL
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- Safety reporting (n=1, pembrolizumab arm): post alloHSCT events of clinical interest that occur after
the normal safety follow-up period must be assessed for seriousness and causality and reported to the
Sponsor

- Study intervention (n=1, BV arm): participant was administered improperly stored study intervention
that was deemed unacceptable

These 4 deviations did not compromise study data integrity so no per-protocol analyses were performed.

Baseline data

Baseline characteristics are summarised in Table below.

Table 22 Subject Characteristics (ITT Population)

MK-3475 200 mg | Brentuximab Vedotin | Total |
n (%) n (%) n (%)
Subjects in population 151 153 304
Gender |
Male 84 (55.6) 90 (58.8) 174 (57.2)
Female 67 (44.4) 63 41.2) 130 (42.8)
Age (Years) |
<65 124 (82.1) 131 (85.6) 255 (83.9)
>= 65 27 17.9) 22 (14.4) 49 (16.1)
Mean 419 40.8 414
SD 17.5 17.1 17.3
Median 36.0 35.0 35.0
Range 18 to 84 18 to 83 18 to 84
Race
American Indian Or Alaska Native 1 0.7) 0 (0.0) 1 (0.3)
Asian 13 (8.6) 13 (8.5) 26 (8.6)
Black Or African American 4 (2.6) 8 (5.2) 12 3.9
Multiple 4 (2.6) 5 (3.3) 9 (3.0)
Black Or African American White 3 2.0) 5 3.3) 8 (2.6)
White Asian 1 0.7) 0 (0.0) 1 (0.3)
Native Hawaiian Or Other Pacific Islander 1 0.7) 0 (0.0) 1 0.3)
White 119 (78.8) 115 (75.2) 234 (77.0)
Missing 9 (6.0) 12 (7.8) 21 (6.9)
Race by Ethnicity
Hispanic Or Latino 24 (15.9) 20 (13.1) 44 (14.5)
American Indian Or Alaska Native 1 0.7) 0 (0.0) 1 0.3)
Black Or African American 1 0.7) 2 (1.3) 3 (1.0)
Multiple 3 (2.0) 4 (2.6) 7 2.3)
White 19 (12.6) 14 9.2) 33 (10.9)
Not Hispanic Or Latino 111 (73.5) 115 (75.2) 226 (74.3)
Asian 13 (8.6) 13 (8.5) 26 (8.6)
Black Or African American 2 (1.3) 5 3.3) 7 2.3)
Multiple 1 0.7) 1 0.7) 2 0.7)
Native Hawaiian Or Other Pacific 1 (0.7) 0 (0.0) 1 (0.3)
Islander
White 94 (62.3) 96 (62.7) 190 (62.5)
Not Reported 8 (5.3) 10 (6.5) 18 5.9)
Black Or African American 0 (0.0) 1 0.7) 1 (0.3)
White 4 (2.6) 4 (2.6) 8 (2.6)
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Missing 4 (2.6) 5 (3.3) 9 (3.0
Unknown 6 4.0) 5 3.3) 11 (3.6)
Black Or African American 1 0.7) 0 (0.0) 1 (0.3)
White 2 (1.3) 1 0.7) 3 (1.0)
Missing 3 (2.0) 4 (2.6) 7 (2.3)
Missing 2 (1.3) 3 (2.0) 5 (1.6)

Race Group |
White 119 (78.8) 115 (75.2) 234 (77.0)

All Others 23 (15.2) 26 (17.0) 49 (16.1)
Missing 9 (6.0) 12 (7.8) 21 (6.9)
Age Group (Years) |
<65 124 (82.1) 131 (85.6) 255 (83.9)
>=65t0<75 18 (11.9) 16 (10.5) 34 (11.2)
>=75t0 <85 9 (6.0) 6 3.9) 15 4.9)
US Region |
Us 11 (7.3) 13 (8.5) 24 (7.9)
Ex-US 140 92.7) 140 91.5) 280 92.1)
EU Region |
EU 49 (32.5) 46 (30.1) 95 (31.3)
Ex-EU 102 (67.5) 107 (69.9) 209 (68.8)
World Region |
North America 27 (17.9) 30 (19.6) 57 (18.8)
Europe 49 (32.5) 46 (30.1) 95 (31.3)
Japan 9 (6.0) 7 (4.6) 16 (5.3)
Rest of the World 66 (43.7) 70 (45.8) 136 44.7)
Disease Subtype
Classical Hodgkin Lymphoma Mixed 23 (15.2) 17 (11.1) 40 (13.2)
Cellularity

Classical Hodgkin Lymphoma Nodular 119 (78.8) 127 (83.0) 246 (80.9)
Sclerosis

Classical Hodgkin Lymphoma Lymphocyte 3 (2.0) 3 (2.0) 6 (2.0)
Depleted

Classical Hodgkin Lymphoma Lymphocyte 1 0.7) 1 0.7) 2 0.7)
Rich

Missing 5 3.3) 5 3.3) 10 3.3)

ECOG Performance Status |
0 86 (57.0) 100 (65.4) 186 (61.2)

1 64 42.4) 53 (34.6) 117 (38.5)
2 1 0.7) 0 (0.0) 1 (0.3)

Stratification: Prior Auto-SCT Status |
Yes 56 37.1) 56 (36.6) 112 (36.8)

No 95 (62.9) 97 (63.4) 192 (63.2)

Stratification: Disease Status After Frontline Therapy |
Primary Refractory 61 (40.4) 62 (40.5) 123 (40.5)
Relapsed < 12 Months 42 (27.8) 42 (27.5) 84 (27.6)
Relapsed >= 12 Months 48 (31.8) 49 (32.0) 97 (31.9)

Refractory or Relapsed After Any Line of Prior Therapy |
Yes 149 (98.7) 153 (100.0) 302 (99.3)

No 2 (1.3) 0 (0.0) 2 0.7)

Response to First Regimen Before Study Treatment |
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Refractory 47 @311 40 (26.1) 87 (28.6)

Relapse 97 (64.2) 102 (66.7) 199 (65.5)
Other 7 (4.6) 11 (7.2) 18 (5.9)
Response to Last Regimen Before Study Treatment |
Refractory 65 (43.0) 64 (41.8) 129 42.4)
Untreated Relapse 50 (33.1) 61 (39.9) 111 (36.5)
Other 36 (23.8) 28 (18.3) 64 (21.1)
Number of Prior Lines of Therapy |
Subjects with data 151 153 304
Mean 2.7 2.8 2.8
SD 1.5 1.6 1.6
Median 2.0 3.0 2.0
Range 1to 10 1toll 1toll
Number of Prior Regimens
Subjects with data 151 153 304
Mean 2.8 2.9 2.8
SD 1.5 1.6 1.6
Median 2.0 3.0 3.0
Range 1to 10 1to11 1to11
PD-L1 Status |
>=1% 142 (94.0) 133 (86.9) 275 (90.5)
<1% 0 (0.0) 3 (2.0) 3 (1.0)
Missing 9 (6.0) 17 (11.1) 26 (8.6)
Prior Use of Brentuximab Vedotin |
Y 5 3.3) 10 (6.5) 15 4.9)
N 146 (96.7) 143 (93.5) 289 95.1)
Prior Radiation |
Yes 58 (38.4) 61 (39.9) 119 (39.1)
No 93 (61.6) 92 (60.1) 185 (60.9)
Bulky Disease |
Yes 35 (23.2) 25 (16.3) 60 (19.7)
No 116 (76.8) 128 (83.7) 244 (80.3)
Baseline B Symptoms |
Yes 43 (28.5) 36 (23.5) 79 (26.0)
No 108 (71.5) 116 (75.8) 224 (73.7)
Missing 0 (0.0) 1 0.7) 1 (0.3)
Baseline Bone Marrow Involvement |
Yes 12 (7.9) 5 (3.3) 17 (5.6)
No 139 (92.1) 148 (96.7) 287 (94.4)

Database Cutoff Date: 16JAN2020 |

In KEYNOTE-204, a total of 55 participants received 1 prior line of therapy and all were considered ineligible
for auto-SCT at the time of enrolment
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Table 23 Summary of reasons for transplant ineligibility at baseline (subjects with one prior therapy)-ITT

MEK-3475 200 mg Brentuximab Vedotin Total
N=27) (N=28) (N=55)
Chemorefractory and did not receive prior SCT 11 (40.7) 10(35.7) 21(38.2)
Not Chemorefractory* and did not receive prior SCT 16 (59.3) 18(64.3) 34(61.8)

*Reasons for transplant ineligibility include age and comorbidities
Database Cutoff Date: 16JAN2020

The majority of participants (61.8%) receiving study treatment in second line were ineligible for auto-SCT
due to age and/or comorbidities and a proportion of the participants (21.8%) were refractory to the primary
therapy.

Table 24 Baseline characteristics of the participants with one prior line of therapy in the pembrolizumab
and BV treatment arms (ITT).

MEK-3475 200 mg | Brentuximab Vedotin Total
1 (%) 1 (%) n (%)
Subjects in population 27 28 55
Gender
Male 17 (63.0) 17 (60.7) 34 (61.8)
Female 10 (37.0) 11 (39.3) 21 (38.2)
Age (Years)
<65 15 (55.6) 13 (64.3) 33 (60.0)
== 65 12 (44.4) 10 (35.7) 22 (40.0)
Mean 531 515 523
SD 215 179 19.6
Median 47.0 50.0 49.0
Range 22 to 84 22 to 81 22 to 84
Race
Asian 5 (18.5) 3 (10.7) 8 (14.5)
Black Or African American 0 (0.0) 3 (10.7) 3 (5.5)
Multiple 1 G.7) 0 (0.0) 1 (1.8)
White Asian 1 (3.7) 0 (0.0) 1 (1.8)
White 18 (66.7) 18 (64.3) 36 (65.5)
Missing 3 (11.1) 4 (14.3) 7 (12.7)
Race by Ethnicity
Not Hispanic Or Latino 24 (88.9) 22 (78.6) 46 (83.6)
Asian 5 (18.5) 3 (10.7) 8 (14.5)
Black Or African American 0 (0.0) 2 (7.1) 2 (3.6)
Multiple 1 G.7) 0 (0.0) 1 (1.8)
White 18 (66.7) 17 (60.7) 35 (63.6)
Not Reported 0 (0.0) 4 (14.3) 4 (7.3)
Black Or African American 0 (0.0) 1 (3.6) 1 (1.8)
White 0 (0.0) 1 (3.6) 1 (1.8)
Missing 0 (0.0) 2 (7.1) 2 (3.6)
Unknown 2 (7.4) 2 (7.1) 4 (7.3)
Missing 2 (74 2 (7.1) 4 (7.3)
Missing 1 (3.7) 0 (0.0) 1 (1.8)
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MEK-3475 200 mg | Brentuximab Vedotin Total
n (%) n (%) n (%)

Race Group

White 18 (66.7) 18 (64.3) 36 (65.5)

All Others 6 (22.2) 6 (21.4) 12 (21.8)

Missing 3 (11.1) 4 (14.3) 7 (12.7)
Age Group (Years)

<65 15 (55.6) 18 (643) 33 (60.0)

>=65t0 <75 6 (22.2) 9 (32.1) 15 (27.3)

>=75t0 <85 6 (22.2) 1 (3.6) 7 (12.7)
US Region

Us 0 (0.0) 4 (14.3) 4 (73)

Ex-US 27 (100.0) 24 (85.7) 51 (92.7)
EU Region

EU 9 (333) 11 (39.3) 20 (36.4)

Ex-EU 18 (66.7) 17 (60.7) 35 (63.6)
World Region

North America 4 (14.8) 5 (17.9) 9 (16.4)

Europe 9 (33.3) 11 (39.3) 20 (36.4)

Japan 3 (11.1) 2 (7.1) 5 (9.1)

Rest of the World 11 (40.7) 10 (35.7) 21 (382)
Disease Subtype

Classical Hodgkin Lymphoma Mixed 3 (11.1) 3 (10.7) 6 (10.9)
Cellulanty

Classical Hodgkin Lymphoma Nodular 22 (81.5) 23 (82.1) 45 (81.8)
Sclerosis

Classical Hodgkin Lymphoma Lymphocyte 1 (3.7 0 (0.0) 1 (1.8)
Rich

Missing 1 3.7 2 (7.1) 3 (5.5)
ECOG Performance Status

0 18 (66.7) 23 (82.1) 41 (74.5)

1 9 (33.3) 5 (17.9) 14 (25.5)
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MEK-3475 200 mg | Brentuximab Vedotin Total
n (%) n (%) n (%)

Stratification: Prior Auto-SCT Status

No 27 (100.0) 28 (100.0) 55 (100.0)
Stratification: Disease Status After Frontline Therapy

Primary Refractory 11 (40.7) 7 (25.0) 18 (32.7)

Relapsed < 12 Months 10 (37.0) 8 (28.6) 18 (32.7)

Relapsed == 12 Months 6 (22.2) 13 (46.4) 19 (34.5)
Refractory or Relapsed After Any Line of Prior Therapy

Yes 26 (96.3) 28 (100.0) 54 (98.2)

No 1 (3.7 0 (0.0) 1 (1.8)
Response to First Regimen Before Study Treatment

Refractory 7 (25.9) 5 (17.9) 12 (21.8)

Relapse 19 (70.4) 22 (78.6) 1 (74.5)

Other 1 3.7 (3.6) 2 (3.6)
Response to Last Regimen Before Study Treatment

Refractory 7 (25.9) 5 (17.9) 12 (21.8)

Untreated Relapse 20 (74.1) 23 (82.1) 43 (78.2)
Number of Prior Lines of Therapy

Subjects with data 27 28 55

Mean 1.0 1.0 1.0

SD 0.0 0.0 0.0

Median 1.0 10 1.0

Range ltol 1to1l 1tol
Number of Prior Regimens

Subjects with data 27 28 55

Mean 1.1 1.0 1.1

sSD 03 02 02

Median 1.0 10 1.0

Range l1to2 1to2 1to2
PD-L1 Status

MEK-3475 200 mg | Brentuximab Vedotin Total
n (%) n (%) n (%)

==1% 25 (92.6) 24 (85.7) 49 (89.1)

Missing 2 74 4 (14.3) 6 (10.9)
Prior Use of Brentuximab Vedotin

N 27 (100.0) 28 (100.0) 55 (100.0)
Prior Radiation

Yes 3 (11.1) 5 (17.9) 8 (14.5)

No 24 (88.9) 23 (82.1) 47 (85.5)
Bulky Disease

Yes 6 (22.2) 2 (7.1) 8 (14.5)

No 21 (77.8) 26 (92.9) 47 (85.5)
Baseline B Symptoms

Yes 5 (18.5) 4 (14.3) 9 (16.4)

No 22 (81.5) 23 (82.1) 45 (81.8)

Missing 0 (0.0) 1 (3.6) 1 (1.8)
Baseline Bone Marrow Involvement

Yes 4 (14.8) 2 (7.1) 6 (10.9)

No 23 (85.2) 26 (92.9) 49 (89.1)
Database Cutoff Date: 16JAN2020

Source: [P204V01MEK3475: adam-adsl]

A total of 249 participants received 2 or more prior lines of therapy;
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Table 25 Baseline characteristics for participants who received 2 or more lines of therapy in the

pembrolizumab and BV treatment arms

MEK-3475 200 mg | Brentuximab Vedotin Total
n (%) n (%) n (%)
Subjects in population 124 125 249
Gender
Male 67 (54.0) 73 (58.4) 140 (56.2)
Female 57 (46.0) 52 (41.6) 109 (43.8)
Age (Years)
<65 109 (87.9) 113 (90.4) 222 (89.2)
=65 15 (12.1) 12 (9.6) 27 (10.8)
Mean 395 384 38.9
sD 15.6 16.1 15.8
Median 345 340 34.0
Range 18to 79 18 to 83 18 to 83
Race
American Indian Or Alaska Native 1 (0.8) 0 (0.0) 1 (0.4)
Asian 8 (6.5) 10 (8.0) 18 (7.2)
Black Or African American 4 (3.2) 5 (4.0) 9 (3.6)
Multiple 3 .4 5 (4.0) 8 (3.2)
Black Or African American White 3 2.4) 5 (4.0) 3 (3.2)
Native Hawattan Or Other Pacific Islander 1 (0.8) 0 (0.0) 1 (0.4)
White 101 (81.5) 97 (77.6) 198 (79.5)
Missing 6 4.8) 8 (6.4) 14 (5.6)
Race by Ethnicity
Hispanic Or Latino 24 (19.4) 20 (16.0) 14 7.7
American Indian Or Alaska Native 1 (0.8) 0 (0.0) 1 (0.4)
Black Or African American 1 (0.8) 2 (1.6) 3 (1.2)
Multiple 3 @4 4 (3.2) 7 (2.8)
White 19 (15.3) 14 (11.2) 33 (13.3)
Not Hispanic Or Latino 87 (70.2) 93 (74.4) 180 (72.3)
Asian 8 (6.5) 10 (8.0) 18 (7.2)
Black Or African American 2 (1.6) 24 5 (2.0)
Multiple 0 (0.0) (0.8) 1 (0.4)
Native Hawanian Or Other Pacific 1 (0.8) 0 (0.0) 1 (0.4)

Islander
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ME-3475 200 mg

Brentuximab Vedotin

Total

Cellularity

n (%) n (%) n (%)
White 76 (61.3) 79 (63.2) 155 (62.2)
Not Reported 8 (6.5) 6 (4.8) 14 (5.6)
White 4 (3.2) 3 24 7 (2.8)
Missing 4 (3.2) 3 24 7 (2.8)
Unknown 4 (3.2) 3 2.4) 7 (2.8)
Black Or African American 1 (0.8) 0 (0.0) 1 (0.4)
White 2 (1.6) 1 (0.8) 3 (1.2)
Missing 1 (0.8) 2 (1.6) 3 (12)
Missing 1 (0.8) 3 24 4 (1.6)
Race Group
White 101 (81.5) 97 (77.6) 198 (79.5)
All Others 17 (13.7) 20 (16.0) 37 (14.9)
Missing 6 (4.8) 8 (6.4) 14 (5.6)
Age Group (Years)
<65 109 (87.9) 113 (90.4) 222 (89.2)
=65t =75 12 ©.7) 7 (5.6) 19 (7.6)
=T75t0 <85 3 24) 5 (4.0) 3 (3.2
US Region
Us 11 (8.9) 9 (7.2) 20 (8.0)
Ex-US 113 (91.1) 116 (92.8) 229 (92.0)
EU Region
EU 40 (32.3) 35 (28.0) 75 (30.1)
Ex-EU 84 (67.7) 90 (72.0) 174 (69.9)
World Region
North America 23 (18.5) 25 (20.0) 48 (19.3)
Europe 40 (32.3) 35 (28.0) 75 (30.1)
Japan 6 (4.8) 5 (4.0) 11 44
Rest of the World 55 (444 60 (48.0) 115 (46.2)
Disease Subtype
Classical Hodgkin Lymphoma Mixed 20 (16.1) 14 (11.2) 34 (13.7)
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MEK-3475 200 mg | Brentuximab Vedotm Total
n (%) n (%) n (%)
Classical Hodgkin Lymphoma Nodular 97 (78.2) 104 (83.2) 201 (80.7)
Sclerosis
Classical Hodgkin Lymphoma Lymphocyte 3 2.4) 3 24) 6 24)
Depleted
Classical Hodgkin Lymphoma Lymphocyte 0 (0.0) 1 (0.8) 1 (0.4)
Rich
Missing 4 3.2) 3 24) 7 (2.8)
ECOG Performance Status
0 68 (54.8) 77 (61.6) 145 (58.2)
1 55 (44.4) 48 (384) 103 (41.4)
2 1 (0.8) 0 (0.0) 1 (0.4)
Stratification: Prior Auto-SCT Status
Yes 56 (45.2) 56 (44.8) 112 (45.0)
No 68 (54.8) 69 (55.2) 137 (55.0)
Stratification: Disease Status After Frontline Therapy
Primary Refractory 50 (40.3) 55 (44.0) 105 (42.2)
Relapsed < 12 Months 32 (25.8) 34 (27.2) 66 (26.5)
Relapsed = 12 Months 42 (33.9) 36 (28.8) 78 (31.3)
Refractory or Relapsed After Any Line of Prior Therapy
Yes 123 (99.2) 125 (100.0) 248 (99.6)
No 1 (0.8) (0.0) 1 (0.4)
Response to First Regimen Before Study Treatment
Refractory 40 (32.3) 35 (28.0) 75 (30.1)
Relapse 78 (62.9) 80 (64.0) 158 (63.5)
Other [+] (4.8) 10 (8.0) 16 (6.4)
Response to Last Regimen Before Study Treatment
Refractory 58 (46.8) 59 (47.2) 117 (47.0)
Untreated Relapse 30 (24.2) 38 (30.4) 658 (27.3)
Other 36 (29.0) 28 (22.4) 64 (25.7)

Number of Prior Lines of Therapy
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MEK-3475 200 mg | Brentuximab Vedotm Total
n (%) n (%) n (%)

Subjects with data 124 125 249

Mean 31 32 31

SD 14 15 15

Median 30 30 30

Range 2to 10 2to 11 2to 11
Number of Prior Regimens

Subjects with data 124 125 249

Mean 31 33 32

SD 14 15 1.5

Median 30 30 30

Range 2to 10 21011 2to 11
PD-L1 Status

=1% 117 (94.4) 109 (87.2) 226 (90.8)

<1% 0 (0.0) 3 2.4) 3 (12)

Missing 7 (5.6) 13 (10.4) 20 (8.0)
Prior Use of Brentuximab Vedotin

Y 5 (4.0) 10 (8.0) 15 (6.0)

N 119 (96.0) 115 (92.0) 234 (94.0)
Prior Radiation

Yes 55 (44.4) 56 (44.8) 111 (44.6)

No 69 (55.6) 69 (55.2) 138 (55.4)
Bulky Disease

Yes 29 (23.4) 23 (18.4) 52 (20.9)

No 95 (76.6) 102 (81.6) 197 (79.1)
Baseline B Symptoms

Yes 38 (30.6) 32 (25.6) 70 (28.1)

No 86 (69.4) 93 (74.4) 179 (71.9)
Baseline Bone Marrow Involvement

Yes g 65 | 3 249 [ n (4.4)

MEK-3475 200 mg | Brentuximab Vedotin Total
n (%) n (%) n (%)

No 116 (93.5) 122 (97.6) 238 (95.6)

Database Cutoff Date: 16JAN2020

Source: [P204V01MEK3475: adam-adsi]

Numbers analysed

A total of 304 participants were included in the ITT population, 151 in the pembrolizumab arm and 153 in
the BV arm. Safety analyses were based on the ASaT population, which included all 300 randomized
participants who received at least one dose of study treatment. A total of 148 received pembrolizumab
and 152 received BV.

Outcomes and estimation

At the data cut-off date, the median duration of follow-up was 24.9 (range: 1.8 to 42.0) and 24.3 (range:
0.6 to 42.3) months in the pembrolizumab and BV arms, respectively. Data cut-off date was 16 Jan 2020.

Table 26 Summary of Efficacy Results for KEYNOTE-204

Pembrolizumab Brentuximab Vedotin
(N=151) (N=153)
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Primary outcome: PFS (ITT analysis population)

Median PFS, months (95% CI) *

13.2(10.9, 19.4) 8.3(5.7,8.8)

Hazard Ratio (95% CI), p-value

0.65 (0.48, 0.88),p=0.00271

Secondary efficacy outcomes

Median PFS — secondary, months (95% CI) ?

12.6 (8.7, 19.2) 8.2 (5.6, 8.6)

(no alpha spent at IA2)
Hazard Ratio (95% CI) 0.62 (95% CI: 0.46, 0.85)
ORR % (95% CI) 65.6 (57.4,73.1) 54.2 (46.0, 62.3)

Difference estimate (95% CI),p-value

11.3(0.2,22.1), p=0.022534

CRR % (95% CI)

24.5 (17.9, 32.2) 24.2 (17.6,31.8)

Exploratory

efficacy outcomes

Median DOR, months (Range) *

20.7 (0.0+ - 33.2+) 13.8 (0.0+ - 33.9+4)

Analysis of Change from Baseline in EORTC
QLQ-C30 Global Health Status/QoL at Week
24,

LS Mean (95% CI)

7.29 (3.94, 10.64) -1.31 (-5.17, 2.55)

Difference in LS Mean (95% CI)

8.60 (3.89, 13.31)

method.

Database Cutoff Date: 16-JAN-2020.

Response was assessed based on Central Assessment (BICR = Blinded Independent Central Review) per IWG
response criteria [Cheson, 2007]. The 95% ClIs for response rates were calculated based on the binomial exact

“+” indicates there is no progressive disease by the time of last disease assessment.
2 Estimated from product-limit (Kaplan-Meier) method for censored data.

CRR=complete remission rate; DOR = duration of response; LS = least squares; NR = not reached;
ORR=o0bjective response rate; PFS=progression-free survival.

Primary endpoints:

PFS was longer in the pembrolizumab arm compared with the BV arm. The HR for PFS was 0.65 (95% CI:

0.48, 0.88): the one-sided log-rank test was p=0.00271 which crossed the pre-specified boundary for

statistical significance at IA2 [<0.0043].

An improvement in PFS was observed for participants in the pembrolizumab arm, with a median PFS of
13.2 months (95% CI: 10.9, 19.4), compared with 8.3 months (95% CI: 5.7, 8.8) for participants in the

BV arm (see Table below).
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Table 27 Analysis of PFS based on central review per IWG 2007 (primary analysis)

Event Rate/ Median PFS T PFS Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % Months 24 in % T
Treatment Events (%) | Months | Months (%) (95% CI) (95% CTI) (95% CT)
MK-3475 200 mg 81 (53.6) 1861.2 44 13.2(10.9, 19.4) 53.9(45.0,61.9) 35.4(26.2,44.6)
Brentuximab Vedotin 153 88 (57.5) 1269.3 6.9 8.3 (5.7, 8.8) 35.6(26.9,44.4) 254 (17.1,34.5)
Pairwise Comparison Hazard Ratio? (95% CI)* p-valuet
Primary
MK-3475 200 mg vs. Brentuximab Vedotin 0.65 (0.48, 0.88) 0.00271

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 prior auto-SCT (yes. no) and Hodgkin
lymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12
months or more after completion of frontline therapy).

$One-sided p-value based on log-rank test stratified by prior auto-SCT (yes. no) and Hodgkin lymphoma status after frontline therapy (primary refractory
versus relapsed less than 12 months after completion of frontline therapy versus relapse 12 months or more after completion of frontline therapy).

NR= Not Reached

Database Cutoff Date: 16JAN2020

The PFS rates at 12 and 24 months by KM estimation were 53.9% and 35.4%, respectively, in the
pembrolizumab arm compared with 35.6% and 25.4% in the BV arm (see Figure below).

Figure 17 KM Estimates of PFS Based on Central Review per IWG 2007 (ITT)
100 |l| Censored

90 MK-3475 200 mg
Brentuximab Vedotin

80
70
60
50
40
30

Progression-Free Survival(%)

20
10

0 3 6 9 30 33 36 39 42

12 15 18 21 24 27

Time in Months

Number of subjects at risk

MK-3475 200 mg
Brentuximab Vedotin

151 116 96 74 65 55 44 35 18 15 9 4 1 0 O
153103 63 41 32 26 19 14 10 7 5 2 1 0 O

Sensitivity analyses ignoring censoring for events occurring after 22 missed visits (Sensitivity analysis 1)
and treating discontinuation of treatment as an event (Sensitivity analysis 2) were consistent with the
primary PFS

o Sensitivity analysis 1: PFS HR 0.66 (95% CI 0.49, 0.88), p-value 0.00265
o Sensitivity analysis 2: PFS HR 0.62 (95% CI 0.48, 0.82)

PFS assessed by the investigator (secondary endpoint) using IWG 2007 criteria showed a more marked
PFS benefit than PFS assessed by BICR (HR 0.49, 95% CI: 0.36, 0.67, p<0.00001). Sensitivity analyses
for PFS assessed by the investigator showed consistent results (Sensitivity analysis 1 by Inv. HR 0.50,
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95% CI 0.37 - 0.68, p<0.00001; Sensitivity analysis 2 by Inv. HR 0.52, 95% CI 0.39 - 0.68,
p<0.00001).

Secondary endpoints

PFS-secondary, excluding clinical and imaging data post-ASCT, indicated a clinically improvement in the
pembrolizumab arm compared with the BV arm: HR 0.62 (95% CI: 0.46, 0.85), although no alpha was
spent for this endpoint. Median PFS was 12.6 months (95% CI:8.7, 19.2) in the pembrolizumab arm,
compared with 8.2 months (95% CI: 5.6, 8.6) for participants in the BV arm. The PFS-secondary rates at
12 and 24 months by KM estimation were 50.4% (95% CI: 41.3, 58.9) and 30.6% (95% CI: 21.5, 40.2),
respectively, in the pembrolizumab arm compared with 33.3% (95% CI: 24.6, 42.2) and 19.1% (95%
CI: 11.6, 28.1) in the BV arm (see Figure below).

Figure 188 KM estimates of PFS based on central review per IWG 2007 (secondary analysis)

100 |l Censored
90 MK-3475 200 mg
Brentuximab Vedotin
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time in Months
Number of subjects at risk

MK-3475 200 mg 151 112 87 65 56 48 37 30 16 11 5 2 1 0 O
Brentuximab Vedotin 153 98 58 39 30 23 17 13 10 4 4 1 0 0 O

Results of PFS-secondary assessed by investigator remained consistent with PFS-secondary based on
BICR.

The HR for PFS secondary was 0.47 (95% CI: 0.35, 0.64). The PFS secondary rates at 12 and 24 months

by KM estimation were 59.4% and 38.9%, respectively, in the pembrolizumab arm compared with 32.1%
and 17.0% in the BV arm.

Stem Cell Transplant Pre and Post-Study Therapy

Nearly equal percentages of participants in both the pembrolizumab and BV arms underwent auto-SCT or
allo-SCT following study treatment.

Table 28 Summary of Subsequent Stem Cell Transplant
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Autologons Transplant (*a)
Allogeneic Transplant (*o)

Database Cutoft Date: 16TAN2020

ME-3475 200 mg Brenmximab Vedotn

(N=148)
I0(20.3)
140 5.5)

The following subjects had one autologous transplant and cne allogeneic transplant, and is counied in both rows

(N=152)
214

13 ( 8.6)

Sensitivity analyses with consideration of SCT indicate that the results are consistent with the primary
analysis, regardless of baseline SCT and chemorefractory status or whether participants received SCT

post study treatment.

Table 29: PFS by BCIR per IWG 2007 (Sensitivity Analyses with Consideration of SCT)

with treatment interaction

PFS Analysis Description HR™ (95% CI)*
1 Baseline SCT and chemorefractory status: as a subgroup
Received prior SCT 0.72(0.42, 1.23)
Chemorefractory and did not receive prior SCT 0.65(0.42, 1.03)
Not chemorefractory and did not recerve prior SCT 0.53(0.26, 1.06)
2 Baseline SCT and chemorefractory status® as a covariate 0.65 (0.48, 0.88)
3 Post study treatment SCT" as a time-dependent covariate 0.61 (0.45, 0.83)
4 Post study treatment SCT" as a time-dependent covariate 0.62 (0.45, 0.86)

HR: hazard ratio

SCT: stem cell transplant

" Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by
Hodgkin lymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after
completion of frontline therapy versus relapse 12 months or more after completion of frontline therapy).

Baseline SCT and chemorefractory status has three levels: received prior SCT versus chemorefractory and did not
receive prior SCT versus not chemorefractory and did not receive prior SCT.

“Based on the first autologous or allogeneic stem cell transplant received after study treatment.

e Objective Response Rate (ORR) and complete response rate (CRR)

The ORR (BICR per IWG response criteria) was 65.6% (95% CI: 57.4, 73.1) for pembrolizumab and
54.2% (95% CI: 46.0, 62.3) for BV. The 11.3% (95% CI: 0.2, 22.1) difference in response rates was not

statistically significant (stratified Miettinen and Nurminen’s method p-value: 0.022534).

Results of ORR assessed by the investigator were consistent with ORR based on BICR. The CRR (BICR per
IWG response criteria) was 24.5% (95% CI: 17.9%, 32.2%) for pembrolizumab and 24.2% (95% CI:
17.6%, 31.8%) for BV. CRR assessed by the investigator was consistent with the primary analysis of

CRR.

ORR based on investigator review per IWG 2007 including responses post-PD (exploratory endpoint)
demonstrated a similar ORR of 68.9% [95% CI 60.8, 76.2] in the pembrolizumab arm.

Table 29: Summary of Best Overall Response Based on Central Review per IWG 2007 (ITT)
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MEK-3475 200 mg Brentuximab Vedotin

n (%) (95% CDt n (%) (95% CD)?
Number of Subjects in Population 151 153
Complete Response (CR) 37 (24.5) (17.9,32.2) 37 (24.2) (17.6,31.8)
Partial Response (PR) 62 (41.1) (33.1,49.3) 46 (30.1) (22.9,38.0)
Objective Response (CR+PR) 929 (65.6) (57.4,73.1) 83 (54.2) (46.0, 62.3)
Stable Disease (SD) 21 (13.9) (8.8.20.5) 36 (23.5) (17.1,31.1)
Progressive Disease (PD) 26 (17.2) (11.6,24.2) 28 (18.3) (12.5,25.4)
Not Evaluable (NE) 1 (0.7) (0.0, 3.6) 1 0.7) (0.0, 3.6)
No Assessment (NA) 4 (2.6) (0.7, 6.6) 5 (3.3) (1.1,7.5)
" Based on binomial exact confidence interval method.
Excludes data after autologous SCT or allogeneic SCT.
Database Cutoff Date: 16JAN2020

Exploratory endpoints

Progression-free Survival Exploratory - per Lugano Criteria

The HR for PFS was 0.61 (95% CI: 0.45, 0.83). The median PFS was 13.8 months in the pembrolizumab
arm (95% CI: 8.8, 17.9) and 8.3 months in the BV arm (95% CI: 5.7, 8.4).

Table 32 Analysis of PFS per Lugano 2014 (primary analysis) and IWG - ITT

Event Rate/ Median PFS T PFS Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 1n% 7 Months 24 1n % 7
Treatment N | Events (%) | Months | Months (%) (95% CT) (95% CI) (95% CI)
MEK-3475 200 mg 151 81(53.6) 184306 4.4 13.8(8.8,17.9) 53.0(44.1,61.1) 36.1(27.1.45.2)
Brentuximab Vedotin 153 | 89(582) | 12435 72 83(5.7.84) 345 (25.8.43.4) 24.8 (16.7.33.7)
Pairwise Comparison Hazard Ratio? (95% CI)? p-value!
Primary
MEK-3475 200 mg vs. Brentuximab Vedotin 0.61 (045, 0.83) 0.00075

TFrom 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 prior auto-SCT (yes. no) and Hodgkin
lymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12 months
or more after completion of frontline therapy).

fOne-sided p-value based on log-rank test stratified by prior auto-SCT (ves, no) and Hodgkin lymphoma status after frontline therapy (primary refractory
versus relapsed less than 12 months after completion of frontline therapy versus relapse 12 months or more after completion of frontline therapy).

NR= Not Reached

Database Cutoff Date: 16JAN2020

The PFS rates at 12 and 24 months by KM estimation were 53.0% and 36.1%, respectively, in the
pembrolizumab arm compared with 34.5% and 24.8% in the BV arm.
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Figure 21 Kaplan- Meier Estimates of PFS per Lugano 2014 (primary analysis), ITT
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Sensitivity analyses per Lugano, considering PD or death after =2 missed visits as an event (Sensitivity
Analysis 1) and treating the initiation of new anticancer therapy (other than SCT) as an event for
participants without PD or death (Sensitivity Analysis 2), were consistent with the primary PFS result.

Objective Response Rate per Lugano Criteria — Exploratory endpoint

Table 30 Analysis of ORR based on BICR per Lugano criteria.

Difference in Percentage MK-3475
200 mg vs. Brentuximab Vedotin
Treatment N Number of Objective Estimate (95% p-ValueT
Objective Response Rate cIy
Response (%) (95% CI)
MEK-3475 200 mg 151 110 72.8 (65.0.79.8) | 5.5 (-4.7,15.7) 0.145516
Brentuximab Vedotin 153 103 67.3(59.3.74.7)

T Based on Miettinen & Nurminen method stratified by prior auto-SCT (yes, no) and Hodgkin lymphoma status
after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline
therapy versus relapse 12 months or more after completion of frontline therapy).

7 One-sided p-value for testing. HO: difference in % = 0 versus H1: difference in % = 0.

Excludes data after autologous SCT or allogeneic SCT.

Database Cutoff Date: 16JAN2020
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Complete Remission Rate per Lugano Criteria

Table 31 Summary of Best Overall response per Lugano Criteria

MEK-3475 200 mg Brentuximab Vedotin

n (%) (95% CI)T n (%) (95% CI)'
Number of Subjects in Population 151 153
Complete Response (CR) 42 (27.8) (20.8,35.7) 47 (30.7) (23.5,38.7)
Partial Response (PR) 68 | (45.0) | (369.53.3) 56 | (36.6) | (29.0.44.38)
Objective Response (CR+PR) 110 | (72.8) | (65.0,79.8) 103 | (67.3) | (59.3.74.7)
Stable Disease (SD) 10 (6.6) (3.2.11.8) 18 | (11.8) | (7.1.18.0)
Progressive Disease (PD) 27 (17.9) (12.1,24.9) 25 (16.3) (10.9,23.2)
Not Evaluable (NE) 0 (0.0) 0.0,2.4) 2 (1.3) 0.2.4.6)
No Assessment (NA) 4 (2.6) (0.7, 6.6) 5 (3.3) (1.1,7.5)
Excludes data after autologous SCT or allogeneic SCT.
T Based on binomial exact confidence mterval method.
Database Cutoff Date: 16JAN2020

e Time to response (TTR) and Duration of response (DoR)

The median time to response was 2.8 months in both treatment arms. Median DOR was longer in the
pembrolizumab arm compared with BV, 20.7 months (range: 0.0+ to 33.2+ months) and 13.8 months

(range: 0.0+ to

33.9+4), respectively.

Table 325: Time to Response and DOR based on Central Review in Subjects with Response

MK-3475 200 mg

Brentuximab Vedotin

(N=151) (N=153)
Number of subjects with response’ 100 83
Time to Response (months)
Mean (SD) 3.7(3.9) 2.9 (0.6)
Median (Range) 2.8(1.0-31.2) 2.8(1.3-7.3)

Response Duration® (months)

Median (Range)

20.7 (0.0+ - 33.24)

13.8 (0.0+ - 33.94)

Number (%?) of Subjects with Extended Response Duration:

>6 months

>12 months
>18 months
>24 months

66 (79.9)
48 (62.4)
31(53.7)
11 (47.4)

34 (59.6)
23(50.0)
13 (42.8)
7(42.8)

TIncludes subjects with best overall response as complete response or partial response.
I From product-limit (Kaplan-Meier) method for censored data.
"+" indicates there is no progressive disease by the time of last disease assessment.
Database Cutoff Date: 16JAN2020

In the pembrolizumab arm, a higher percentage of participants had extended responses for 212 months
(62.4% for pembrolizumab, 50.0% for BV) and =24 months (47.4% for pembrolizumab, 42.8% for BV)

by KM estimation, compared with the BV arm (see Figure below).
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Figure 19 KM Estimates of DOR; Central Review per IWG 2007 in Subjects with Response
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Table 331 Time to response and Duration of response for participants who achieved CR per BICR

MK-3475 200 mg |Brentuximab Vedotin
(N=151) (N=153)
Number of subjects with response’ 37 37
Time to Response (momnths)
Mean (SD) 31(1.3) 28(03)
Median (Range) 28(1.0-84) 28(13-33)

Response Duration® (months)

Median (Range) NR (0.0+-332+) | NR (0.0+-33.9+)
Number (%%) of Subjects with Extended Response Duration:

=6 months 27(834) 24 (76.4)

=12 months 24 (75.9) 18 (69.5)

=18 months 18 (69.4) 12 (65.7)

=24 months 6 (69.4) 6(63.7)

TIncludes subjects with best overall response as complete response or partial response.
*From product-limit (Kaplan-Meier) method for censored data.

"+" indicates there 1s no progressive disease by the time of last disease assessment.
NR = Not Reached.

Database Cutoff Date: 16JAN2020

Source: [P204V0IMEK3475: adam-adsl: adrs; adtte]

Assessment report
EMA/97222/2021

Page 75/178



Figure 190 Kaplan — Meier estimates of Duration of response for participants who achieved CR per BICR
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Time to Response and Duration of Response per Lugano Criteria

Median time to response was 2.8 months in both the pembrolizumab arm and the BV arm. Median response
duration was notably longer for pembrolizumab (16.8 months; range: 0.0+ to 33.24+ months) compared
with BV (5.8 months; range: 0.0+ to 33.9+ months). A larger proportion of participants in the
pembrolizumab arm experienced extended response duration: 44.8% of participants in the pembrolizumab
arm had response duration =24 months, compared with 30.5% in the BV arm.
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Table 36 Summary of Time to Response and Duration of Response per Lugano Criteria

MEK-3475 200 mg |Brentuximab Vedotin
(N=151) (N=153)
Number of subjects with response” 110 103
Time to Response (months)
Mean (SD) 2.9 (0.6) 2.9(0.5)
Median (Range) 2.8 (1.0-6.7) 2.8(1.3-5.8)

Response Duration® (months)

Median (Range)

16.8 (0.0+-33.2+) | 5.8 (0.0+-33.9+)

Number (%) of Subjects with Extended Response Duration:

=6 months

=12 months
=18 months
=24 months

69 (74.0) 33 (46.2)
49 (58.5) 23 (39.6)
33 (49.5) 15 (34.3)
13 (44.8) 7 (30.5)

TIncludes subjects with best overall response as complete response or partial response.
*From product-limit (Kaplan-Meier) method for censored data.
"+" indicates there 1s no progressive disease by the time of last disease assessment.

Database Cutoff Date: 16JAN2020

Figure 20 Kaplan — Meier Estimates of Duration of response based on central review per Lugano 2014 in
subjects with response
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Second progression-free survival (PFS2)

Median PFS2 was not reached in either arm (pembrolizumab 95% CI: 33.5, not reached; BV 95% CI:
20.9, not reached). The PFS2 rates at 12 and 24 months by KM estimation were 92.4% (95% CI: 86.8,
95.7) and 71.3% (95% CI: 62.6, 78.3), respectively, in the pembrolizumab arm compared with 77.0%
(95% CI: 69.2, 83.1) and 59.1% (95% CI: 49.5, 67.4) in the BV arm (see Table and Figure below).

Table 37 Analysis of Second PFS Based on Investigator Review per IWG 2007

Event Rate/ Median PFS ¥ PES Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % * Months 24 in % T
Treatment N Events (%) | Months | Months (%) (95% CT) (95% CI) (95% CI)
MK-3475 200 mg 151 42 (27.8) 32425 1.3 NR (33.5,NR) 92.4(86.8,95.7) 71.3 (62.6. 78.3)
Brentuximab Vedotin 153 54 (35.3) 2477.7 22 NR (20.9,NR) 77.0 (692, 83.1) 59.1 (49.5,67.4)
Pairwise Comparison Hazard Ratio® (95% CI)* p-value’
Primary
MK-3475 200 mg vs. Brentuximab Vedotin 0.58 (0.38, 0.87) 0.00374

Figure 21 KM Estimates of Second PFS Based on Investigator Review per IWG 2007
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Patient Reported Outcomes (PROSs)

EORTC QLQ-C30

Compliance rates for the EORTC QLQ-C30 remained high from baseline (~92%) to Week 48 (87 to 77%,
per protocol). At baseline EORTC QLQ-C30 mean scores were similar across treatment arms, but by Week
24 they had improved in the pembrolizumab arm and deteriorated in the BV arm.

For GHS/QOL, a difference in LS means between the pembrolizumab arm and the BV arm at Week 24 was
observed; the difference was 8.60 points, favouring pembrolizumab (95% CI: 3.89, 13.31; two-sided
p=0.0004, not controlled for multiplicity). For physical functioning, a difference in LS means between the
pembrolizumab arm and the BV arm at Week 24 was also observed; the difference was 6.24 points,
favouring pembrolizumab (95% CI: 1.87, 10.62; two-sided p=0.0054, not controlled for multiplicity).
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Figure 22 EORTC QLQ-C30 GHS/QOL and 5 functional scales based on mean score over time

The HR for the time to true deterioration for Pembrolizumab when compared with BV for the EORTC QLQ-
C30 GHS/QOL scores was HR = 0.40; 95% CI: 0.22, 0.74; two-sided p=0.003, not controlled for

multiplicity and for the physical functioning scores HR = 0.56; 95% CI: 0.32, 0.97; two-sided p=0.034,
not controlled for multiplicity.
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Figure 23 Change from Baseline for EORTC QLQ-C30 Functional Scale/Global Health Status/QolL
at Week 24* LS Mean Change and 95% CI

20.00
18.00
16.00
14.00
12.00
10.00 |
8.00
6.00 -
4.00
2.00+
0.00
-2.00
-4.00 -
-6.00 -
-8.00
-10.00 4
-12.00
-14.00
-16.00 -
-18.00 -
-20.00 -

LS Mean Score Changes from Baseline

Global health Physical Role Emotional Cognitive Social
status/QoL functioning functioning functioning functioning functioning

EORTC QLQ-C30 Global Health/QoL and Functional Scale

E MK-3475 200 mg (N = 146)
[l Brentuximab Vedotin (N = 150)

EQ-5D

Results from EQ-5D analyses were consistent with the results of EORTC QLQ-C30 analyses. For EQ-5D
utility scores, a difference in LS means between the pembrolizumab arm and the BV arm at Week 24 was
observed; the difference was 0.09 points (95% CI: 0.04, 0.14; two-sided p=0.0004, not controlled for
multiplicity). For EQ-5D visual analog scores, a difference in LS means between pembrolizumab and the
BV arm at Week 24 was observed; the difference was 6.12 points, favouring pembrolizumab (95% CI:
1.91, 10.34; two-sided p=0.0046, not controlled for multiplicity).

Ancillary analyses

Subgroup analyses for PFS

PFS for pre-specified subgroups, including participants with and without prior ASCT, participants with
primary refractory disease, and participants who are BV-naive are consistent with the primary analysis:
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Figure 24 Forest Plot of PFS Based on Central Review per IWG 2007 by Subgroup Factors

#Events/N HR 95% CI
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Yes 571112 0.72 042,123 -
No 1121192 0.61 042,089 -—
Disease Status After Frontline Therapy
Primary Refractory 721123 0.52 0.33,0.83 -—
Relgpsed < 12 M onths 46/84 0.82 045,148 —_
Relgpsed >= 12 M onths 51/97 0.72 041,125 -
Sex
Female 81/130 049 0.31,0.78 -—
Mde 88/174 0.75 049,114 —-—
A
e <65 Years 132/255 0.59 042,084 -
>=65 Years 37149 0.64 0.32,1.30 -
Al
% <65years 132/255 042,084 -
>=6bto< /Syears 26/34 Q.79 0.31,1.98 ———
>=75to< 85 years 1115 0.05,1.30 -—
ECOG Performance Status
0 91/186 0.4 {0.35, 0.83; -
1 77117 0.76 048,1.21 -
Geographic Region (US
Sograph Besg ) 9/24 0.89 0.16,4.98
Ex-US 160/280 0.66 0.48,0.91 -
Geographic Eﬁim ) 43/95 0.93 0.50,1.74 ——
Ex-EU 126/209 053 Eoiz'/j 0:76} -
Prior Use of Brentuximab Vedotin
Yes 715 0.4 0.04,3.10 -
No 162/289 0.67 0.49,0.92 -
PD-L1 Status
>=1% 155/275 0.66 (0.48,0.91) -—
<1% 1/3 NR (NR, NR)
T T T T T

\
011 2 3 4 &5 6

Estimated Hazard Ratio (HR)
NR = Not Reached
Hazard ratio and 95% CI are based on Cox regression model with Efron’s method of tie handling with treatment as a
covariate stratified by prior auto-SCT (yes, no) and Hodgkin lymphoma status after frontline therapy (primary
refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12 months or more
after completion of frontline therapy)
Database Cutoff Date: 16JAN2020

Post-hoc subgroup analyses stratified by prognostic factors

Post-hoc exploratory analyses for PFS and ORR according to recognised prognostic factors in cHL are
summarised in Figures and Tables below:
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Figure 25 Forest plot of PFS based on IWG 2007 by subgroup factors
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atabase Cutoff Date: 16JAN2020

Figure 26 Forest plot of ORR based on IWG 2007 by subgroup factors
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ClI=confidence mterval; W G=International Working Group: NE=Not Reached; ORR=objective response rate;
ITT=intention to treat.

Based on Miettinen & Nurminen method stratified by prior auto-SCT (yes. no) and Hodgkin Iymphoma status
after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline
therapy versus relapse 12 months or more after completion of frontline therapy).

Excludes data after autologous SCT or allogeneic SCT.

Database Cutoff Date: 16JAN2020
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Table 348 Subject characteristics for select risk factors subgroups

ME-3475 200 mg | Brenfuximab Vedotin Total
n (%) n (%) n (%)

Subjects in population 151 153 304
Age Group (Years)

<50 109 (72.2) 114 (714.3) 223 (734)

=50 42 (27.8) 39 (25.5) 81 (26.6)
Bulky Disease

Yes 35 (23.3) 25 (16.3) 60 (19.7y

No 116 (76.8) 128 (83.7) 244 (80.3)
B Symptoms

Yes 43 (28.5) 36 (233) 79 (26.0)

No 108 (71.5) 116 (75.8) 224 (73.7)

Missing 0 0.0) 1 0.7 1 (0.3)
Anemia

Yes 40 (26.5) 25 (16.3) 65 (214

No 108 (71.5) 127 (83.0) 235 (773)

Missing 3 (2.00 1 0.7 4 (1.3)
Disease Status After Completion of First Line Therapy

refractory 68 45.0) 81 (529) 149 (49.0)

early relapse 36 (23.8) 30 (19.6) 66 (21.7)

late relapse 46 (30.3) 42 (27.5) 88 (28.9)

Missing 1 0.7) 0 0.0) 1 (0.3)
Database Cutoff Date: 16JAN2020

Source: [P204V0OIMEK3475: adam-adsl]

These subgroup analyses are intended to provide additional context for the primary results and should be
interpreted with caution as the study was not powered for a definitive demonstration of efficacy in these
subgroups.

Age group

The <50 years group had better PFS and ORR results than the =50 years group (HR: 0.53 vs 0.84, ORR %
difference: 16.20 vs 0.10).

Bulky disease

The PFS and ORR results were better in the group with bulky disease at baseline than the group without
bulky disease (HR: 0.26 vs 0.79, ORR % difference: 37.04 vs 4.03).

B symptoms

The PFS and ORR results were similar between groups with and without B symptoms at baseline (HR: 0.66
vs 0.62, ORR % difference: 9.99 vs 12.83).

Anaemia

The PFS and ORR results were better in the group with anaemia at baseline than the group without anaemia
(HR: 0.47 vs 0.64, ORR % difference: 39.91 vs 4.68). Baseline anaemia was defined as haemoglobin <12
g/dl (Male) or haemoglobin <10.5 g/dl (Female).

Disease status after completion of first-line therapy

In this analysis, participants with best response of PR to first-line therapy, in addition to CR, were considered
as remission, and remission of less than 3 months, in addition to any response less than PR to first-line
therapy, was considered as refractory. Based on this categorization, the refractory, early relapse and late
relapse groups have 149, 66 and 88 participants, respectively; 1 participant with missing information was
excluded. Results were as follows: refractory (PFS HR: 0.57, ORR % difference: 16.06), early relapse (PFS
HR: 0.91, ORR % difference: -2.41), and late relapse (PFS HR: 0.61, ORR % difference: 14.99).
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Efficacy by region (EU vs. Ex-EU subgroup)

Subgroup Analysis of PFS in EU vs. EX-EU subgroup (primary analysis)

The PFS HR for participants enrolled in the EU was 0.93 (95% CI: 0.50, 1.74), compared with 0.53 (95%
CI: 0.37, 0.76) in Ex-EU participants.

Table 35 Analysis of PFS Based on Central Review per IWG 2007 (primary analysis) (EU)

Event Rate/ Median PFS T PFS Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % * Months 24 in %
Treatment N Events (%) | Months | Months (%) (95% CI) (95% CTI) (95% CI)
MK-3475 200 mg 49 24 (49.0) 577.2 42 16.4 (6.4, NR) 54.7 (38.7, 68.2) 40.9 (24.7,56.5)
Brentuximab Vedotin 46 19 (41.3) 396.1 4.8 8.3 (5.6, NR) 40.3 (23.0, 57.0) 40.3 (23.0,57.0)
Pairwise Comparison Hazard Ratio? (95% CI)
Primary
MK-3475 200 mg vs. Brentuximab Vedotin 0.93 (0.50, 1.74)
*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 prior auto-SCT (yes, no) and Hodgkin
Iymphoma status after frontline therapy (primary refractory versus relapsed less than 12 meonths after completion of frontline therapy versus relapse 12 months
or more after completion of frontline therapy).
Database Cutoff Date: 16JAN2020

Figure 27 K-M estimates of PFS based on central review per IWG 2007 in EU vs ex-EU study sites
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Most baseline characteristics in EU versus Ex-EU participants were well-balanced (data not shown). The
magnitude and nature of noted differences in baseline characteristics in EU versus Ex-EU participants do
not present a clear pattern to account for the higher HR in the EU population: more participants in the EU
subgroup had prior use of BV (13.7% vs. 1.0%), fewer participants in the EU subgroup had baseline B
symptoms (17.9% vs. 29.7%), and the median number of prior lines of therapy was lower in the EU
subgroup (median 2.0 vs. 3.0, in the EU vs. EX-EU, respectively).

Subgroup Analysis of PFS-secondary in EU vs. EX-EU subgroup

The observed HR for PFS-secondary, excluding clinical and imaging data post-SCT, favoured
pembrolizumab monotherapy over BV in both EU and Ex-EU subgroups. The HR for PFS secondary was
0.75 (95% CI: 0.41, 1.39) in the EU subgroup and 0.57 (95% CI: 0.40, 0.81) in the Ex-EU subgroup.
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Table 36 Analysis of PFS Based on Central Review per IWG 2007 (secondary analysis) (EU)

Event Rate/ Median PES ¥ PFS Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % * Months 24 in %
Treatment N Events (%) | Months | Months (%) (95% CI) (95% CI) (95% CI)
MK-3475 200 mg 49 23 (46.9) 4594 5.0 10.6 (6.4, NR) 49.4 (32.1, 64.6) 324 (14.8,514)
Brentuximab Vedotin 46 23 (50.0) 336.9 6.8 6.6 (5.6,10.6) 30.6 (15.0,47.8) 13.4(1.4,389)
Pairwise Comparison Hazard Ratio® (95% CI)*
Primary
MK-3475 200 mg vs. Brentuximab Vedotin 0.75(0.41. 1.39)

Figure 28 KM Estimates of PFS; Central Review per IWG 2007 (secondary analysis) (EU)
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Efficacy in transplant-ineligible patients by line of therapy

With Amendment 2, participants ineligible for auto-SCT were allowed to enrol in the study after failing just
1 prior line of treatment. It was further clarified in protocol Amendment 3 that participants who were eligible
for auto SCT were excluded from enrolment. Of the 304 participants in KEYNOTE-204, 192 were ineligible
for a transplant at the time of enrolment, and 112 had failed a transplant before enrolling; of the 192
ineligible participants, 55 had failed 1 prior therapy and 137 failed 2 or more prior therapies. Many treating
physicians considered primary refractory disease patients as chemorefractory and rather than performing
an auto-SCT that is unlikely to be of benefit, opted to enrol these participants into the study with the goal
of achieving a better response and minimizing treatment-related toxicity.

In an exploratory post-hoc analysis of the 55 participants, 27 were in the pembrolizumab arm and achieved
an ORR of 66.7% (95% CI: 46.0, 83.5) with a CR rate of 14.8% and 28 were in the BV arm and achieved
an ORR of 53.6% (95% CI: 33.9, 72.5) with a CR rate of 35.7%. The PFS HR was 0.70 (95% CI: 0.31,
1.59); median PFS was 16.4 months (95% CI: 8.3, NR) and 8.4 months (95% CI: 5.4, NR) and PFS rates
at 12 months were 58.9% (95% CI: 36.8, 75.5) and 37.4% (95% CI: 16.1, 58.9) in the pembrolizumab
and BV arms, respectively (see Tables and Figure below)
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Table 37 Summary of Best Overall Response Based on Central Review per IWG 2007 (subjects with one
prior line of therapy)

MEK-3475 200 mg Brentuximab Vedotin

n (%) (95% CD)f n (%) (95% CT)!
Number of Subjects in Population 27 28
Complete Response (CR) 4 (14.8) (4.2.33.7) 10 (35.7) (18.6,55.9)
Partial Response (PR) 14 (51.9) 31.9.71.3) 5 (17.9) (6.1.36.9)
Objective Response (CR+PR) 18 (66.7) (46.0, 83.5) 15 (53.6) (33.9,72.5)
Stable Disease (SD) 6 (22.2) (8.6.42.3) 7 (25.0) (10.7.44.9)
Progressive Disease (PD) 3 (11.1) (24.29.2) 4 (14.3) (4.0.32.7)
Not Evaluable (NE) 0 (0.0) (0.0, 12.8) 0 (0.0) (0.0.12.3)
No Assessment (NA) 0 (0.0) (0.0, 12.8) 2 (7.1) (0.9, 23.5)
T Based on binomial exact confidence interval method.
Excludes data after autologous SCT or allogeneic SCT.
Database Cutoff Date: 16JAN2020

Table 38 Analysis of PFS based on central review per IWG 2007

(Primary Analysis)
(Subjects With One Prior Line of Therapy)

(ITT Population)
Event Rate/ Median PFS T PFS Rate at PES Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % T Months 24 in %
Treatment N Events (%) | Months | Months (%) (95% CT) (95% CI) (95% CT)

MK-3475 200 mg 27 13 (48.1) 346.7 3.7 16.4 (8.3.NR) 58.9 (36.8.75.5) 24.9(2.0.61.2)

Brentuximab Vedotin 28 13 (46.4) 217.9 6.0 8.4 (5.4.NR) 37.4 (16.1. 58.9) 31.2(11.8.53.0)

Pairwise Comparison Hazard Ratio? (95% CI)?

Primary

MEK-3475 200 mg vs. Brentuximab Vedotin 0.70 (0.31, 1.59)

T 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 prior auto-SCT (yes. no) and Hodgkin
Iymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12 months
or more after completion of frontline therapy).

NR=Not Reached

Darabase Cutoff Date: 16JAN2020

Figure 29 K-M estimates of PFS based on central review per IWG 2007
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Efficacy results in subjects with 2 or more prior lines of therapy in study KN-204 were summarised in Tables
and Figure below.

Table 39 Summary of best Overall Response based on central review per IWG 2007

(Subjects With Two or More Prior Lines of Therapy)

(ITT Population)
MEK-3475 200 mg Brentuximab Vedotin

n (%) (95% CT)f n (%) (95% CT)f
Number of Subjects in Population 124 125
Complete Response (CR) 33 (26.6) (19.1,35.3) 27 (21.6) (14.7.29.8)
Partial Response (PR) 48 (38.7) 30.1.47.9) 41 (32.8) (24.7.41.8)
Objective Response (CR+PR) 81 (65.3) (56.3, 73.6) 68 (54.4) (45.3,63.3)
Stable Disease (SD) 15 (12.1) (6.9.19.2) 29 (23.2) (16.1.31.6)
Progressive Disease (PD) 23 (18.5) (12.1,26.5) 24 (19.2) (12.7.27.2)
Not Evaluable (NE) 1 (0.8) (0.0.4.4) 1 (0.8) (0.0.4.4)
No Assessment (NA) 4 (3.2) (0.9, 8.1) 3 2.4) (0.5, 6.9)
T Based on binomial exact confidence interval method.
Excludes data after autologous SCT or allogeneic SCT.
Database Cutoff Date: 16JAN2020

Table 40 Analysis of PFS based on central review per IWG 2007

(Primary Analy‘sis)
(Subjects With Two or More Prior Lines of Therapy)

(ITT Population)
Event Rate/ Median PFS T PFS Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % T Months 24 in %
Treatment N | Events (%) | Months | Months (%) (95% CT) (95% CT) (95% CT)
VIK-3475 200 mg 124 68 (54.8) 1514.5 4.5 12,6 (8.7.19.4) 52.8(43.0.61.7) 34.9 (25.2.44.7)
3rentuximab Vedotin 125 75 (60.0) 1051.4 7.1 8.2 (5.6, 8.8) 35.3(25.9.44.8) 24.4 (15.6, 34.4)

Yairwise Comparison

Hazard Ratio? (95% CT)?

rimary

MK-3475 200 mg vs. Brentuximab Vedotin

0.66 (0.47, 0.92)

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 prior auto-SCT (yes. no) and Hodgkin
lymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12 months

or more after completion of frontline therapy).

YR= Not Reached

Database Cutoff Date: 16JAN2020
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Figure 30 K-M estimates of PFS based on central review per IWG 2007, primary analysis, subjects with 2
or more prior lines of therapy
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Of the 249 subjects with 2 or more prior lines of therapy, 137 were considered ineligible for auto-SCT at
the time of enrolment [see Table below].

Table 41 Summary of reasons for transplant inegibility at baseline

(S\lbjects With Two or More Prior Lines of Tllel‘apy)
(ITT Population)

MK-3475 200 mg Brenfuximab Vedotmn Total
(N=124) (N=125) (N=249)
Chemorefractory and did not receive prior SCT 56(45.2) 56(44.8) 112 (45.0)
Not Chemorefractory* and did not receive prior SCT 12(9.7) 13(104) 25 (10.0)

*Reasons for transplant ineligibility include age and comorbidities
Database Cutoff Date: 16JAN2020

Source: [P204VD1IMEK3475: adam-adsl]

In an exploratory post-hoc analysis for the 137 transplant-ineligible participants with 2 or more prior lines
of therapy, 68 were in the pembrolizumab arm and achieved an ORR of 61.8% (95% CI: 49.2, 73.3) with
a CR rate of 26.5% and 69 were in the BV arm and achieved an ORR of 46.4% (95% CI: 34.3, 58.8) with
a CR rate of 18.8% [see Table below].
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Table 42 Summary of best overall response based on central review per IWG 2007

(Subjects with Two or More Prior Lines of Therapy and Not Received Prior Stem Cell Transplant)
(ITT Population)

MEK-3475 200 mg Brentuximab Vedotin

n (%) (95% CI)f n (%) (95% CI)7
Number of Subjects in Population 68 69
Complete Response (CR) 18 (26.5) (16.5, 38.6) 13 (18.8) (10.4,30.1)
Partial Response (PR) 24 (35.3) (24.1,478) 19 (275) (175, 39.6)
Objective Response (CR+PR) 42 (61.8) (49.2,73.3) 32 (46.4) (34.3,58.8)
Stable Disease (SD) 8 (11.8) (52.21.9) 17 (24.6) (15.1,36.5)
Progressive Disease (PD) 15 (22.1) (12.9,33.8) 18 (26.1) (16.3,38.1)
Not Evaluable (NE) 1 (1.5) (0.0,7.9) 1 (14) (0.0, 7.8)
No Assessment (NA) 2 (2.9) (04.102) 1 (14) (0.0, 7.8)
T Based on binonual exact confidence mterval method.
Excludes data after autologous SCT or allogeneic SCT.
Database Cutoff Date: 16JAN2020

The PFS HR was 0.62; median PFS was 11.1 months (95% CI: 7.0, 19.2) and 5.7 months (95% CI: 5.3,
8.2) in the pembrolizumab and BV arms, respectively [see Table and Figure below].

Table 43 Analysis of PFS based on central review per IWG 2007

(Primary Analy‘si s)
(Subjects with Two or More Prior Lines of Therapy and Not Received Prior Stem Cell Transplant)
(ITT Population)

Event Rate/ Median PFS T PES Rate at PFS Rate at
Number of | Person- | 100 Person- {Months) Months 121 % 7 Months 2410 % 7
Treatment N | Events (%) | Months | Months (%) (95% CI) (95% CI) (95% CI)
MEK-3475 200 mg 68 38(55.9) 759.9 5.0 11.1(7.0,19.2) 49.8(36.3,619) 32.4(20.0,45.3)
Brentuximab Vedotin 69 | 48(69.6) 568.4 84 5.7(53,82) 28.6 (17.6, 40.6) 20.6(11.0,32.2)

Pairwise Comparison
Primary
MEK-3475 200 mg vs. Brentuximab Vedotin
"From product-linut (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 prior auto-SCT (yes, no) and Hodgkin

lymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12 months
or more after completion of frontline therapy).

NR~= Not Reached
Database Cutoff Date: 16JTAN2020

Hazard Ratio® (95% CI)?

0.62 (0.40, 0.95)

Source: [P204V0IMK3475: adam-adsl; adtte]
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Figure 31 K-M estimates of PFS based on central review per IWG 2007
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Database Cutoff Date: 16JAN2020

While these are unplanned analyses with limited numbers of participants in each subgroup of prior therapy,
the PFS and response rates in participants who received 1 or 2 or more prior lines of therapy and in subjects
who were ineligible for auto-SCT were consistent with those observed in the overall study results.

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).

Table: Summary of Efficacy for trial KEYNOTE-204

Title: A Phase II1I, Randomized, Open-label, Clinical Trial to Compare Pembrolizumab with
Brentuximab Vedotin (BV) in Subjects with Relapsed or Refractory Classical Hodgkin
Lymphoma (r/r cHL)
Study identifier P204V01MK3475

Design KEYNOTE-204 is an ongoing, randomized, open-label, Phase 3 study of
pembrolizumab vs. BV. To be eligible, participants were to have relapsed or
refractory cHL and received at least 1 prior multi-agent chemotherapy
regimen. Prior treatment with BV or a BV-containing regimen was allowed,
provided the participants had responded (partial or complete response) to the
BV or BV-containing regimen.
Duration of main phase: Up to three years
29-JUN-2016 (first patient first visit)
16-JAN-2020 (last patient, last visit)
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Duration of Run-in phase: NA
Duration of Extension phase: | NA
Hypothesis Superiority
Treatments groups Pembrolizumab N=151, pembrolizumab 200 IV mg Q3W up
to 35 cycles
BV N=153, brentuximab vedotin 1.8 mg/kg (max
180 mg) IV Q3W up to 35 cycles
Endpoints and Dual Primary PFS PFS as assessed by BICR defined as the time
definitions endpoint primary from randomization to the first documentation
of lymphoma progression or death as a result
of any cause [Cheson, 2007] and including
clinical and imaging data following ASCT or
allogeneic HSCT
Dual Primary 0s OS is defined as the time from randomization
endpoint to death due to any cause.
Secondary ORR ORR is defined as the proportion of the
endpoint participants in the analysis population who
have a complete response (CR) or partial
response (PR) according to the IWG criteria.
Secondary CRR CRR is defined as the proportion of subjects in
endpoint the analysis population who achieved a
complete remission according to the IWG
criteria.
Secondary PFS PFS as assessed by BICR defined as the time
endpoint secondary [from randomization to the first documentation
of lymphoma progression or death as a result
of any cause [Cheson, 2007] not including
clinical and imaging data following ASCT or
allogeneic HSCT
Exploratory DoR DOR is defined as time from first response to
endpoint disease progression or death due to any cause,
whichever occurs first, in subjects who achieve
a PR or better according to the IWG criteria.
Exploratory PFS2 PFS2 is defined as the time from
endpoint randomization to subsequent disease
progression after initiation of new anti-cancer
therapy, or death from any cause, whichever
occurs first, by investigator assessment
Database lock 16-JAN-2020 (median survival follow-up about 25 months)

Results and Analysis

Analysis Primary Analysis

description time point: IA2, primary PFS analysis, OS analysis only descriptive

Analysis population Intent to treat

and time point

description

Descriptive statistics Treatment group Pembrolizumab BV

and estimate

variability
Number of N=151 N=153
subjects
mPFS Primary 13.2 8.3
(months)
(95%CI) (10.9, 19.4) (5.7, 8.8)
ORR % 65.6% 54.2%
(95%CI) (57.4,73.1) (46.0, 62.3)
CRR % 24.5% 24.2%
95%CI (17.9,32.2) (17.6, 31.8)
mPFS 12.6 8.2
Secondary
(months)
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(95%CI) (8.7, 19.2) (5.6, 8.6)
DoR (months) 20.7 13.8
(range) (0.0+, 33.24+) (0.0+, 33.94)
PFS2 (months) NR NR
(95%CI) (33.5, NR) (20.9, NR)

Effect estimate per

Dual Primary

Comparison groups

Pembrolizumab vs. BV

comparison endpoint
PFS primary
HR 0.65
95%CI 0.48, 0.88
P-value 0.00271
Comparison groups Pembrolizumab vs. BV
Secondary
endpoint Difference in Percentage 11.3
95%CI 0.2,22.1
ORR P-value 0.022534
Secondary Comparison groups Pembrolizumab vs. BV
endpoint
HR 0.62
ORR 95%CI 0.46, 0.85
Secondary P-value 0.00110
endpoint
PFS secondary
Secondary Comparison groups Pembrolizumab vs. BV
endpoint
HR 0.58
PFS secondary 95%CI 0.38, 0.87
Secondary endpoint| p-value 0.00374
PFS2
Analysis

description

Analysis performed across trials (pooled analyses and meta-analysis)

Efficacy analyses by cHL histology

Efficacy analyses by disease subtype at baseline are provided in Tables below in the HL population of studies
KEYNOTE-204 (pembrolizumab arm) and KEYNOTE-087, both individually and pooled. Data on HL disease
subtype were not collected in KEYNOTE-051 and therefore KEYNOTE-051 is not included in the integrated

analysis.

Table 44
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KEYNOTE-204
Integrated Analysis of PFS Based on BICR per IWG 2007 by Disease Subtype at Baseline

Mixed Nodular Lymphocyte Lymphocyte
Cellulanty Sclerosis Depleted Rich
Study N PFS N PFS Median™ N PFS Median® N | PFS Median®
Median® (months) (months) (months)
(months) (95% CI) (95% CI) (95% CI)
(95% CI)
KN-204 23 8.1 119 12.7 3 16.4% 1 16.4*
(54.13.2) (10.6, 22.6)
KN-087 24 10.9 169 137 5 54 8 13.8
(3.1.22.1) (11.2. 19.4) (5.7.11.1) (2.5.NR)
Total 47 83 288 137 8 111 9 13.8
(5.5.13.2) (11.3,19.3) (5.7. 16.4) (2.5.NR)

BICR=blinded independent central review; CI=confidence interval; IWG=international working group;
KN=KEYNOTE; N=number of subjects; NE=Not Reached; PFS=progression-free survival

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

Based on PFS secondary analysis of KN-204 and PFS primary analysis of KN-087.

*CIs for subgroups where N=5 were not calculated.

N: ITT population 1n KN-204 (pembrolizumab arm) and ASaT population m KN-087 with non-missing
histology data.

Database Cutoff Dates: 16JAN2020 (KN-204), 21MAR2019 (KN-087).

Table 45

KEYNOTE-204
Integrated Analysis of ORR Based on BICR per IWG 2007 by Disease Subtype at Baseline

Study Mixed Nodular Lymphocyte Lymphocyte
Cellulanty Sclerosis Depleted Rich
N | ORR (%) N ORR (%) N ORR (%) N ORR (%)
(95% CI)! (95% CI)! (95% CI) (95% )
KEN-204 | 23 56.5 119 67.2 3 100.0* 1 100.0*
(34.5. 76.8) (58.0, 75.6)
EN-087 | 24 62.5 169 710 5 80.0 8 75.0
(40.6. 81.2) (63.5.77.7) (28.4. 99.5) (34.9. 96.8)
Total 47 59.6 288 69.4 8 87.5 9 77.8
(44.3.73.6) (63.8. 74.7) (47.3.99.7) (40.0, 97.2)

BICR=blinded independent central review; CI=confidence mterval; IWG=international working group:
KEN=KEYNOTE: N=number of subjects: NR=Not Reached; ORR=objective response rate.

TBased on binomual exact confidence interval method.

*CIs for subgroups where N<5 were not calculated

N:ITT population in KN-204 (pembrolizumab arm) and ASaT population in KN-087 with non-missing
histology data.

Database Cutoff Dates: 16JAN2020 (KN-204), 21MAR2019 (KN-087).

Four participants in KEYNOTE-087 and 5 in KEYNOTE-204 are missing disease subtype and not included in
the analyses. Participants from the 2 studies were pooled without adjustments. Since a randomized study
(KEYNOTE-204) is pooled with a single arm study (KEYNOTE-087), there are limits to the interpretability of
time to event endpoints given potential differences in the patient populations.

Efficacy by EU vs. Ex-EU participants

Efficacy analyses of PFS and ORR are provided in Tables below in the cHL population pooled across studies
KEYNOTE-204 (pembrolizumab arm), KEYNOTE-087 and KEYNOTE-051 by region (EU vs ex-EU).

The analysis common to all 3 studies was used in the integrated analysis, ie, “"PFS secondary analysis” in
KEYNOTE-204, which censors at last disease assessment before SCT or new anti-cancer therapy in the
absence of PD, and considers PD or death after 2 or more missed assessments as an event. This was the
primary PFS analysis in KEYNOTE-087 and KEYNOTE-051 and selected since both studies did not collect
scans beyond SCT. Assessment by BICR per IWG 2007 was used for all 3 studies. The trend is generally
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consistent across all 3 studies and in the pooled population and although the PFS median is lower in EU,
the 95% CI is wide and overlaps that of the overall population and the medians observed in KEYNOTE-051
are based on small numbers compared to the other 2 studies. In the analyses, participants were pooled
without adjustment for the individual study. Since a randomized study (KEYNOTE-204) is pooled with two
single-arm studies (KEYNOTE-087 and KEYNOTE-051), there are limits to the interpretability of time-to-
event endpoints given potential differences in the participant populations.

Table 46
KEYNOTE-204, KEYNOTE-087, and KEYNOTE-051
Integrated Analysis of PFS Based on BICR per IWG 2007 by Region
All EU Ex-EU
Study N PFS Median’ N PFS Median' N PFS Median’
(months) (months) (months)
(95% CT) (95% CT) (95% CT)
KN-204 151 12.6 (8.7, 19.2) 49 10.6 (6.4, NR) 102 12.6 (8.3,19.4)
KN-087 210 13.6 (11.1, 16.7) 108 11.3(8.2,16.3) 102 15.6 (11.1,22.1)
KN-051 22 8.3 (4.0,19.2) 7 4.0 (1.8,19.2) 15 13.9 (4.4, 30.5)
Total 383 13.3(11.1, 15.6) 164 11.3(8.3,16.3) 219 13.8(11.1, 19.3)

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

Based on PFS secondary analysis of KN-204, and PFS primary analysis of KN-087 and KN-051. The “All”
column corresponds to [Ref. 5.3.5.1: P204V01MK3475: Table 11-3] for KN-204, [Ref. 5.3.5.2:
P0O87V02MK3475: Table 11-5] for KN-087, and [Table 51] for KN-051.

N: ITT population in KN-204 (pembrolizumab arm) and ASaT population in KN-087, KN-051(cHL)
Database Cutoff Dates: 16JAN2020 (KN-204), 21MAR2019 (KN-087), 10JAN2020 (KN-051)

Table 47
KEYNOTE-204, KEYNOTE-087, and KEYNOTE-051
Integrated Analysis of ORR Based on BICR per IWG 2007 by Region
All EU Ex-EU
Study N ORR (%) N ORR (%) N ORR (%)
(95% CI)f (95% CI)' (95% CI)T
KN-204 151 65.6 (57.4,73.1) 49 59.2 (44.2,73.0) 102 68.6 (58.7,77.5)
KN-087 210 71.0 (64.3,77.0) 108 67.6 (57.9,76.3) 102 74.5 (64.9, 82.6)
KN-051 22 54.5(32.2,75.6) 7 42.9(9.9, 81.6) 15 60.0 (32.3, 83.7)
Total 383 67.9 (63.0,72.5) 164 64.0 (56.2,71.4) 219 70.8 (64.3,76.7)

"Based on binomial exact confidence interval method.
N: ITT population in KN-204 (pembrolizumab arm) and ASaT population in KN-087, KN-051(cHL).

“All” column corresponds to [Ref. 5.3.5.1: P204V0OIMK3475: Table 11-5] for KN-204, [Ref. 5.3.5.2:
P087V02MK3475: Table 11-1] for KN-087, and [Table 45] for KN-051.

Database Cutoff Dates: 16JAN2020 (KN-204), 2IMAR2019 (KN-087), 10JAN2020 (KN-051)

For KEYNOTE-204, PFS Sensitivity Analysis 1 is provided by region in Tables below. This analysis considers
PD or death after 2 or more missed assessments as an event and is otherwise the same as the primary
analysis. The KM plots for these 2 analyses appear below. Results are generally consistent with the primary
analysis by region in KEYNOTE-204.
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Table 48

Based on Central Review per IWG 2007

KEYNOTE-204
Analysis of Progression-Free Survival

(Sensitivity Analysis 1)

(EU)
(ITT Population)
Event Rate/ Median PFS PES Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % T Months 24 in %
Treatment N Events (%) | Months | Months (%) (95% CT) (95% CI) (95% CT)
MK-3475 200 mg 49 24 (49.0) 571.2 42 16.4 (6.4.NR) 54.7(38.7,68.2) 40.9 (24.7, 56.5)
Brentuximab Vedotin 46 23 (50.0) 440.6 52 8.8(5.7.22.2) 40.7 (24.3.56.4) 28.2(10.8. 48.6)

Pairwise Comparison

Hazard Ratio? (95% CI)*

Primary

MEK-3475 200 mg vs. Brentuximab Vedotin

0.87 (0.49. 1.57)

NR= Not Reached

Database Cutoff Date: 16JAN2020

T 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 prior auto-SCT (yes. no) and Hodgkin
lymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12
months or more after completion of frontline therapy).

Table 49
KEYNOTE-204
Analysis of Progression-Free Survival
Based on Central Review per IWG 2007
(Sensitivity Analysis 1)
(Ex-EU)
(ITT Population)
Event Rate/ Median PFS PFS Rate at PFS Rate at
Number of | Person- | 100 Person- (Months) Months 12 in % T Months 24 in % T
Treatment N Events (%) | Months | Months (%) (95% CT) (95% CI) (95% CT)
MK-3475 200 mg 102 59 (57.8) 1304.1 45 12.7(10.9, 19.4) 52.9 (42.2.62.5) 31.4(21.0.42.4)
Brentuximab Vedotin 107 72 (67.3) 929.2 7.7 8.3(5.6.10.8) 34.9 (25.0. 45.0) 20.3(11.9.304)

Pairwise Comparison

Hazard Ratio? (95% CT)?

Primary

MK-3475 200 mg vs. Brentuximab Vedotin

0.57 (0.40, 0.81)

T 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 prior auto-SCT (ves, no) and Hodgkin
lymphoma status after frontline therapy (primary refractory versus relapsed less than 12 months after completion of frontline therapy versus relapse 12

months or more after completion of frontline therapy).

NR= Not Reached

Database Cutoff Date: 16JAN2020

Assessment report
EMA/97222/2021

Page 95/178



Figure 32 K-M of PFS in EU vs ex-EU

KEYNOTE-204 KEY'NOTE-ZO4 ) ,
Kaplan-Meier Estimates of Progression-Free Survival Kaplan-Meter Estimates of Progression-Free Survival
Based on Central Review per IWG 2007 Based on Cfﬂt_l"_ll Review per IWG 2007
(Sensitivity Analysis 1) (Sensitivity Analysis 1)
ED) (ExEU)
(ITT Population) (ITT Population)
100 |l Censored 100 Il Censored

MK-3475 200 mg MK-3475 200 mg
Brentuximab Vedolin o0 Brentuximab Vedotin

90

g 80 &£ 80
E ,
g 1] § 70
@ 60 @ 50
Ig 50 .g 50
.% 40 -% 40
30 30
g g
o 20 o 20
10 10
0 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time In Months Time in Months
Number of subjects at risk Number of subjects at risk
MK-3475 200 mg 49 37 30 21 20 17 4 10 5 4 4 2 1 0 0 MK-3475 200 mg 102 80 67 54 46 3% 31 26 13 11 5 2 0 0
Brentuximab Vedotin 46 34 20 15 13 2 4 & 3 3 2 2 1 0 0 Brentuximab Vedotin 107 73 48 32 24 18 13 11 9 5 4 0 ©O ©

The impact of SCT on PFS in KEYNOTE-204 is complex because a participant could have progressed prior
to receiving SCT or not progressed but received anti-cancer therapy resulting in being censored prior to
SCT. Furthermore, there is an analytical complication because the investigator decides whether to go to
SCT whereas the primary assessment of PFS is by central review. Because the main difference between the
PFS primary and secondary definition involves SCT, the MAH has looked more into their relationship and
SCT.

Using the PFS secondary definition, there were 26 censored observations in the pembrolizumab arm and
23 in the BV arm in the EU subgroup of 95 participants, based on central review. Among those censored,
the number receiving a subsequent SCT was similar across the 2 arms, 26 in total (14 in pembrolizumab
arm, 12 in BV arm).

Looking into the possible magnitude of SCT on PFS, “additional” PFS time beyond the censoring date was
considered based on the primary PFS definition, which does not censor at the time of SCT. For these 26
participants, approximately half (7 pembrolizumab, 5 BV) had additional PFS time ignoring the censoring
due to SCT, slightly favoring the pembrolizumab arm. Of note, the arithmetic median “additional” PFS time
was similar, 16.6 months (including 1 death) in the pembrolizumab arm compared with 18.5 months in the
BV arm [Table 44]. For the remaining 14 participants, their PFS time is the same, either by the primary or
secondary definition; 11 of these 14 participants had received other new anticancer therapy before receiving
the SCT and were censored at the last assessment before the new anticancer therapy in both analyses.

Although the treatment effect in the EU subgroup using PFS secondary compared with PFS primary definition
was stronger, it is unlikely this is explained by subsequent SCT.
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Table 44
KEYNOTE-204
Additional PFS time in EU censored subjects receiving SCT

Treatment

Pembrolizumab

Participant |

Additional * PFS time after SCT

33.1 months

18.4 months

17.4 months

16.6 months

14.7 months

13.3 months

4.4 months*

BV 33.9 months

25.1 months

18.5 months

14.5 months

11.7 months

* PFS primary minus PFS secondary
* death

Clinical studies in special populations (paediatrics)

Keynote (KN)-051 - A Phase I/II Study of Pembrolizumab (MK-3475) in Children With
Advanced Melanoma or a PD-L1 Positive Advanced, Relapsed or Refractory Solid Tumour or

Lymphoma
Figure 33 Study design
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Study KN-051 is an ongoing, combined Phase 1 and Phase 2 (Part I and Part II), non-randomized, open-
label, single-arm, multi-centre study to evaluate the pharmacokinetics (PK), pharmacodynamics (PD),
toxicity, safety, and antitumor activity of pembrolizumab in in paediatric participants aged 6 months to

<18 years of age with multiple tumour types.
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Part I (dose finding and dose confirmation) has been completed. It used a modified 3+3 design (dose
finding) and dose confirmation design according to a modified Toxicity Probability Interval approach. Part
I also evaluated the safety, PK, PD, toxicity, and preliminary efficacy in paediatric participants with
advanced melanoma or programmed cell death ligand 1-positive (PD-L1-positive) advanced, relapsed or
refractory solid tumour or other lymphoma.

Part II (tumour cohort expansion at the RP2D) is ongoing. It further evaluates the safety and efficacy at
the established RP2D in paediatric participants. In Part 2 participants were enrolled into one of the
following tumour expansion Cohorts:

e PD-L1 positive advanced, relapsed or refractory solid tumors or other lymphoma;
e Advanced melanoma;

e rrcHL

e Advanced, relapsed or refractory MSI-H solid tumors.
Participants with melanoma, rrcHL, and MSI-H solid tumors were enrolled irrespective of PD-L1 status.

Participants with HL were initially enrolled in the Cohort of PD-L1-positive solid tumors and other
lymphoma (n=15). After implementation of protocol Amendment 7, participants with HL were enrolled in
the new, dedicated rrcHL Cohort (n=7).

Male and female participants aged 6 months to less than 18 years of age were eligible for this study.

Participants were required to have histologically or cytologically documented, locally advanced, or
metastatic solid malignancy that was incurable and for which (a) participants failed prior standard
therapy, (b) no standard therapy exists, or (c) standard therapy was not considered appropriate by the
participant and treating physician. The Inclusion Criteria for the rrcHL Cohort were:

. Refractory to front-line therapy;
. High-risk and relapsed from front-line therapy; or
. Relapsed or refractory to second-line therapy.

As of protocol Amendment 08, enrolment was stopped for most solid tumours because signals of efficacy
were not met in solid tumour target cohorts. However, enrolment continued for adolescent participants
with melanoma (aged 12 to less than 18 years) and paediatric participants with rrcHL (aged 3 to less
than 18 years) or MSI-H solid tumours (aged 6 months to less than 18 years), irrespective of PD-L1
status.

Treatments

The initial dose in Part I was pembrolizumab 2 mg/kg every 3 weeks (Q3W), the equivalent of the clinical
adult dose. No dose escalation or de-escalation occurred. Therefore, Part I established 2 mg/kg Q3W as
the paediatric recommended Phase 2 dose (RP2D) for Part II of the study.

Efficacy objectives and endpoints

ORR based on RECIST 1.1 per site assessment was the primary efficacy endpoint for solid tumors or
lymphoma. Secondary efficacy endpoints included DOR, DCR, PFS by RECIST 1.1 and irRECIST, OS, and
biomarkers.
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For the dedicated rrcHL Cohort (post Amendment 7), primary efficacy endpoints was ORR per BICR
assessment according to the IWG response criteria (Note: For the current interim analysis only results per
investigator assessment were provided).

Secondary efficacy objectives were: to evaluate duration of response (DOR, defined as the time from first
RECIST 1.1 response to documented progressive disease or death due to any cause, whichever occurs
first, in participants who achieve a PR or better), disease control rate (DCR, defined as the proportion of
participants with a response of CR, PR, or SD) and progression-free survival (PFS) by RECIST 1.1; to
evaluate ORR, DOR, DCR, and PFS by irRECIST (i.e. immune-related RECIST) and overall survival (0OS).

The primary efficacy objective in Part II was to evaluate antitumor activity of pembrolizumab in the rrcHL
Cohort based on the ORR per blinded independent central radiology review (BICR) assessment according
to the International Working Group (IWG) response criteria, based on assessments every 12 weeks.
Secondary objectives in part II were to evaluate antitumor activity of pembrolizumab in the rrcHL Cohort
according to the IWG response criteria based on assessments every 12 weeks by the following endpoints:
ORR, DOR, and PFS per site assessment; ORR, DOR, and PFS per BICR; OS. Assessing the ORR of
pembrolizumab by BICR using the Lugano Classification was an additional exploratory objective.

Disease response in paediatric participants in the PD-L1-positive solid tumours and other lymphoma
cohort was retrospectively re-assessed using IWG 2007 criteria. In addition, Lugano criteria was also
used for disease response re-assessment for both “PD-L1-positive solid tumors and other lymphoma” and
“dedicated rrcHL"” cohorts.

Sample size and statistical methods

A total of up to 310 participants was planned to be enrolled. The primary efficacy and safety population
was the All Subjects as Treated population, which included all allocated participants who received =1 dose
of pembrolizumab. ORR as assessed by the investigator was evaluated separately for each tumour type,
and participants without response data were counted as non-responders. For DOR, PFS, and OS
endpoints, Kaplan-Meier (KM) curves and median estimates from the KM curves were provided.
Participants without efficacy evaluation data or without survival data were censored at Day 1 in the PFS
and OS analyses. Participants who did not achieve a response were excluded from the DOR analyses.

Results
Disposition, Demographics, and Baseline Characteristics

Median age was 13 years (range 1 to 17 years). Participants were enrolled across approximately 29
tumour types by primary diagnosis. The most common primary diagnoses (in 5% of participants) were
solid tumour NOS (18.0%), HL NOS (9.3%), glioblastoma multiforme (9.3%), soft tissue neoplasm NOS
(7.5%), neuroblastoma (6.2%), osteosarcoma (6.2%), melanoma (5.6%), and CNS primary tumour NOS
(5.0%). The 22 participants with HL ranged in age from 10 to 17 years. Four participants were 10 to 13
years of age and 18 participants were 14 to 17 years of age. 3 participants were between 6 months and 2
years.
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Table 50 Baseline characteristics of the 22 participants in KEYNOTE-051 with cHL
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part II)

All Subjects as Treated
n (%)
Subjects in population 22
Gender
Male 14 (63.6)
Female 8 (364)
Age (Years)
10 - 13 years 4 (18.2)
14 - 17 years 18 (81.8)
Mean 149
SD 1.7
Median 150
Range 11t017
Race
Asian 1 (4.5)
Multi-Racial 6 (27.3)
Black, White 6 (27.3)
White 15 (68.2)
Ethnicity
Hispanic Or Latino 9 (40.9)
Not Hispanic Or Latino 10 (45.5)
Not Reported 3 (13.6)
Primary Diagnosis
Hodgkin Lymphoma Nos 15 (68.2)
Relapsed Refractory Classical Hodgkin Lymphoma (Post-Amendment 7) 7 (31.8)
Lansky / Karnofsky Play Score
100 14 (63.6)
90 3 (13.6)
80 5 (22.7)
Overall Staging#
IA 2 9.1)
I 1 (4.5)
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All Subjects as Treated
n (%)
oA 3 (13.6)
B 1 (4.5)
IIE 1 (4.5)
m 1 4.5)
IIA 3 (13.6)
B 4 (18.2)
v 4 (18.2)
IVB 2 9.1)
Brain Metastases Present
No 22 (100.0)
Prior Adjuvant/Neoadjuvant therapy
Yes 1 4.5)
No 21 (95.5)
Treatment Naive
No 22 (100.0)
Number of Prior Therapies for recurrent/Metastatic Disease
1 3 (13.6)
2 10 (45.5)
3 2 9.1)
4 3 (13.6)
5 of more 4 (18.2)
# Overall Staging not required for diagnoses lacking standard staging systems.
(Data Cutoff Date: 10JAN2020).

Source: [PO51V02MEK3475: adam-adsl]

Study recruitment

The study is ongoing; first participant first visit was on 23-MAR-2015; at the data cut-off 10-JAN-2020
(IA9) 162 participants were enrolled, 161 were treated, 8 (5.0%) completed the protocol-specified
maximum treatment duration of 35 administrations (approximately 2 years), 4 (2.5%) were continuing
study treatment, and 157 (97.5%) discontinued study treatment. Fifty-one (31.7%) participants were
ongoing in the study.

The median duration of follow-up was approximately 3-fold longer for participants with HL (23.7 months)
than for participants with all other tumour types (8.3 months), primarily due to the large number of early
deaths among the other tumour types.

Subsequent Oncologic Treatments - Relapsed/Refractory Hodgkin Lymphoma: 14 of the 22 participants
with HL received subsequent oncologic therapies after discontinuing treatment with pembrolizumab
(including chemotherapy, BV, pembrolizumab and nivolumab).

Efficacy outcomes
ORR (INV-assessed)
e rrcHL (n=22)

The ORR by Investigator Review was 42.9% (per IWG 2007 criteria) for the 7 participants in the
dedicated rrcHL Cohort and 66.7% (confirmed responses per RECIST 1.1) for 15 participants with HL in
the PD-L1-positive solid tumours and other lymphoma Cohort (see Tables below).
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Table 51 Summary of BOR based on IWG 2007 per Investigator assessment - R/RHL (post-
amendment 7) - all subjects as treated population part I1

Response Evaluation All Subjects as Treated
IN=T)
n % 95% CT'
Complete Response (CR) 2 28.6 (3.7.71.0)
Partial Response (PR) 1 14.3 (0.4.57.9)
Best Overall Response (CR+PR) 3 42.9 (9.9, 81.6)
Stable Disease (SD) 3 429 (9.9.81.6)
Disease Control Rate (SD+CR+PR) 6 85.7 (42.1,99.6)
Progressive Disease (PD) 1 14.3 (0.4.57.9)

TBased on binomial exact confidence interval method.
(Database Cutoff Date: 10TAN2020).

Source: [POS1V02MEK3475: adam-adsl: adrs]

Table 52 Summary of BOR based on IWG 2007 per Investigator assessment — R/RHL (post-
amendment 7) - all subjects as treated population — parts I and II

F.esponse Evaluation All Subjects as Treated
H=15)
n Y g5% CI'
Complete Response (CE) 1 6.7 (0.2,31.9)
Partiz]l Responsa (FE) 9 60.0 (32.3,83.7)
Best Overall Response (CR+FR) 10 66.7 (38.4,33.3)
Stable Disease (SD) 2 133 (1.7, 40.5)
Disease Control Rate (SD+HCR+FR) 12 0.0 (518, 95.7)
Progressive Dizease (PIN 3 20.0 (4.3,453.1)

Confirmed responses by EECIST 1.1 are inchuded.
"Based on binomial exact confidence interval method.
(Database Cutoff Date: 10TANI020)

Somrce: [POSIVO2ME34TS: adam-ads]; adrs]

Among the 22 cHL participants, the ORR was 54.5% based on IWG 2007 criteria and 63.6% based on
Lugano criteria.

Table 53

KEYNOTE-051
Summary of Best Overall Response Based on IWG 2007 per BICR. Assessmient
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part IT)

Response Evaluation All Subjects as Treated
(N=22)
n % 95% CT'
Complete Response (CR) 1 45 (0.1,22.8)
Partial Response (PR) 11 50.0 (28.2,71.8)
Best Overall Response (CR+PR) 12 54.5 (32.2,75.6)
Stable Disease (SD) 6 273 (10.7, 50.2)
Disease Control Rate (SD+CR+PR) 18 81.8 (59.7,94.8)
Progressive Disease (PD) 3 136 (2.9.349)
Non-evaluable (NE) 1 45 (0.1,22.8)
" Based on binomial exact confidence interval method.
BICR. = Blinded independent central review.
(Data Cutoff Date: 10JAN2020).

Source: [POSIVO2MES3475: adam-adsl; adrs]
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Table 54

KEYNOTE-051

Sumunary of Best Overall Response Based on Lugano per BICR Assessment
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part II)

Response Evaluation All Subjects as Treated
(N=22)
n % 95% CT’
Complete Response (CR) 4 18.2 (5.2, 40.3)
Partial Response (PR) 10 455 (24.4.67.8)
Best Overall Response (CR+PR) 14 63.6 (40.7, 82.8)
Stable Disease (SD) 6 273 (10.7.50.2)
Disease Control Rate (SD+CR+PR) 20 90.9 (70.8,98.9)
Progressive Disease (PD) 2 9.1 (1.1,29.2)

(Data Cutoff Date: 10JAN2020).

"Based on binomial exact confidence interval method.
BICR = Blinded independent central review.

Source: [POS1VO2ZME3475: adam-adsl; adrs]

All 22 participants with HL had at least 1 post-baseline assessment of measurable tumour size in target
lesions, and all had a reduction in tumour size post baseline. Eighteen participants had a maximum
reduction in tumour size 230% (see Figure below).

Figure 34 waterfall plot of best tumor change from baseline per investigator assessment-
R/RHL (all subjects as treated population — parts I and II)

110
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90 |
a0
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S|

Percent Change from Baseline (%)
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+20% Tumor Increase

0

-30f Tumor Reduction

Percentage changes =100% were truncated at 100%.

(Data Cutoff Date: 10JAN2020)

Seurce: [POSIVO2ME3475: adam-adsl; adrs; adtl]

¢ All Relapsed/Refractory Tumours Except Hodgkin Lymphoma (n=139)

Assessment report
EMA/97222/2021

Page 103/178



The ORR based on RECIST 1.1/MIBG was 5.8% for confirmed responses (8 PRs) and 6.5% for confirmed
plus unconfirmed responses (9 PRs) for 139 participants with relapsed/refractory tumors other than HL.

The 8 participants with a confirmed PR had the following tumor types by histology:
o Adenocarcinoma and mesothelioma (2 participants each); and

o Malignant ganglioma, epithelioid sarcoma, lymphoepithelial carcinoma, and malignant
rhabdoid tumor (1 participant each)

The DCR was 25.9% (confirmed responses) and 28.1% (confirmed plus unconfirmed responses).

e TTR and DOR: rrcHL (n=22)

The median time to response based on RECIST 1.1 was 1.9 months for the 10 confirmed responders with
HL. The median DOR was 17.4 months by KM estimation. Two of the 10 confirmed responses were
ongoing at the time of data cutoff.

The median time to response based on IWG 2007 criteria was 2.6 months for the 3 responders in the
dedicated rrcHL cohort (post Amendment 7). The DOR ranged from 0.0+ to 6.1+ months. One responder
had a DOR of 6 months or longer.

Among the 12 responders by IWG 2007 criteria, the median time to response was 2.3 months and the
median response duration was 17.3 months. There were 77.8% of participants with response duration > 9
months. Three of the 12 responses were ongoing as of the data cutoff date [see Tables and Figure below].

Table 55

KEYNOTE-051
Summary of Time to Response and Duration of Response
Based on TWG 2007 per BICR Assessment in Subjects with a Response
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part IT)

All Subjects as Treated
MN=22)

Number of subjects with response’ 12
Time to Response (months)

Mean (SD) 27(14

Median (Range) 23(1.1-6.2)
Response Duration® (months)

Median (Range) 17.3(0.0+-287)
Number (%?) of Subjects with Extended Response Duration:

=3 months 8(88.9)

=6 months 8(88.9)

=9 months T(77.8)
TIncludes subjects with confirmed response.
* From product-limit (Kaplan-Meier) method for censored data.
"+" indicates there 1s no progressive disease by the time of last disease assessment.
BICE. = Blinded independent central review.
(Data Cutoff Date: 10JAN2020).

Source: [PO5SIV02MEK3475: adam-adsl; adtte]
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Table 56

Figure 35

KEYNOTE-051
Summary of Response Outcome in Subjects with Censored from the DOR Analysis
Response Based on IWG 2007 per BICR Assessment
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part II)

MK3475 2 mg/kg Q3W
(N=22)
Number of Subjects with Response’ 12

Subjects Who Progressed or Died* (%) 6 (50.0)

Range of DOR (months) 2.1t028.7
Censored Subjects (%) 6 (50.0)
Subjects who missed 2 or more consecutive disease assessments 0 (0.0
Subjects who started new anti-cancer treatment 3(25.0)
Subjects who were lost to follow-up 0(0.0)
Subjects whose last adequate assessment was = 3 months prior to data cutoff date 0 (0.0
Ongoing response’ 3(25.0)
= 3 months 2(16.7)
< 3 months 1(8.3)

Range of DOR (months)

TIncludes subjects with a confirmed complete response or partial response.

* Includes subjects who progressed or died without previously missing 2 or more consecutive disease
assessments.

iIncludes subjects who are alive, have not progressed. have not initiated new anti-cancer treatment, are not lost
to follow-up, and whose last disease assessment was <5 months prior to data cutoff date.

For censored subjects who met multiple criteria for censoring and do not have ongoing response, subjects are
included in the censoring criterion that occurred earliest.

'+' indicates there was no progressive disease by the time of last disease assessment.

BICE. = Blinded independent central review.

(Data Cutoff Date: 10JAN2020).

KEYNOTE-051
Kaplan-Meier Estimates of Response and Duration of Response
Based on IWG 2007 per BICR. Assessment in subjects with a response
All Relapsed/Refractory Hodgkin Lymphoma
({All Subjects as Treated Population - Part IT)

100 Il Censored

Cumdative Evert Rete (%)

MNumber of subjects at risk

a
=]

All Subjects as Treated 12 9 8 8 7 7 5 5 4 3 2 1 1 1

BICE = Blinded independent central review.
(Data Cutoff Date: 10JA™N2020).
Source: [PO5S1WO2MEK3475: adam-adsl: adtre]
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Among the 14 responders by Lugano criteria, the median time to response was 2.1 months and the median
response duration was 8.8 months. There were 45.5% of participants with response duration = 9 months.
Three of the 14 responses were ongoing as of the data cutoff date [see Tables and Figure below].

Table 57

KEYNOTE-051
Summary of Time to Response and Duration of Response
Based on Lugano per BICR Assessment in Subjects with a Response
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part II)

All Subjects as Treated
(N=22)
Number of subjects with response’ 14
Time to Response (months)
Mean (SD) 2200.7)
Median (Range) 21(1.1-3.9)
Response Duration® (months)
Median (Range) ‘ 88(00+-287)
Number (%7) of Subjects with Extended Response Duration:
=3 months 9(81.8)
=6 months 8(72.7)
=9 months
TIncludes subjects with confirmed response.
= From product-limat (Kaplan-Meier) method for censored data.
"+" indicates there 1s no progressive disease by the time of last disease assessment.
BICE. = Blinded independent central review.
(Data Cutoff Date: 10JAN2020).
Figure 36
KEYNOTE-051
Kaplan-Meier Estimates of Response and Duration of Response
Based on Lugano per BICR Assessment in subjects with a response
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part IT)
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Table 58

PFS:

KEYNOTE-051
Summary of Response Outcome in Subjects with Censored from the DOR Analysis
Response Based on TWG 2007 per BICR Assessment
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part IT)

MEK3475 2 mg/kg Q3W
N=22)
Number of Subjects with Response’ 12

Subjects Who Progressed ar Died- (%) 6 (50.0)

Range of DOR. (months) 21t028.7
Censored Subjects (%) 6 (50.0)
Subjects who missed 2 or more consecutive disease assessments 0(0.)
Subjects who started new anti-cancer treatment 3(25.09)
Subjects who were lost to follow-up 0(0.0)
Subjects whose last adequate assessment was = 3 months prior to data cutoff date 0(0.)
Ongoing response’ 3(25.09)
= 5 months 2(16.7)
= 5 months 1(8.3)

Range of DOR (months)

TIncludes subjects with a confirmed complete response or partial response.

* Includes subjects who progressed or died without previously missing 2 or more consecutive disease
assessments.

¥ Includes subjects who are alive. have not progressed, have not initiated new anti-cancer treatment, are not lost
to follow-up. and whose last disease assessment was <3 months prior to data cutoff date.

For censored subjects who met multiple criteria for censoring and do not have ongoing response, subjects are
included in the censoring criterion that occurred earliest.

'+' indicates there was no progressive disease by the time of last disease assessment.

BICR = Blinded independent central review.

(Data Cutoff Date: 10JAN2020).

e rrcHL (n=22)

The median PFS based on IWG 2007 criteria was 11.2 months by KM estimation for the 7 participants in
the dedicated rrcHL Cohort. PFS rates at 6 and 12 months were 55.6% and 27.8%, respectively.

The median PFS based on RECIST 1.1 was 12.2 months by KM estimation for 15 participants with HL in
the PD-L1-positive solid tumors and other lymphoma Cohort. PFS rates at 6 and 12 months were 73.3%
and 53.3%, respectively.

Among the 22 cHL participants, the median PFS based on IWG 2007 criteria was 8.3 months based on KM
estimation. PFS rates at 6 and 12 months were 55.1% and 42.9% [see Table and Figure below].
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Table 59

Figure 37

The median PFS based on Lugano criteria was 8.2 months based on KM estimation and PFS rates at 6 and

KEYNOTE-051

Suminary of Progression-Free Survival (PFS) by IWG 2007 per BICR Assessment
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part IT)

All Subjects as Treated

(N=22)
Number (%) of PFS Events 14 (63.6)
Person-Months 193
Event Rate/100 Person-Months (%) 12
Median PFS (Months)® 8.3
95% CI for Median PF$? (4.0.19.2)
PFS rate at 6 Months in % ° 55.1
PFS$ rate at 12 Months in % § 429

Progression-free survival 1s defined as time from first dose to disease progression, death or start of new

anti-cancer therapy, whichever occurs first.
¥ From product-limit (Kaplan-Meier) method for censored data.
BICE. = Blinded independent central review.
(Data Cutoff Date: 10JAN2020).

Source: [PO31V02MEK3475: adam-adsl: adtte]

KEYNOTE-051

Kaplan-Meier Estimates of Progression-Free Survival (PFS) by IWG 2007 per BICR

Assessment

All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part II)

110 g Il Censored
100 —

Progression-Free Surviva (%)

8
I

0 6 12 1R
Time in Months
AtRisk

All Subjects as Treated 22 9 7 5

Data Cutoff Date: 10JAN2020).
source: [PO5S1V02ZMEK3475: adam-adsl: adtte]

12 months were 53.0% and 24.2% [see Table and Figure below].
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Table 60

KEYNOTE-051
Summary of Progression-Free Survival (PFS) by Lugano per BICR Assessment
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part IT)

All Subjects as Treated
N=22)
Number (%) of PFS Events 16 (72.7)
Person-Months 195
Event Rate/100 Person-Months (%) 82
Median PFS (Months)? 82
95% CI for Median PFS¢ (4.0.11.6)
PFS rate at 6 Months in % § 53.0
PFS rate at 12 Months in % § 242

Progression-free survival 1s defined as time from first dose to disease progression, death or start of new
anti-cancer therapy, whichever occurs first.

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

BICRE. = Blinded independent central review.

(Data Cutoff Date: 10JAN2020).

Source: [PO51IV02MEK3475: adam-adsl; adtte]

Figure 38

KEYNOTE-051
Kaplan-Meier Estimates of Progression-Free Survival (PFS) by Lugano per BICR
Assessment
All Relapsed/Refractory Hodgkin Lymphoma
(All Subjects as Treated Population - Part IT)

110 g [l Censored

Progression-Free Surviva (%)

o+ 0
o & 12 18 24 3B 3B

Time in Months

At Risk

All Subjects as Treated 22 10 4 4 1 1 0

Data Cutoff Date: 10JAN2020).
Source: [POSIV02MEK3475: adam-adsl: adtte]

Assessment report
EMA/97222/2021 Page 109/178



e All Relapsed/Refractory Tumours Except Hodgkin Lymphoma (n=139)

The median PFS based on RECIST 1.1 was 1.8 months by KM estimation for 139 participants with
relapsed/refractory tumors other than HL. PFS rates at 6 and 12 months were 18.7% and 13.2%,
respectively.

(o °H
e rrcHL (n=22)

For the 22 participants with HL, the median OS had not been reached at the time of data cutoff for this
report. The OS rate was 100% at both 6 and 12 months by KM estimation. One participant died shortly
after 12 months.

e All Relapsed/Refractory Tumors Except Hodgkin Lymphoma (n=139)

The median OS was 9.0 months by KM estimation for the 139 participants with relapsed/refractory
tumors other than HL. OS rates at 6 and 12 months were 57.8% and 45.0%, respectively.

Supportive study(ies)

Keynote (KN)-087 - A Phase II Clinical Trial of MK-3475 (Pembrolizumab) in Subjects with
Relapsed or Refractory (r/r) Classical Hodgkin Lymphoma (cHL).

Figure 39 Study design
Stu&y Design
-
::> PEMBROLIZUMAB :> or |::> SFU

200 mg IV Q3w maximum of
COHORT 3 35 eveles

N = 60 participants with R/R cHL / cohort

Cohort |: Participants who failed to achieve a response or progressed afier auto-SCT and
relapsed after treatment with, or failed to respond to treatment with, BV post-auto-SCT
Cohort 2: Participants who were unable to achieve a CR or PR to salvage chemotherapy and
did not recerve awto-3CT, but relapsed afler treatment with, or failed to respond o treatment
with, BY

Cohort 3: Participants whe failed to achieve a response o, or progressed after, auto-SCT, and
had not received BY after auto-SCT and did, or did not, receive BV as part of primary
treatment or salvage treatment

aule=5C T=autologous stem cell iransplant; BY=brentuximab vedoting cHL=classical Hodgkin lymphoms:;
CR~=complete response or remission: [V=intravenous|ly): PD=progressive disease;
PR=partial response or remission; Q3W=once every 3 weeks; R/ R=relapsedirefractory; SFU=safety [ollow-up

Methods
Study design and population

KN-087 is an ongoing, multicenter, single-arm, multi-cohort, non-randomized Phase 2 study of IV
pembrolizumab in adult patients with R/R cHL who failed to achieve a response or progressed after
autologous stem cell transplant (auto-SCT) and relapsed after treatment with, or failed to respond to
treatment with, brentuximab vedotin (BV) post-ASCT (Cohort 1); who were unable to achieve a complete
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response (CR) or partial response (PR) to salvage chemotherapy and did not receive ASCT, but relapsed
after treatment with, or failed to respond to treatment with, BV (Cohort 2); and who failed to achieve a
response to, or progressed after, ASCT, and had not received BV after ASCT and did or did not, receive
BV as part of primary treatment or salvage treatment (Cohort 3).

Treatment
Pembrolizumab was administered at the dose of 200 mg once every 3 weeks.
Efficacy objectives and endpoints

The study primary efficacy objective was to evaluate the objective response rate (ORR) of pembrolizumab
by blinded, independent central review (BICR) according to the International Working Group (IWG)
response criteria within each of the 3 cohorts of participants with R/R cHL. Secondary objectives were to
evaluate: the ORR using the Lugano Classification, the CRR by the IWG criteria and the Lugano
Classification, to evaluate PFS, DoR and OS.

Sample size and statistical methods

Approximately 60 participants were planned to be enrolled per cohort. The primary population for efficacy
analysis was the All-Subjects-as-Treated (ASaT) population: all enrolled participants were included if they
received at least 1 dose of study treatment.

ORR analysis consisted of the point estimate and 95% 2-sided exact confidence interval (CI) using the
Clopper-Pearson method. An exact binomial test was conducted versus a fixed control rate. CRR analysis
consisted of the point estimate and 95% 2-sided exact CI using the Clopper-Pearson method. DOR was
analysed in all responders by summary statistics using the Kaplan-Meier (KM) method, with participants
in response censored at their last assessment. PFS was analysed in all responders by summary statistics
using the KM method, with missing data censored at last assessment. OS was analysed by summary
statistics using the KM method, with missing data censored at last assessment.

Results
Disposition, Demographics, and Baseline Characteristics

Per protocol, all study participants had cHL, participants in Cohorts 1 and 3 were post-auto-SCT, and
participants in Cohort 2 had not received an auto-SCT. The most common subgroup of cHL was nodular
sclerosing Hodgkin Lymphoma (169 participants [80.5%1). All participants were heavily pre-treated, with
a median of 4.0 prior lines of therapy (range: 1 to 12). A total of 175 participants (83.3%) had previously
failed to respond to or relapsed after treatment with BV. Seventy-seven participants (36.7%) had prior
radiation therapy. Median Age (Range) was 34 years (19 to 64 years) in cohort 1; 40 years (20 to 76
years) in cohorts 2; 32 years (18 to 73 years) in cohort 3.

Number of Participants Randomized/Treated/Ongoing/Discontinued

A total of 210 participants were allocated and treated in this study: 69 in Cohort 1; 81 in Cohort 2, and
60 in Cohort 3. As of the data cutoff date of 21-MAR-2019, 46 participants (21.9%) had completed the
protocol-specified maximum treatment duration of 35 administrations (approximately 2 years) and 164
participants (78.1%) had discontinued study treatment. The most common reason for treatment
discontinuation was disease progression (including events of clinical progression; [n=91]). The median
duration of follow-up was 39.5 months (range: 1.0 to 44.8).
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Outcomes

Table 61 Efficacy results

COHORT 1 COHORT 2 COHORT 3 Total
S?}/lj, I;)S(EDIE%’ n=69 n=81 n=60 N=210
- 54 5 13 49
Based on IWG criteria (78.3, 66%7-87.3) (642, 522.8-74.6) (717, 548.6-82.5) (71.0, éi)s-nm
Based on Lugano criteria . >3 _55 .4 ! L34
= (84.1,73.3-91.8) | (67.9,56.6-77.8) | (68.3,55.0-79.7) | (73.3,66.8-79.2)
CRR by BICR, n (%) n=69 n=81 n=60 N=210
Based on IWG criteria 18 (26.1) 21 (25.9) 19 (31.7) 58 (27.6)
Based on Lugano criteria 25(36.2) 23 (28.4) 21 (35.0) 69 (32.9)
DOR, months n=54 n=52 n=43 N=149
Median (range)® 25.0 (0.0+,36.1+) | 11.1 (0.0+, 35.9+) | 16.8 (0.0+,39.1+) | 16.6 (0.0+, 39.1+)
PFS by BICR n=43 n=54 n=36 N=133
Median (95% CI), months | 16.4 (11.3,27.6) 11.1(7.3,13.5) 19.4(8.4,22.1) 13.6 (11.1,16.7)
Rate at 12 months®, % 61.3 43.0 53.9 523
Rate at 24 months®, % 41.6 21.9 34.0 322
(O] n=69 n=81 n=60 N=210
Median, months Not reached Not reached Not reached Not reached
Rate at 12 months®, % 95.7 96.2 96.6 96.1
Rate at 24 months®, % 92.6 91.0 894 91.1

a. “+” indicates there was no progressive disease at the time of the last disease assessment.

b. By KM estimation.

2.4.3. Discussion on clinical efficacy

Design and conduct of clinical studies

Pivotal study KN-204 is a phase III, randomised, open-label clinical trial designed to compare
pembrolizumab vs. BV in subjects with r/r cHL. All patients with r/r cHL could be enrolled irrespectively of
number of prior lines of therapy or refractory/relapsed disease status. Out of safety concerns subjects who
received allogeneic HSCT within the last 5 years or had clinically relevant autoimmune conditions, active
infection, CNS localization or current/previous pneumonitis were excluded: this is in line with the currently
approved Keytruda SmPC and acceptable.

The study population underwent several changes over the course of the study, eventually resulting in high
heterogeneity: under protocol amendment 2, e.g., subjects who previously responded to BV-containing
regimens became eligible. Re-treatment of responders to BV is reflected in the current SmPC of Adcetris
and is not controversial. Diverging form previous CHMP SA, however, protocol amendment 2 also allowed
for the inclusion of patients with one single prior line of therapy, regardless of their transplant eligibility
status. Then, following Amendment 03, patients considered by the Investigator to be eligible to
ASCT/alloHSCT were definitely excluded from trial participation.

The main aim of salvage treatment in r/r cHL is to obtain a second remission and proceed to ASCT. Salvage
chemotherapy followed by ASCT can allow for long-term disease control/cure in up to 50% of patients.
Transplant eligibility is usually evaluated based on response to salvage treatment and residual
chemosensitivity. Subjects with chemoresistant disease (i.e. patients unable to achieve a second remission
or at least a significant reduction of disease bulk with salvage regimens) are not considered eligible to
ASCT, since the expected benefit of transplant in this subgroup is limited. Some patients can be considered
upfront ineligible to ASCT because of age and/or significant comorbidities.

Although the prognostic impact of refractoriness to frontline chemotherapy is recognised, it cannot be
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considered, per se, a major criterium to define transplant ineligibility (see e.g. Hoppe RT et al, NCCN
guidelines for HL v.2.2020).

Subjects were randomised 1:1 to receive up to 35 cycles of either pembrolizumab at the approved 200mg
Q3W dose regimen or BV at the standard 1.8 mg/kg dose Q3W. According to the current Keytruda SmPC
(section 4.2), patients are expected to continue pembrolizumab until disease progression or unacceptable
toxicity. However, no subject received pembrolizumab for more than 35 cycles in study KN-204 and limited
data are currently available on response duration following pembrolizumab discontinuation at cycle 35.
Consistent recommendations are included in the SmPC.

BV could also be continued up to 35 cycle, yet, the currently approved SmPC for Adcetris specifies that r/r
cHL patients who achieve stable disease (SD) or better could receive a minimum of 8 cycles and up to a
maximum of 16 cycles of BV. Since a limited number of subjects received less than 8 or more than 16
cycles of BV in study KN-204 and no significant efficacy/safety issues have been observed in these subsets,
the impact of prolonged BV administration on B/R evaluations is considered limited.

The choice of BV as comparator is acceptable for subjects not eligible to additional chemotherapy, being
the current standard for patients who have failed ASCT or at least two lines of therapy.

The prognostic impact of the chosen stratification factors for randomisation (prior ASCT and disease status
after frontline therapy) is recognised. The role of other factors with known prognostic relevance (e.g.
presence of bulky or extranodal disease, response to prior therapy and anaemia at relapse), was also
investigated in dedicated post-hoc subgroup analyses.

PFS (assessed by BICR according to IWG response criteria [Cheson, 2007], including clinical and imaging
data following auto-SCT or allo-SCT) and OS were selected as dual primary efficacy endpoints to assess
clinical benefit: this is agreed. Although study KN-204 was designed to claim success in the case
pembrolizumab was confirmed superior to BV in either PFS or OS, consistency of results across primary
endpoints is nonetheless expected. In this regard, since BV and pembrolizumab are both approved in the
EU for the treatment of cHL patients in advanced settings of relapse, the possibility of a confounding effect
of systematic off-study cross-over on OS cannot be excluded.

The other secondary/exploratory endpoints (e.g. ORR, CRR, DoR, ORR post-progression, PFS2 and PROs
explored using the validated EQ-5D and EORTC QLQ-C30 instruments) are considered overall adequate to
further characterize pembrolizumab efficacy in the target population. Although the older 2007 IWG response
criteria were used for the primary efficacy analyses, additional analyses using the 2014 Lugano response
criteria were also provided.

From a methodological perspective, the planned sample size (n=300) in study KN-204 is congruent with
clinical assumptions and adequate to allow for the detection of a HR of 0.62 for PFS with a 85% power at
alpha 1.2% (one-sided), a HR of 0.6 for OS with a 80% power at alpha 1.25% (one-sided) and a 18-20%
improvement in ORR with a 90% power at alpha of 0.6% (one-sided and provided that the PFS hypothesis
is rejected). Four interim analyses (IAs) and one final analysis (FA) were pre-specified. The statistical
methods used to test time to event and binary endpoints are standard and the overall strategy to control
multiplicity is not controversial. With respect to PROs, the EQ-5D and EORTC QLQ-C30 instruments are
validated and acceptable. The 10-point change considered as minimal important difference (MID) was,
however, poorly justified beyond a generic statement that this difference was perceived as clinically
meaningful by the patients. Imputation under MAR was also planned to address missing data, yet no reason
was provided to justify the MAR assumption. Most importantly, no strategy to control multiplicity was put
in place for PROs analyses, and the open-label study design further questions results reliability.

Supportive study KN-087 is an ongoing, single-arm, multi-cohort, non-randomized Phase 2 study
investigating the efficacy of pembrolizumab monotherapy in a heterogeneous population of patients with
cHL in advanced settings of relapse. Cohort 3, which also included BV-naive patients, can be considered
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the most informative for the claimed indication. Results for study KN-087 were pivotal in supporting the
initial indication of pembrolizumab for the treatment of r/r cHL (see EPAR for procedure
EMEA/H/C/003820/11/0014).

Efficacy data and additional analyses

Three-hundred and thirty-eight subjects were screened in study KN-204 and 304/338 (~89.9%) were
eventually randomised to receive either pembrolizumab (n=151) or BV (n=153). At the time of the data
cut-off date the vast majority of subjects had discontinued study treatment.

Sixty-four (~21%) subjects underwent subsequent ASCT and 27 (~9%) allogeneic HSCT, with no significant
differences across study arms. Considering that transplant-eligibility was an exclusion criterion, the high
rate of patients receiving subsequent transplant in study KN-204 further highlights the difficulties in
prospectively defining transplant eligibility in cHL.

Demographic characteristics were generally well balanced across treatment arms and overall consistent
with what expected in a population of patients with r/r cHL. Nearly all subjects had a good performance
status at the time of study entry (ECOG score was 0-1 in 99.7% of subjects), the majority had no B-
symptoms (73.7%) and only 19.7% and 5.6% had bulky disease and bone marrow involvement,
respectively.

The median number of prior lines of therapy was 2, with a median of 3 prior regimens received, and
approximately 40% and 37% in both treatment arms had received prior radiotherapy (RT) and ASCT,
respectively. Only a minority of patients had received prior BV (~5%, 10 patients in the BV and 5 in the
pembrolizumab arm). Overall, nearly 70% of patients had primary refractory or early relapsed disease (i.e.
response duration <12 months), identifying a high-risk clinical setting.

Taking into account the broad claimed indication and the significant heterogeneity in the study population,
baseline characteristics stratified by number of prior lines of therapy and transplant eligibility were also
provided. Overall, despite the fact that under protocol versions 1 and =3 inclusion was limited to transplant
ineligible patients, only 192/304 (63%) patients in study KN204 were deemed transplant ineligible at the
time of enrolment. As expected based on current guidelines, most transplant-ineligible patients (137/192
[~71%]) had received =2 prior lines of systemic therapy and only 55 patients (29% of all transplant-
ineligible patients and 18% of the overall study population) were deemed transplant ineligible after one
single line of therapy.

With respect to transplant-ineligible subjects with =2 prior therapies, median age was 34 years (range 18
to 83), only 10.8% of patients were aged =65 years (3.2% aged =75) and most subjects had a baseline
ECOG score of 0 or 1 (58.2% and 41.4%, respectively). Approximately 30% were refractory to frontline
chemotherapy and ~37% had received prior ASCT. Nodular-sclerosis was the more represented cHL
histological subtype (~81%) and bulky disease, B symptoms and bone marrow involvement were present
in approximately 21%, 28% and 4% of patients, respectively.

Transplant-ineligible subjects with one single prior line of therapy were older (median age at baseline was
49 years), with 40% of patients aged =65 years and 12.7% (7/55) =75 years. Baseline ECOG PS score
was 0 (74.5%) or 1 (25.5%) in all subjects. The proportion of patients in this subgroup that were refractory
to frontline chemotherapy was ~22% and, as expected, none had received prior ASCT. Most patients had
nodular-sclerosis cHL (~82%) and only ~15% had bulky disease, 16% reported B symptoms at baseline
and ~11% had bone marrow involvement.

With a median follow-up of approximately 2 years, the primary PFS analysis can be considered sufficiently
mature (e.g. 55% of patents having experienced at least one PFS event). Study KN-204 met the primary
PFS endpoint: pembrolizumab demonstrated a statistically significant superiority in PFS compared to BV.
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Median PFS was 13.2 months (95%CI 10.9, 19.4) and 8.3 months (95%CI 5.7, 8.8) in the pembrolizumab
and in the BV arms, respectively (HR 0.65, 95%CI 0.48, 0.88, p=0.00271). The external validity of the
data is supported by the fact that PFS outcomes observed in the BV arm of study KN-204 were overall in
line with those reported in the Adcetris registrational trial (study SG035-0003), where a ~6 months median
PFS was observed in a more advanced patient population. The estimated 24-month PFS rate was 35.4%
and 25.4% for pembrolizumab and BV, respectively. Results from the planned sensitivity analyses and
secondary PFS endpoints were consistent with the primary analysis; in particular, results from the
secondary PFS analysis censoring patients at the time of transplant confirmed study outcomes (HR 0.62,
95%CI 0.46, 0.85), showing that the impact of subsequent transplant on the relative efficacy of
pembrolizumab vs. BV was overall limited.

In a population often characterised by significant chemoresistance, ORR was numerically higher with
pembrolizumab compared to BV (65.6% [95%CI: 57.4, 73.1] and 54.2% [95%CI: 46.0, 62.3],
respectively), yet confidence intervals largely overlapped and no significant differences could be observed
in terms of CR rates (24.5% [95%CI 17.9%, 32.2%] with pembrolizumab and 24.2% [95% CI 17.6%,
31.8%] with BV). DoR data were not sufficiently mature, yet a possible trend towards longer response
duration with pembrolizumab could be observed (mDoR 20.7 vs. 13.8 months). The fraction of patients
with response duration longer than 24 months was, however, similar across treatment arms (47.4% vs.
42.8%, respectively).

Higher ORRs were observed in both treatment arms when the Lugano response criteria were applied:
72.8% and 67.3% with pembrolizumab and BV, respectively. The analysis applying the Lugano criteria
also resulted in higher rates of remission, in particular in the BV arm (CRR 30.7%). Despite similar PFS,
DoR according to the Lugano criteria was significantly shorter in both treatment arms (16.8 and 5.8
months, with pembrolizumab and BV, respectively).

Pembrolizumab and BV are both authorised in the EU for the treatment of cHL patients in advanced settings
of relapse, making uncontrolled cross-over a possible issue. In this regard, PFS2 data are considered of
value. Unfortunately, at the time of data cut-off date, the PFS2 analysis was still largely immature, with
just 27.8% and 35.3% of events observed in the pembrolizumab and BV arms, respectively. Reassuringly,
a favourable trend could still be observed (HR 0.58, 95%CI 0.38, 0.87, p=0.0037), yet updated data and
detailed information on subsequent treatments are needed to exclude significant differences in treatment
patterns across study arms.

The MAH remains blinded to subsequent efficacy data post-IA2 and the first planned formal OS analysis is
to occur at ~91 events (IA3), which is not expected to occur until the second quarter of 2022 based on the
event rate observed at the data cutoff used for IA2 (16-JAN-2020). An update for PFS2, as well as pre-
planned analyses assessing effect of crossover on OS will be provided.

With respect to PROs, a trend towards an improvement could generally be observed with pembrolizumab,
yet the open-label design of study KN-204 and the absence of any multiplicity control strategy do not allow
to uphold formal superiority claims.

Overall, pembrolizumab demonstrated a consistent benefit across subgroups with the main exception of
regional differences. Despite there were no obvious imbalances in baseline characteristics that could
explain the negative trend in EU vs. ex-EU participants, subgroup analyses suggested inferior efficacy (HR
0.93) [95% CI: 0.50, 1.74], compared with for participants in the EU (n=95) compared to Ex-EU
participants (n=209); HR 0.53 [95% CI: 0.37, 0.76]. Median PFS in this subgroup (16.4 months with
pembrolizumab and 8.3 months in the BV arm) was in line with what observed in the overall population,
yet KM plots showed that, after an initial separation, PFS curves re-joined to remain overlapped in a sort
of plateau configuration. No similar trend could be observed in the overall population or in the ex-EU
subset. PFS and ORR results stratified by region for the pooled HL population across studies KEYNOTE-
204, KEYNOTE-087 and KEYNOTE-051 were also provided. The methodological limitations, especially
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regarding interpretability of time-to-event endpoints and the overlapping of the confidence intervals, are
acknowledged; nonetheless, also in the relatively large study KN-087 (n=210) a similar trend towards
reduced benefit in the EU vs. ex-EU population was observed (ORR difference 7% and median PFS
difference 2.5 months in the pooled dataset). Results of PFS Sensitivity Analysis 1 in KEYNOTE-204
confirmed the primary analysis by region. Since the observed regional differences appeared to be less
pronounced in the PFS secondary subgroup analysis (PFS censored at the time of transplant), the MAH
also evaluated the impact of SCT on PFS in the KEYNOTE-204 EU participants. However inter-treatment
arm differences in the arithmetic median of “additional” PFS time after SCT (i.e. beyond the censoring
date of the PFS secondary analysis that was considered based on the primary PFS definition) were only
small and therefore, differences between PFS primary and secondary analyses cannot be easily explained
by subsequent SCT: the observed differences across regions remain unclear.

Similar clinical outcomes were observed in subjects with 1 and =2 prior lines of therapy: the ORRs with
pembrolizumab ranged between 61.8% and 66.7% across all subsets defined by number of prior therapies
and transplant eligibility vs. 46.4%-54.4% with BV. PFS also consistently favoured the pembrolizumab arm
across all prior lines of therapy subgroups, with mPFS ranging between 16.4 and 11.1 months with
pembrolizumab vs. 8.4-5.7 months with BV (HR 0.62-0.70). Overall, efficacy results were usually more
favourable in less pre-treated subjects with one notable exception: a lower CRR was observed with
pembrolizumab in patients with 1 prior line of therapy (14.8% vs. 25.7% with BV).

Updated results with a median follow-up of approximately 40 months were also provided from the
uncontrolled supportive study KN-087, showing an IWG ORR by BICR of 71% (95%CI 64.3, 77) and 71.7%
(95%CI 58.6, 82.5) in the overall population and in cohort 3, respectively. CRRs were 27.6% and 31.7%,
median DoR 16.6 and 16.8 months and median PFS 13.6 and 16.8 months, respectively. Median OS was
not reached in all cohorts. With the limits of indirect comparisons, efficacy results in study KN-087 can be
considered supportive of the activity of pembrolizumab in r/r cHL.

BV is a recognised option for subjects who have failed salvage chemotherapy +/- ASCT (i.e. 3 line), so
the ~5-month A in median PFS observed in the pivotal study with pembrolizumab vs. BV, which is equivalent
to ~35% reduction in the risk for progression or death, can be considered of clinical relevance in such
advanced clinical setting. PFS K-M plots did not show any clear plateau, however, confirming how cure is
rarely achieved in advanced relapse settings. However, assessing clinical benefit with pembrolizumab in
subjects who have failed one single line of therapy was, less straightforward. According to current EU
guidelines (see e.g. the ESMO guidelines for cHL, Eichenauer DA et al, Ann Oncol 2018), non-cross resistant
chemotherapy is still the recommended option for patients failing frontline treatment, while BV is not
currently authorised in EU as 2" line treatment. In this regard, published data show that ORR as high as
80% (CRR 20-70%) can be observed with salvage polychemotherapy, with 4-year EFS rates of 50% and
10% in transplant-naive and non-transplant eligible patients, respectively, and 4-year OS rates as high as
70% and 30% for patients who received or not consolidation ASCT, respectively (see e.g. Bartlett NL et al,
Ann Oncol. 2007; Kuruvilla J et al, Cancer 2006; Santoro A et al, JCO 2016). For less intensive regimens
based on single-agent gemcitabine or bendamustine the reported ORRs were still in the range 40-55%
(CRRs 7% and 37%, respectively). A median TTP of 3 months (range, 2-7 months) has been reported with
single-agent gemcitabine, while the median DoR with bendamustine monotherapy was as high as 8 months,
although this analysis was still immature, with all responders maintaining a continuous response at the last
follow-up examination (see e.g. Ozdemir E et al, Blood 2015; Zinzani PL et al, Clin Lymphoma Myeloma
Leuk 2015). Even considering patient heterogeneity and the known limits of indirect comparisons, clinical
benefit with pembrolizumab in 2™ line patients not eligible to transplant is not considered established.

With respect to 2nd line patients (n=55), a heterogeneous population was included in study KN-204
encompassing both upfront transplant-ineligible patients (e.g. due to age and comorbidities) and subjects
who were refractory to frontline chemotherapy. Only 34/55 2" line patients were deemed transplant-
ineligible for reasons other than chemo-refractoriness, just 22/55 (40%) were aged =65 and 7/55 (12.7%)
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>75 years. No information was provided on concurrent comorbidities that contraindicated ASCT and most
patients (74.5%) had a baseline ECOG score of 0. Overall, it is uncertain whether 2" line patients in study
KN-204 can be considered representative of real-world transplant ineligible patients and to what extent the
observed results can be generalised to such frail population.

With respect to subjects refractory to frontline chemotherapy, published data suggest that autologous
transplant remains the best strategy to achieve long-term disease control (see e.g. Sibon D et al,
Haematologica 2016): the need for novel salvage therapies characterised by high CRR rates to improve
transplant access for primary refractory patients is recognised. In this regard, however, only 21 2" line
patients were deemed ineligible to ASCT due to primary chemoresistance in study KN-204 and the CRR rate
observed in this 2" line subgroup (14.8%) was not sufficiently compelling.

The limited available data in 2" line transplant-ineligible patients are not considered adequate to conclude
for clinical benefit in this subgroup. The indication was eventually revised to reflect this.

Assessment of paediatric data on clinical efficacy

Study KN-051 is an ongoing Phase I/II study investigating pembrolizumab monotherapy in paediatric
patients with solid tumours and malignant lymphomas. Paediatric subjects with r/r cHL could be enrolled in
the dedicated r/r cHL expansion cohort or in the PD-L1 positive advanced, relapsed or refractory solid
tumour or other lymphoma cohort, provided that they had failed standard therapy and no other treatment
option was considered appropriate. The IWG response criteria were used to assess response in the
dedicated cHL cohort, while response in the PD-L1 positive cohort was assessed according to the RECIST
1.1 criteria. Efficacy data were also retrospectively re-assessed using the IWG 2007 and the 2014 Lugano
response criteria for all patients.

Overall, 22 paediatric patients with r/r cHL were treated in study KN-051: 7 patients enrolled in the
dedicated cHL cohort and 15 in the PD-L1 positive cohort. The median number of prior lines of therapy in
the paediatric population was 2 vs. 3 in study KN-204, most patients (13/22, ~60%) had received ABVD-
like regimens in first line, which is not unexpected taking into account that adolescents made up for the
majority of the studied population and they are often treated according to adult standards in real world
clinical practice. In line with the high-risk population studied in the KN-204 trial, most cHL patients in
study KN-051 (14/22, ~64%) were refractory to frontline chemotherapy. Overall, the studied population
can be considered representative of real-world cHL paediatric patients, in particular adolescents, in an
advanced setting of relapse. cHL is rarer in infants and children, which are indeed poorly or not at all
represented in the studied population. Clinical benefit evaluations in these settings have to rely on
extrapolation from the adult and adolescent setting.

The ORR per IWG criteria observed in the 7 patients treated in the dedicated r/r cHL cohort was 42.9%
(3/7), which is numerically lower than what observed in adults in pivotal study KN-204 (i.e. 65.6%). Two
out of 7 subjects achieved a CR. Median DoR in this cohort was not reached due to limited follow-up (only
one patient had an ongoing DoR =6 months). Median PFS in the r/r cHL cohort (11.2 months) was in line
with that observed in study KN-204 (13.2 months), yet the estimated 12-month PFS rate was lower than
that reported in adults (27.8% vs. 53.9%, respectively). The ORR per RECIST criteria was 66.7% (10/15
with only one patient reaching a CR), with median DoR and PFS of 17.4 and 12.2 months, respectively.
The actual clinical value of these results is, however, unknown because of the limited generalisability of
RECIST responses in cHL. OS data are still immature to draw meaningful conclusions.

With respect to the pooled population, higher ORR and CRR were observed with the Lugano criteria
(54.5% [12/22] and 4.5% [1/22], respectively) compared to the IWG criteria (63.6% [14/22] and 18.2%
[4/22], respectively), possibly reflecting the increased relevance of PET activity vs. TC lesion measures in
the 2014 Lugano criteria. As in the adult setting, despite similar median PFS (8.3 and 8.2 months with
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the IWG 2007 and Lugano criteria, respectively) a significant difference in response duration was
assessed when the IWG 2007 (17.3 months) and the Lugano criteria (8.8 months) were applied. Again,
increased reliance on PET activity rather than dimensional increase of target lesions with the Lugano
criteria might explain the shorter response duration. The provided KM curves failed to show any clear
plateau, irrespectively of response criteria.

The available efficacy data in paediatric patients with r/r cHL are limited (e.g. because of poor numbers,
heterogeneity in response criteria, intrinsic difficulties in assessing time-to-event endpoints in uncontrolled
studies and limited information on the possible impact of prognostic characteristics and prior treatments on
the results) yet overall consistent with what observed in adults and, in principle, supportive of
pembrolizumab activity in this subgroup. The totality of the information presented provides reliable
evidence to support the extrapolation approach in the paediatric cHL population 3 years old and above.
Based on this, the MAH conducted a model-based bridging analysis to identify a dosing regimen that would
provide exposures in paediatric patients similar to those in adults as described in this submission.

In line with the framework proposed in the “"Reflection paper on the use of extrapolation in the development
of medicines for paediatrics” the MAH has applied the extrapolation approach based on the following
comparisons between adults and paediatrics 1) similarity of HL disease, 2) similar pharmacology of drug
effect, 3) similar exposure-response for efficacy and safety. The totality of evidence allowed the MAH to
conduct a model-based bridging analysis to identify a dosing regimen that would provide exposures in
paediatric patients similar to those in adults.

HL is recognized as a cancer that affects both children and adults. The disease has the same biology and
natural history in both categories. HL has a bimodal age distribution, with peaks at 15 to 35 years of age
and again after 50 years of age. While children younger than 14 years old have a higher incidence of nodular
lymphocyte predominant HL, cHL is the most common histologic subtype similar to the adult population.
Considering data on the incidence of HL in the paediatric population, children 3 years and older was used
as an inclusion criteria in KEYNOTE-051.

Classical HL is the population being studied in adult pembrolizumab clinical studies, where the median age
of enrolled participants has been in their 30s. The continuity of cHL disease across patients younger than
18 years of age and older than 18 years of age confers that it is essentially the same disease in children
and adolescents as in adults. This is underscored by the same prognostic factors associated with success
of therapy such as advanced stage disease, presence of B symptoms, bulky disease, ESR, haematocrit, and
response to initial chemotherapy. Because of this, no difference in the mechanism of action and activity of
pembrolizumab in this setting is expected to be observed between children and adults.

Historically, treatment of cHL in childhood and adults generally utilized the same strategy and agents, with
high cure rates especially in younger patients. Treatment of rrcHL similarly follows adult-based strategies,
with multi-agent chemotherapy followed by myeloablative high-dose chemotherapy with auto-SCT. Front-
line treatment for children and adolescents with cHL is highly effective, with many patients essentially
cured. However, children and adolescents with relapsed or refractory cHL need improved therapies. Their
currently available treatment options are typically more multi-agent chemotherapy regimens, including high
dose therapy with auto-SCT. In patients who have previously been refractory to or relapsed from 1 or 2
lines of chemotherapy, particularly those with high-risk disease, these existing treatment options are not
satisfactory; while there is little expectation of potential benefit, additional toxicity is certain and
unavoidable. The other option at that point is investigational agents in clinical studies. The MAH has
identified a clear unmet medical need in this subset.

The IL-2 release biomarker reflects the functional blockade of the PD-1 pathway by pembrolizumab and is
utilized as a measure of target engagement - in support of a similar pharmacology drug effect;. Overall,
even though the data in paediatric participants are limited, the estimates of IC50 values are similar between
adults and paediatric participants.
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Exposure-response analysis for best percent change from baseline tumor size, demonstrated similar
relationships between adult and paediatric participants with cHL.

Efficacy in cHL paediatric patients is supported by extrapolation of efficacy data in adults (KEYNOTE-204,
KEYNOTE-087). In addition, KEYNOTE-051 provides supportive efficacy data in cHL paediatric patients and
safety data in paediatric patients with different tumor types. Overall, the evidence supports a positive B/R
in the target population of children 3 years and older.

2.4.4. Conclusions on the clinical efficacy

Based on the available efficacy data, clinical benefit with pembrolizumab vs. BV is considered established
for adult patients with r/r cHL who have failed 2" line salvage chemotherapy +/- ASCT.

Efficacy data in the paediatric setting are limited, however, when the rarity of cHL in the paediatric age
and the consistent disease biology across age classes are taken into account, the available data can be
considered adequate to confirm the activity of pembrolizumab in paediatric patients and support the
proposed extrapolation strategy of results observed in the adult setting.

Therefore, the indication was eventually revised to "KEYTRUDA as monotherapy is indicated for the
treatment of adult and paediatric patients aged 3 years and older with relapsed or refractory classical
Hodgkin lymphoma who have failed autologous stem cell transplant (ASCT) or following at least two prior
therapies when ASCT is not a treatment option”.

The final study report for study P204 is already included as a Post-authorisation efficacy study (PAES) in
the Annex II; the deadline for the submission of the CSR has been extended to Q4 of 2025 in order for
the MAH to generate OS data as requested by the CHMP.

2.5. Clinical safety

Introduction

In the context of the extension of the currently approved therapeutic indication of pembrolizumab for the
treatment of relapsed or refractory classical Hodgkin lymphoma (r/r cHL) in adults to an earlier line of
therapy and to include paediatric patients, safety results have been presented by:

e Indication Population, including overall 300 r/r cHL patients treated in the study KEYNOTE-204, a
randomized, open-label, Phase 3 trial evaluating pembrolizumab in monotherapy (KEYNOTE-204
Pembrolizumab Safety Dataset; n=148 patients) versus Brentuximab Vedotin (BV) (KEYNOTE-204
BV Safety Dataset; n=152 patients);

e cHL Safety Dataset for Pembrolizumab, a pooled safety data from KEYNOTE 204 (148 patients),
updated analysis of KEYNOTE-087 (210 patients) and KEYNOTE-013 cohort 3 (31 patients);

e Pembrolizumab Monotherapy Reference Safety Dataset (RSD), a pooled population including overall
5884 patients treated with pembrolizumab in monotherapy; this dataset consists of mostly solid
tumour data and represents the established safety profile for pembrolizumab;

e Cumulative Safety Dataset (CSD), a pooled population including overall 8093 patients who received
pembrolizumab in other studies, including cHL in KEYNOTE-013, KEYNOTE-087 and KEYNOTE-204.
The CSD was provided only to show that no clinically meaningful change from the RSD occurred,
supporting the consistency of the safety data of pembrolizumab across indications.

e To support the extension of the indication to r/r cHL paediatric patients, safety data from KEYNOTE-
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051 were also provided.

Table 62 Safety Datasets

Dataset (N)

Population!

Nomenclature
in
Tables/Figures

Nomenclature
in
Text

KEYNOTE-204

Pembrolizumab Safety

Dataset

148

Participants with relapsed or refractory cHL who
received pembrolizumab in KEYNOTE-204.

KEYNOTE-204
Data for
Pembrolizumab

KEYNOTE-
204
Pembrolizumab

Safety Dataset
KEYNOTE-
204 BV Safety
Dataset

cHL Safety
Dataset

KEYNOTE-204 BV 152
Safety Dataset

KEYNOTE-204
Data for BV

Participants with relapsed or refractory cHL who
received BV in KEYNOTE-204.

cHL Safety Dataset 389
for Pembrolizumab

Participants with relapsed or refractory cHL who
received pembrolizumab in KEYNOTE-204 (n=148),
KEYNOTE-087 (n=210), and KEYNOTE-013,
Cohort 3 (n=31).

Participants who received pembrolizumab in the Reference
following populations and studies: melanoma Safety Dataset
(n=2076) in KEYNOTE-001, KEYNOTE-002, for
KEYNOTE-006 and KEYNOTE-054; NSCLC Pembrolizumab
(n=2022) in KEYNOTE-001, KEYNOTE-002,
KEYNOTE-006, KEYNOTE-010, KEYNOTE-024
and KEYNOTE-42; HNSCC (n=909) in KEYNOTE-
012, KEYNOTE-040, KEYNOTE-048 and
KEYNOTE-055; HL (n=241) in KEYNOTE-013 and
KEYNOTE-087; Bladder (n=636) in KEYNOTE-045
and KEYNOTE-052.

Participants who received pembrolizumab in the
following populations and studies: advanced
melanoma in KEYNOTE-001, KEYNOTE-002,
KEYNOTE-006, and KEYNOTE-054; NSCLC in
KEYNOTE-001, KEYNOTE-010, KEYNOTE-024,
and KEYNOTE-042; HNSCC in KEYNOTE-012
(Cohort B; Cohort B2), KEYNOTE-040, KEYNOTE-
048, and KEYNOTE-055; gastric cancer in
KEYNOTE-012 (Cohort D), KEYNOTE-059

(Cohort 1), and KEYNOTE-062; cHL in KEYNOTE-
013 (Cohort 3), KEYNOTE-087, KEYNOTE-204;
bladder cancer in KEYNOTE-012 (Cohort C,
urothelial carcinoma), KEYNOTE-045, and
KEYNOTE-052; colorectal cancer in KEYNOTE-164
(Cohort A); PMBCL in KEYNOTE-013 (Cohort 4A)
and KEYNOTE-170; cervical cancer in KEYNOTE-
028 (Cohort B4) and KEYNOTE-158 (Cohort E);
advanced HCC in KEYNOTE-224; MCC in
KEYNOTE-017; esophageal cancer in KEYNOTE-
024 and KEYNOTE-028 (Cohort A4); RCC in
KEYNOTE-427; SCLC in KEYNOTE-028

(Cohort C1) KEYNOTE-158 (Cohort G); NMIBC in
KEYNOTE-057; and TMB-H in KEYNOTE-158.
Abbreviations: BV=brentuximab vedotin; cHL=Classical hodgkin lymphoma; HCC=Hepatocellular carcinoma; HL=Hodgkin lymphoma;
HNSCC=Head and neck squamous cell carcinoma; MCC=Merkel cell carcinoma; NMIBC=Non-muscle invasive bladder cancer; NSCLC=Non-small
cell lung cancer; RCC=Renal cell carcinoma; RSD=Reference safety dataset; SCLC=Small-cell lung cancer; TMB-H=high tumor mutation burden.

! All participants in the listed populations received at least 1 dose of the study treatment.

2 The Pembrolizumab Monotherapy RSD represents the established safety profile of pembrolizumab in monotherapy.

cHL Safety
Dataset for
Pembrolizumab

Pembrolizumab 588
Monotherapy 4
Reference Safety
Dataset?

RSD

Cumulative Safety 809
Dataset for 3
Pembrolizumab in
Monotherapy

Cumulative
Safety Dataset

Cumulative
Running Safety
Dataset for
Pembrolizumab

Patient exposure

Demographic and other characteristics of Study Population in the different Safety Datasets are reported in
Table 2. Gender, race and ECOG performance were generally similar across the KEYNOTE-204 safety
datasets, the cHL Safety Dataset and the RSD. Most patients were male, white and had an ECOG
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performance status score of 0. However, differences in age and region were observed between the different
datasets: in the KEYNOTE-204 and in the cHL Safety Dataset, the median age of patients was less than
that in the RSD, and more than 80% of patients were <65 years old compared with 57.5% of patients in
the RSD. Lower age is expected based on the epidemiology of cHL compared to solid tumors included in
the RSD. In addition, in KEYNOTE-204, more patients in both arms (pembrolizumab and BV) were enrolled
at ex-EU sites than in the cHL Safety Dataset (68.2% and 70.4% vs 56.8%), as observed for enrolment in

the RSD (64.4%).

Table 63 Patients Characteristics

KN204 Data KN204 Data cHL Safety Reference Cumulative
for for Data for Safety Dataset Running
Pembrolizuma | Brentuximab | Pembrolizuma for Safety Dataset
b** Vedotin? bl Pembrolizuma for
bt Pembrolizuma
pss
n (%) n (%) n (%) n (%) n (%)
Subjects in 148 152 389 5,884 8,093
population
Gender |
Male 81 (54.7) 89 (58.6) 212 (54.5) 3,887 (66.1) 5,416 (66.9)
Female 67 (45.3) 63 (41.4) 177 (45.5) 1,997 (33.9) 2,677 (33.1)
Age (Years) |
<65 122 (82.4) 130 (85.5) 343 (88.2) 3,385 (57.5) 4,640 (57.3)
>=65 26 (17.6) 22 (14.5) 46 (11.8) 2,499 (42.5) 3,453 (42.7)
Mean 41.8 40.9 39.7 60.6 60.4
SD 17.6 17.2 15.7 13.2 13.4
Median 35.5 35.0 35.0 62.0 62.0
Range 18 to 18 to 18 to 15 to 15 to
84 83 84 94 94
Race
American Indian Or 1 (0.7) 0 (0.0) 2 (0.5) 29 (0.5) 42 (0.5)
Alaska Native
Asian 13 (8.8) 13 (8.6) 25 (6.4) 658 (11.2) 1,209 (14.9)
Black Or African 4 (2.7) 8 (5.3) 11 (2.8) 108 (1.8) 138 (1.7)
American
Multiracial 4 (2.7) 5 (3.3) 7 (1.8) 66 (1.1) 85 (1.1)
Native Hawaiian Or 1 (0.7) 0 (0.0) 1 (0.3) 4 (0.1) 9 (0.1)
Other Pacific
Islander
Unknown 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.0)
White 116 (78.4) 114 (75.0) 330 (84.8) 4,444 (75.5) 5,957 (73.6)
Missing 9 (6.1) 12 (7.9) 13 (3.3) 575 (9.8) 649 (8.0)
Ethnicity
Hispanic Or Latino 24 (16.2) 20 (13.2) 41 (10.5) 389 (6.6) 531 (6.6)
Not Hispanic Or 109 (73.6) 114 (75.0) 288 (74.0) 4,690 (79.7) 6,588 (81.4)
Latino
Not Reported 8 (5.4) 10 (6.6) 34 (8.7) 181 (3.1) 291 (3.6)
Unknown 5 (3.4) 5 (3.3) 24 (6.2) 110 (1.9) 156 (1.9)
Missing 2 (1.4) 3 (2.0) 2 (0.5) 514 (8.7) 527 (6.5)
Age Class (Years)
<65 122 (82.4) 130 (85.5) 343 (88.2) 3,385 (57.5) 4,640 (57.3)
65-74 17 (11.5) 16 (10.5) 36 (9.3) 1,737 (29.5) 2,419 (29.9)
75-84 9 (6.1) 6 (3.9) 10 (2.6) 663 (11.3) 905 (11.2)
>=85 0 (0.0) 0 (0.0) 0 (0.0) 99 (1.7) 129 (1.6)

Assessment report

EMA/97222/2021 Page 121/178



Geographic Region |
EU 47 (31.8) 45 (29.6) 168 (43.2) 2,092 (35.6) 2,801 (34.6)
Ex-EU 101 (68.2) 107 (70.4) 221 (56.8) 3,792 (64.4) 5,292 (65.4)

ECOG Performance Scale |
[0] Normal Activity | 84 (56.8) 99 (65.1) 200 (51.4) 2,761 (46.9) 3,723 (46.0)
[1] Symptoms, but | 63 (42.6) 53 (34.9) 187 (48.1) 2,931 (49.8) 4,059 (50.2)
ambulatory
Other/Missing 1 (0.7) 0 (0.0) 2 (0.5) 192 (3.3) 201 (2.5)
Not Collected per 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 110 (1.4)

Protocol

Safety results from participants treated with pembrolizumab in KEYNOTE-204 was the primary focus of this
submission. KEYNOTE-204 is an ongoing, Phase 3, randomized, open-label study of pembrolizumab (200
mg Q3W) compared with BV (1.8 mg/kg Q3W) in participants with cHL. All participants had either failed
treatment that included auto-SCT or had received at least 1 multi-agent chemotherapy regimen if they
were not candidates for auto-SCT before enrolling in KEYNOTE-204. Participants who had received BV or
BV containing regimen were enrolled in the study if they had responded (partial or complete) to the BV or
BV-containing regimen.

In KEYNOTE-204, the median exposure to pembrolizumab was twice as long as the median exposure to BV
(10.02 months vs 4.81 months). Overall, 48% (71/148) of participants in the KEYNOTE-204 were on
treatment for =12 months, with a median of 15 administrations compared with 11.2% (17/152) of
participants in the BV group on treatment for 212 months and a median of 7 administrations (Table 3b).
The median duration of follow-up was 24.9 months (range: 1.8 to 42.0 months) in the pembrolizumab arm
and 24.3 months (range: 0.6 to 42.3 months) in the BV arm. Median exposure to pembrolizumab was
similar between the KEYNOTE-204 pembrolizumab arm and the cHL Safety Dataset, in which 389 patients
received at least 1 dose of pembrolizumab, 46.8% (182/389) remained on treatment for =12 months
(median of 10.65 months) and received a median of 16 administrations. In the RSD, exposure to
pembrolizumab was lower (median of 4.86 months), with 21.8% of the participants on treatment for 212
months and a median of 8 administrations.

Table 64 Summary of Drug Exposure

E2N204 Data for K204 Data for cHL Safaty Data for Fefarenca Safety Dataset Cumulative Running
Pembrolimumak® Erentirsimab Vedotin® Permbrolimmab! for Pembrolizmab™ Safaty Dataset for
Pembrolimmab™
=148) =132) (N=389) (N=3884) P=8083)
Dhrztion on therapy (Months)
Mean 122 61 125 73 71
Median 10.02 481 1063 486 424
5D B.18 343 823 6.79 7.20
Ranga 0.03 o 26.74 0.03 to 26.08 0.03 to 27.93 0.03 10 32.46 0.03 to 53.42
TNumber of Admimistrations
haan 181 53 15.0 116 114
Madian 15.00 7.00 16.00 E.00 7.00
5D 1161 732 12.16 10.17 10.63
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Table 65 Drug Exposure by Duration

B0 Diata G KH20 hata Nof Brenluxisah eHIL Safety Dala G Refierence Salety Dalssct lisr Cumulative Rennisg Salsty
Pembrolimmab™ Wedotm Pembeilisumah]! Peorsbealiramab™ Datasst Tor Pembrolissmah?®
N=143) {M=15Z} N=3EF) (=3RE4) =R

1
n | [T} | Feramm- n | (7] Frrwa- n | ) Pemin- n %) Fawn- a %) Persa -
] v years FEdn Ve

Dusstsen of Exposure
=im 14 { 10d.0) 152 (1D 765} 385 {10040} {805 By LEE4 | IO0O) |{3,3554) B0G3 | (1000} |(4810.6)
==lm 147 #9.3} {1507 1z [EEh] (Ta.4) 3 8.2} {8057y 5033 (BES) 6380 (3500 | (47703}
>==3m 13 #6.5) {1473} 59 (asl) 1E8.T) 4T 92 (3.3 IAID | (61S) & 23Th | (539E) | (483000
==k i 1003 (E7.6) (L3711} 49 [Erded] 1495} 271 (59T} {371 3} TAIT | (4485 | (25260} 33T | (41.T) | (30T.0)

ERQ0 Data for KHN204 Duata for Brenluxisahb eHIL Safety Dals for Risfierenc: Salety Datsect lor Cumulative Runeg Safety
Pembiclizamah™ Vedatm! Pemibeulizusah! Pamsbeukrmak™ Dhataiet e Pembrolinsmab!®
=143 {Pi=157) =35 (M=58E4) =BG,
] (ko }] Persn- n %) Peruen- ] %} Penion- n i) Feraon- a %) Peren-
] v e e v
=1Im 7l 480} {1169y 17 i11.2) 270} 1£2 463} {30825 1.2El | (218) | {17153} LTS | (2000 | (2R%E3)

Adverse events

Safety and tolerability have been evaluated during the treatment period up to the cut-off date of 16-Jun-
2020 for KEYNOTE-204. Adverse events, occurred from the first dose up to 30 days after the last dose,
were coded using Medical Dictionary for Regulatory Activities (MedDRA) Version 22.1 and graded according
to the National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE), Version 4.03.

Most AEs were of low-grade toxicity, as evidenced by the low rate of subjects with toxicity Grade 3 to 5
drug-related AEs (62 [15.9%]) and with serious drug-related adverse events (46 [11.8%]) in the 389-
subject cHL population (cHL Safety Dataset).

In study KEYNOTE-204, some differences were observed in AEs between the KEYNOTE-204 pembrolizumab
safety dataset and the BV group, as the incidence of SAEs and the drug-related SAEs was higher in the
pembrolizumab arm than in the BV group (SAEs 29.7% vs 21.1%, respectively; drug-related SAEs 16.2%
vs 10.5%, respectively). However, when adjusted for exposure, the event rates for SAEs and drug-related
SAEs were similar between groups, whereas the event rates for AEs and Grade 3 to 5 AEs were higher in
the BV arm than in the KEYNOTE-204 pembrolizumab group. Deaths due to AEs occurred in 3 (2%)
pembrolizumab participants vs 2 (1.3%) BV participants; for 1 (0.7%) pembrolizumab participant, death
was reported as drug related, while none of the 2 BV death was attributed to the drug.

Table 66 Summary of Adverse Events

EMNI0E Diata e EMNI0E Diata Gewr eHL Safety Data fo Relense Salery Datasst Cumulatrve Rusamyg
PembrobramaksS Brentuasmab Vedoun! Fembrolimmshl e Pembrabrsmash™ Saleny Datasct for
Peribrliaunsh®
L] ) L] i L] et L] et L] i

Seljech m population 144 152 39 5 E34 LA L]

wilh Gie o mons advase evaili 145 143 41 9759 5,650 96T} TEI {96.5)
wilh oo advesse evenl 3 9 1 2.1} 152 {33) 2 335)
wilh ditag-relalal” alvere cvent 110 n? s {733) 4,132 [ e ] 3578 [ER5)
sicily grade 3.5 alverse cvents &5 =2 147 374 1.E29 48,1} 3536 {448 .E)
3% drug-relatel alverse eventy o EE ] 62 {159 203 (155} 1,397 {16
wilh s advaie evenly o 3z 102 {26.T) 1,156 38.5) 3,050 {381)
wilh s diug-relsisd alvas ey aith 4 & 4= RE ] 656 (LLE T {113)
wibus dlied 3 2 & (1.5} 312 33} e 35
vy disd dus 1o 2 drog-related wlverse cvent I 1] I {0.3) 39 {0.7) &l LE ]
diseontmmued druy dus b i advene cvenl 0 27 41 {1ns) TS (134 1047 {129
dissintsmacd Sy dus b & diug-reliled sdvene cveal 19 25 36 9.3} 410 o) 251 (63)
disconimad &y do b @ scrious advere cvenl 14 L] {33} 4 {62} m 9.7} TEl 94
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EMD0 Diata Few EMNI Dats o eHL Safety Dala for Relorence Salety Datassl Cusulatrve Rummg
PembrobosmahS Brenlunmab Vedoin? Fembroliaimsh fizr Pembrobesmah™ Salety Dutasct for
Pembroliamah®
) %) & (] & e ) (%l ) %
disconimal dagy dee b 8 sorious Srug-relaisd 13 2K} [ {3.5) i) (5.1} 43 {4.3) 334 (4.1
slvere evenl
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Table 67 Summary of Exposure-Adjusted Adverse Event

Evenl Counl and Bate (Evenis/100 perios-montl)’
KH204 Data Tor KHN20M Dt for cHL Safety Duta fo Referenc: Salety Datswcl Cumulatrve Rusaing
Pembeolimmal™ Brentuimsh edotm® Fembwluamah! fiex Pensbenibirom ab™ Salety Dutasct lor
Pembiolinmabil
Mumber of sulgects exposal 148 152 19 ERE4 3
Total exposussd i person-months 1942 BE 107332 242 aTa=z an A3E19 08
Testal sty (e )
alverie eventy U36E (T0.31) V17 (109 35) 4132 (72T 16248 {128 651 BI093 {127.4T)
drug-relsisd! adverse cvanta 4ET (2507 0T {47 36) 1247 (370 15244 (40, 25) 24566 (H.61)
sty grade 3-5 slvere events 117 (&) L3 {L4.01) e RERE ] B1E3 (1287} EERT (13.66)
nscily grade 3-5 drug-relsied slvene eveals 45 (2.37) T3 (EEZ) 1T 1375 (ZBT) 1560 (3. 0E}
et advense eveals 5 [3.53) 4 [44E) 163 3.11) 40494 (E 55) 3500 (B 63}
[ R P e —— 35 (180} 19 (1.77) 61 {1.16) 161 91) 1271 (200}
advere evenli lealiag e deah 3015} 2,19} & (011} N0 ETY 453071}
druag-rel e sdlverse events leading ln desth 1 (0.0%) o {10,041 1 (003} 39 (0.0 &1 {010y
adverie evenl remslisig = diug discnilissaiasn IO (1,03} 30 (2. B0} 43 {ED) 231 30 1129 (1.77}
diug-relaiad sdvene evenls reulling in dag 1% (0.9E) IT (15T} IA{2T2) 448052y 593 0053)
disernlisatsn
sevicess adverss events realling in S 14 (0.72) 20,75 6 {0.80) E09{1.37) 201 {1.26)
1
Event Count and Rate (Eventn/100 penon-emonth )’
KN204 Duga for KN204 Duta for cHL Safety Duta for Reference Safety Dt Cusalatrve Rusaing
Fombeolisumab™ Brestuvumab Vedoon' Pembeolusmab | for Pema beolurumad™ Safety Dagaset for
Fembodiramabi
ver s drig ol god advarw overds rosalinyg s 13 (0.67) 6 (0.56) 2(042) 259 (0 34) 331 (0.33)
di e Sowsnbinealnn

In KEYNOTE-204, participants had received a median of 2 (range: 1 to 10) or 3 (range: 1 to 11) prior lines
of therapy for pembrolizumab and BV, respectively, and the percentage of patients with primary refractory
disease and prior auto-SCT was 40.4% and 37.1% in the pembrolizumab arm versus 40.5% and 36.6% in
the BV arm. Prior use of BV was reported for 3.3% of patients in the pembrolizumab arm vs 6.5% in the
BV group. Considering the inclusion criteria, a quite heterogeneous population in terms of prior exposure
and response to previous therapy (including brentuximab, radiation therapy and auto-SCT), was enrolled
in the KEYNOTE-204. As only 5 participants received prior BV in the pembrolizumab arm in KEYNOTE-204,

comparison of AEs by prior BV status does not allow for a meaningful comparison.
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Table 68: AE summary by prior BV status (ASaT population)

Prior BV ‘No Prior BV
n (e} n (*e)

Subjects in population 5 143
with one or more adverse events 4 (80.0) 141 (98.6)
with no adverse event 1 (20.0) 2 (1.4
with drug-related’ adverse events 3 (60.0) 107 (74.8)
with toxicity srade 3-3 adverse events 4 (80.0) 61 42.7)
with toxicity srade 3-3 drug-related adverse events a 0.0 % (20.3)
with non-serious adverse events 4 (80.0) 140 97.93
with serious adverse events 3 (60.0) 41 (28.7)
with serious drug-related adverse events ] (0.0) 4 (16.8)
who died a 0.0y 3 @0
who died due to 3 dmg-related adverse event a 0.0 1 0.7
discontmued druz due to an adverse event a 0.0y i} (14.0%
discontmued drugz due to a drug-related adverse event a 0.0y 19 (13.3)
discontmued drug due to a senious adverse event L] 0.0 14 9.8)
discontinued drug due te a sentous drug-related adverse L] 0.0y 13 9.1)

event

" Determuned by the imvestizator to be related to the drug.

Grades are based on NCI CTCAE.

Non-senous adverse events up to 30 days of last dose and senous adverse events up to %0 days of last dose are
mcluded.

MedDEA preferred terms "Neoplasm progression”, "Malignant neoplasm progression” and "Dizease progression”
not related to the drug are excluded.

Datzbase Cutoff Date: 16JAN2020

Source: [P204VOIIME3475: adam-adsl; adae]

Table 69: AEs by prior radiation status

Prior Radiation Mo Prior Radiation
n (%) n (%)

Subjects in population 38 90
with one or more adverse events 38 {100.0) 87 (96.7)
with po adverse event 0 0.0y 3 (3.3)
with drug-related’ adverse events 13 74.1) &7 74.4)
with toxicity grade 3-3 adverse events 27 (46.6) 38 (422
with toxicity grade 3-5 drug-related adverse events 13 224 16 7.8
with pon-serious adverse events 38 {100.0) 86 (95.6)
with serions adverse events 19 (32.8) 25 (27.8)
with serious drug-related adverse events 12 (20.7) 12 (13.3)
who died 2 B34 1 (1.1
who died due to a dmg-related adverse event 1 L7 o 0.0)
discontmued drug due to an adverse svent 9 (15.5) 11 (12.3)
fiscontinued drug due to 2 drug-related adverse event 9 (15.5) 10 aLn
dizcontmued drug due to a senous adverse event 8 (13.8) 1 (3]
dizcontmued drug due to a senous druz-related adverse 8 (13.8) 5 (3.6)

event
" Determined by the investizator to be related to the drug.
Grades are based on NCI CTCAE.

Mon-senious adverse events up to 30 days of last dose and senous adverse events up to 90 days of last dose are
included

MedDRA preferred terms "Neoplasm progression”, "Malig 1 ton” and "Disease progression
not related to the drug are excluded.

Database Cutoff Date: 16JAN2020

Source: [P204VOIME3475: adam-adsl; adae]
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Table 70 AEs by prior auto-SCT status.

Prior Aute-5CT Mo Prior Aute-5CT
n (%e) n (%)

Subjects in population 55 93
with cne or mere adverse events 33 (96.4) 92 (98.9)
with no adverse event 2 (3.6) 1 (1.1}
with drug-related’ adverse events 42 (76.4) 68 (73.1)
with toxicity mrade 3-3 adverse events 26 47.3) ) 419
with toxcity @rade 3-3 drug-related adverse events 14 (25.5) 15 (16.1)
with non-serious adverse events 33 (96.4) 91 (97.8)
with senious adverse events 21 (38.2) 3 (24.7)
with senous dmug-related adverse events 10 (18.2) 14 (15.1)
who died 2 (3.6) 1 (1.1}
wheo died due to a drug-related adverse event 1 (1.8) 0 0.0
dizcontmued drug due to an adverse event 7 (12.7) 13 (14.0)
discontmued drugz due to 2 drug-related adverse event 1] (10.9) 13 (14.09
discontmued drug due to a senous adverse event 7 (12.7) T {7.5)
discontmued drug due to a senous drug-related adverse 6 (10.9) 7 {7.5)

event

¥ Determined by the investigator to be related to the dug.

(Grades are based on NCICTCAE.

MNon-senous adverse events up to 30 days of last dose and senous adverse events up te 90 days of last dose are
mcluded.

MedDF.A preferred terms "Neoplasm progression”, "Malignant neoplasm progression” and "Thsease progression”
not related to the drug are excluded.

Database Cutoff Date: 16JAN2020

Source: [P2I4VOIME3I475: adam-ads]; adae]

Table 71 AEs by prior line of therapy

Omne Prior Line Two Prior Lines Three or More Prnor
Lines
n (%) n (%) n (%)
Subjects in population 27 50 7
with one or more adverse events 27 {100.0)y 49 (98.0) 69 97.2)
with no adverse event 0 0.0 1 (200 2 (2.8)
with drug-related” adverss events 21 (77.8) 4 (68.0) 55 (77.5)
with texicity zrade 3-3 adverse events 10 (37.0% 22 4.0 33 (46.5)
with texicity grade 3-3 dmg-related adverse 1 (3.7 12 (24.00 16 (22.5)
events
with non-serious adverse events 26 (96.3) 49 {98.00 69 97.2)
with serions adverse events 8 (29.6) 12 24.0) 24 (33.8)
with serious dmg-related adverse evenis 3 (1L1) 3 {16.00) 13 (18.3)
who died 0 0.0 1 (2.0) 2 2.8)
who died due to a dug-related adverse 0 0.0 0 (0,00 1 (14
event
discontimued drug due to an adversa event 4 (14.8) g {16.0) 8 (11.3)
discontinued drug due to 2 drug-related 4 (14.8) 7 (1400 ] (11.3)
adverse event
discontmued drug due to a senous adverse 1 3.7 [ (12.00 7 9.9
event
discontinued drug due to a senious drug- 1 (3.7 5 (1000 7 9.9
related adverse event
T Determined by the imvestigator to be related to the dug.
Grades are based on NCICTCAE.
Hon-senous adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are
included.
MedDFA preferved terms "Meoplasm progression”, "Malignant neoplasm progression” and "Disease progression”
not related to the dmg are excluded
Datzbase Cutoff Date: 16JAN2020

Summaries of AEs by subgroups (i.e., age [<65 vs =65 years; <65 vs 265 to <75 vs 275 to <85 years],
gender, race, ECOG status and region [North America vs Europe vs Japan; US vs non-US; EU vs non-EU])
are provided in the KEYNOTE-204 CSR.
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Table 72 Comparison of the safety data of KEYNOTE-204 ,KEYNOTE-087, KEYNOTE-013

FON204 Daga for | EOWOS7 Daea fxr | EOW01) Dutafir | Radurnoce Safery | Cummlative
P ik | Pancinal | Prstcdiomid | Dot fir S

Pacshbrobizumab™ | Duzset for
Pambrebeemb'

= [5] 2 [o] a Ca) a ] = (D]
Subjects i population 148 210 1 1564 8093

i oo or oo advarse evests 145 GLO) 205 (78 3N (0.0 | %60 (GET| TSIl (M9
e oo adene svent 3 (1)) 5 @9 0 ©.0 184 (k)] w (5]
wei dmpralind” shure seen nm an| 13 M9 n o|an @3y isw (@9
wish osiciry grade 3-3 advene 65 @) ® (329 13 (419 | 8% (41| 3936 (a4

st

wi rmary Fad 37 dug-relied ¥ (98 7 ome 6 | s | 13 s
advere svean

W anou 23w e & @0 & @9 2 @722 89| 30 @8y

wd wnes drugnlnd sbas M (6] 7 @) s s | e | s Ly
oeon

uho died 3 Q0 3 09 0 EOo| 32 (3] - (09

ko disd dosto 3 draprelasd 1 @7 [T 0 @0 ®» @ s @5
advars evem

iconsmed drug & 10 2 adens » Qi 5 39 3 @en| m el e @9
avent

Econtmaed drag dos 1o 3 drg- 1 Q9 4 6 3 en| w0 ool = @9
mlted adiens sver

dinccntinmed drug dus to 2 oo 14 ®.35 10 5 L ©.0 mn a0 - &H

advarse evem

‘Eaccntmmed drag dus 10 2 wrow. 13 (33) [cE)] 0 @O 26 (3| 3 @)
Suz-mied advene evsat

Table 73 Exposure adjusted Comparison of KEYNOTE-204, KEYNOTE-087, KEYNOTE-013 safety data

Event Coxt aod Rase (Events/1 00 parsee-ocosin)’
D204 Daea fx EDNOET Daa o EDNO13 Data for
Pombrolaszmab’™ Pocbrolizmmab’ Pambroknmotb!
Nezmhar of sbjects axposed 1% 210 i
Teml axperum’ ia penen-moaths 194258 2036.03 Loih )
Toal sve=s (am)
rpep—— 1366 (7031) 2409 (82.05) 07 (11196)
drag-raland adcie evanhs #£725.0M ST 93 (23.58)
ey grade 3-5 advens evenns 17 (80 142 (4.849) 2019
wmcey gade 3-5 drapralased advare evean #0230 41 (140 7199
winioas advare enat @355 245 2609
sarime: dugpmiaed aduns san 35(1.80) 1@ g
sdvarie svamn kadsg vo death 3(01%) 3{(0.10 Q0.0
dmgreland advens ovenn sading 1o doach 1(0.0%) 0{0.00) 0(0.00)
advarss svents mozking = drog Escontimmation 20(1.03) 0 (0.85) Jos
dug-reland advarie evects naulting in dug 12(0585) 16(0.55 38
ri e
warion: advarss evesrs meultng o drag 1#(0.72) 12(041) 0(0.00)
Scomti
sarioes drug-relaced advenie ovenns menlting in 13(0.57) 9(031) 0(0.00)
dacommmases
EON204 Data for | EONOS7 Duta fox | ENOL3 Dom for | Rafarence Safety Cummlzercs.
s . - - 1| Do Semeg Sty
Pecsbrobzamab™ Datset for
Pamsbrclizamab®
= 0| s (o s 9] s o] a B}
Subjects i popuiation 145 210 31 P 8.093
wid oo of mocw aderse et 3 @iy Ty 4 #)| 144 @) L8| (49
el oo advenie oveat 95 (§D) s (67 17 (H5| 4410 (49| 610 (739
wad drag-relaed’ adverie sveann 4 @) & (4 2 @GNl @p| L7 @A
i ity grade -5 advanse n o8 @y 3 en| m es| N w9
et
s oy made 25 drug-miaed (&) 76y 2 @mn| WM e = 08
advara vvean
W sanous e S 13 ©5 9 (L5)] &0 38 (%] b ] (3]
Wi wenons dragrelated advarie 12 @Y s 09 2 @9 3 on| w09
sl
it dosws modiSication! deato m 21 Q4 3 Qe 3 (61 » [+ 3)] w7 ®7
advers evez
who ded 0 9 0 (1] ] (1] n ©2 7 02
o disd dusto s drapreland o O 0 @0 0 @0 n @ 7 @
advene svea
dncontimed drag des o 20 advene 13 ©5 2] (Liy] 3 (L] m a9 3 [£5 5]
wosat
&iscontausd drag dss 1o 2 dreg- B oen| B &y 3 on| 2 es| w e
mlred aduere svsar
discentimed drag dus to 3 seriow 10 (65) 7 (X)) 0 ©0 1% @n 04 =5
advars sver
Mt&g::;‘m 0 (69 7T 63 0 Eo| 1% @e§| 2 @9

Common adverse events

In the KEYNOTE-204, the most frequent reported AEs

(incidence >10%) were as follows:
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e diarrhea (19.6%), pyrexia (19.6%), hypothyroidism (18.9%) and upper respiratory tract infection
(18.9%) in the Pembrolizumab Safety Dataset;
e nausea (24.3%), vomiting (19.7%), fatigue (18.4%) and neuropathy peripheral (18.4%) in the BV
arm.
The overall frequency and the type of AEs reported in the KEYNOTE-204 pembrolizumab arm were generally
consistent with the cHL Safety Dataset.
In comparison with the RSD and the CSD, the AEs that were most frequently reported (=5 percentage point
difference) in the KEYNOTE-204 pembrolizumab arm than in the RSD were:
e pyrexia (19.6% vs 12.7% and 12.6%, respectively), hypothyroidism (18.9% vs 11.1% and 10.8%,
respectively), upper respiratory tract infection (18.9% vs 6.6% and 6.4%, respectively) and
nasopharyngitis (11.5% vs 6.1 and 5.8%, respectively).

Table 74 Subjects with Adverse Events (incidence > 0% in one or more treatment groups) by
decreasing frequency of preferred term

ENZ08 Dt Fow KNS Dats For cHL Safety Data fox | Relorence Safesy Dataset | Cusslate Rusmg
Pembraheomabs Breatuzisab Vedoun? Pembrolimmshl Fior Pembrabramah ™ Salety Datasst Tor
Peesbroliamah®
n ) u %) 6 ] u ) u %l
fil_""_|:|:+ = pepulation 143 152 339 5 534 1,063
with ong o mons alvens svenls 145 8.0} 143 (R 1 575 5 5 6.7} TEI 56 %)
with ao advesse evenli 3 2.0} 9 59} 1 2.1} 1592 33) 2 A35)
Dhgrshesa b (9.6} 25 4 21 1,200 2043 1 356
Pyreais b (9.6} 20 e 251 T46 (127 [ Kied}
Hypuibyremhism m (HEF) 2 . (17 651 (VLuy ET3
Uppes Respestory Tesct lnfiection m (EEF) 2 74 {193 7 {6.6) =11}
Prurilus b (17.8) 1 2 {16.5) I s0 [LEE] 13T
Cough B (6.3} 20 91 3.7 1,148 (19.5) 1453
Fatigue b (153 21 T {19.5) IEs 320 1452
Mauwes Zi (raz ar &7 L] 1213 20E) 1,637
Vemiling b il EL 2 {16.5) Tz L] [ irk]
Back Pain 1% il 13 4 {123) 652 (13 B9
Maspharvagilia 7 (1.5} 8 15 RERY] 3 (6.1} im
Uninary Tract lafoctasn & (EOLE} 2 (®.0} S 9
Headache 15 (RO} 5 4T {12.1) T ET0
Alsniee Asisotrasdorae Increasad 13 {5.E} 3 I {6.5) 353 53
Adthialgz 13 (2K} o {1133 E51 10m
Pain |n Exteemily 13 2K} 7 4 (6.2} 35 435
Pacumenitz 13 5E) 3 n 6.9} 42 305
Ry 13 2.E} 3 } up {129 ) Ly
Anparlale Ammubamlene | 3 12 2.1} 1 {1.I} 4 {6.Z) 344 ]
END0S Diata Fow BN Data fow eHL Safety Dats for Relorence Salety Dutassl Cumulatnve Rummg
Pembrobirmmak™ Brentunsmah Vedotin® Fembmluamsh! fior Pemabrolirem sh™ Salety Datasct [or
Pembrolimmah B
) %) & e ) ) % 8 e
Chophsryngesl Pain 12 } 5 33 34 1546 3.3} BES 33
Pacumemia 12 } 9 {53.9) 30 433 b x] {73
Cimidpatasa 10 ) 19 5) 41 a5 1 3&1 {l6d)
Dhipnecs 18 } L] ) 47 £ LB {152)
Alsdieal Pain i } 15 ] n 440 T2 EEN]
MNeubmpenm 1o } 20 (13.Z) B 449 1 (LE}
Weigh Incressed 1 } 2 1.3} I 150 s 23
Amscmis kS } 13 LX) 3 E36 | Fed ] (150
Dieseiad Appetile kS } 14 9.} ] 136 I 5ed (193
Thrombocyiopenia F } ] 3.3} ZI L 132 ]
Astherm L] } 7 <6) 3 656 s (13
Hyperibyremlism 1 } 1 0.7} 7 47 352 23
Rhinitis 1 } 5 3.3} 1% pler) 137 ]
Smusilia 1 } 3 3 144 136 {23)
Asciety T a7} 12 #at 148 326 12
Chills T } 4 4 48 33 3%
Diepresisaan T } 2 7 137 nI7 2%
Dhipepin T a7} 9 1& 148 pard e b}
Muzaruleskeleial Pain T a7} 5 1& 395 0l 62
Mhyvalgas T 47} b 2 430 {73} 52 LR ]
Massl Congestion T 4T 3 34 150 2.3} 152 24
Dedemna Periphesal T 47) 3 (2.0} zl 3z 8.7} a7 ®n
Paiacilbeimi T 47 10 (6.6} 13 157 2.7} 137 23
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EMNI0S Dinta Fewr END0E Diata Gew £HL Safety Dala for Reloence Salety Datass Cumulatrve Rusamyg
[ — Brentunsmab Vedotin? Fembmuliamsh | fize Perbrobesmah™ [T —
Pembroliaumah ¥
n ) n L] B ] n ] n (]
Abdianal Pain Upper & 2.1 k] 33 13 {3.3) ik} 3.6) e 35
Disemes & (2.1} 5 33} 15 3.9} 430 73 43 {6.T}
Erythems & (4.1} 3 2.0} 13 3.3} 167 2K} 196 24
laflucnes & a1 1 0.7} 14 {3.6) 118 2.0} 133 1%
lizayiraezs & 121 7 1261 3 {80} 1 {73 18 7
Meuk Pain & (2.1} 5 33} Ed 23} 10 3.4} 50 ERY]
Mzumpatky Feripheal & (4.1} 21 (184} 11 [4.6] 116 2.0 156 s
Productrve Cosgh & 121} 7 4.6) n {3.7) Dbl 14.5) 4L 1231
Blisod Crestinine lieased 5 34} 2 {133 13 {33} 56 124} s &7
lafwasn Relatal Reaction 3 2.4} 12 77 & 4.1} k2 1.0} kel (1.3
Phasy igilis 3 24} 2 {133 11 (2.8} 32 0.3} T 0.9}
Rhinitis Allerga: 5 34} 2 {133 3 {2.1} L] {1.Z} 1% (L1
Weighl Decreasad 5 34} 1] 7.3 14 {3.6) &1 9.5} 46 w1
Azule Kideey Injury 4 2.7} 1 (0.7} 3 2.1} 113 (1.9} 173 2.1}
Blond Alkalne Punphatse Inoreed 4 2.7} 7 (4.6} 12 3.1} 240 (4.1} 360 (48]
Blood Thytoud Stisulstisg Hormomn: Decsesed 4 (2.7} 1] {oy 4 {10y 56 (1.0} T3 (05
Blood Thyreid Stimulasey Homon: bheroed 4 2.7 1] (0.0} 1 (2.8} a7 (L&) 132 (1
Bremchilis 4 2.7} < (2.6} 4 {6.Z} 171 2.9} Il4 (25}
Chest Pan 4 2.7} 2 1.3} 14 3.6} 307 (5.2} 114 TR
Diry Sk 4 2.7} 3 (2.0} 13 4.6 ) (3.7) 3591 CE]]
Dhapnocs Exsitional 4 2.7 1] (0.0} 1 {2.1} 120 2.0} 145 (13
Dhiaar 4 2.7} 1 (0.7} 11 {2.E} 50 (1.5} 144 R
fimstroenlerilia 4 2.7} 1] (0.0} 13 {33} 30 (0.E} &3 JLE ]

END0 Diata Few EMD0 Diata Gor eHL Safsty Data for Relerence Salety Dutaes Cusulatrve Rummg
Femlralenm gk Brentunsmsah Vedolin! Fembmliaumsh fier Pembrobomh ™ Salery Dagawst e
Pembrdimmah ¥
B ) B (e ] B ) B ) B D]
Herpes ol 4 2.7} 5 33 17 (a4 55 (0.9} 14 L3
Hyvperglycacmis 4 2.7} 3 (2.0} 1& a1 ma 129 413 51
Lymphopenia 4 27 4 (2.6} 5 (1.3} &6 {11} 12 (L
Musicle Spaams 4 2.7} ] 3.9} 1% 129 147 2.5} 138 23)
Oral Harpes 4 2.7} 1 0.7} 1 (2K} 49 (0.} &5 04
Peripharal Semory Nousopathy 4 2.7} 2l (13K} 13 3.3 & {11} k] (L
Sin Lesn 4 27 1 (0.7} T (LE} kL) (1.3 107 (13
Bncsin alats 4 2.7} < 2.6} 14 3.6} 144 (2.4} 158 Z4
Dermasss Allergic 3 2.0 I (0.0} 4 (L} 12 (0.3} 1% na
Diry Mouth 3 (2.0} 3 2.0} 7 {23) e 2 12} 313 1251
Ear lafoitann 3 2.0} 2 {13} 1 {21} i (0.2} & {041
Ecncesa 3 (2.0} 3 2.0} 3 (2.1} e (1.6} 129 (1&)
Cimstrogesophageal Reflun Doisese 3 (2.0} < 2.6} 4 (1.0} 1y 2.0} 173 (2.1}
Hacmaturza 3 2.0} 1 (0.7} 3 2.1} 135 (2.6} = 2%
Heipes Simplex 3 2.0} 1 (0.7} 5 (1.3} a {0.%} & (0.Z)
Hypeshalacmia 3 (2.0} 1 {0.T} 4 1.0} 149 2.5} ziz (25)
Hypurkalsemia 3 2.0 i 3.9} 14 [3.6) T (4.6} 377 A
Hypulcnsicn 3 2.0} 1 (0.7} 3 2.1} 156 (2.8} 6 %
limstiiae Thiissbuocsylonfamiac: Piaruars 3 2.0} 1] (0.0} 3 {0.E} 3 (0.1} 7 .1}
laflesnrs Ldie [Minsws 3 (2.0} 3 2.0} 12 3.1} v 3.9} e 1 335
Ieerstitial Limg Discine 3 2.0 1 0.7} 4 (L} 12 (0.4} & 04
Meutrophil Cowl Dacreasad 3 2.0} 1] (6.6} 3 (0.E} 37 (0.6} & T
Pain 3 (2.0} 2 {1.3} 1 (1K} 130 (3.1} Il6 an

NI Diats Fost EMI Data For eHL Safisty Diala Gos Relarence Saleey Dutasst Cumulatve Russsg
Pembrabesm ik Bienlunsah Vedolin! Fembmliamsh | fior Pebrobem ™ Salery Datasel fif
Pemlieliamah ¥
B ) B (e ] B ) B ) B [
Pelva: Pain 3 2.0 0 (0.0} 4 (L} 43 0.7} & [T
R Maculo-Papular 3 (2.0} 5 33 Ed 23 m2 3.4) o2 EET]
Renal nparment 3 2.0} 1] (0.0} 3 {0.E} 4] (0.3} 15 {03
Reparatery Tract Infostien 3 {2.0) 2 {133 14 {3.6) L] {16} 115 (14
Rhinesthass 3 (2.0} 1 0.7} n {57} 1ns (1.9} 140 (L7
Tuhyardz 3 2.0 1 0.7} & 1.5} 15 1.4} 128 (L&)
Tinstus 3 (2.0} 1 (0.7} 3 2.1} 33 0.9} &4 LE b
Tusour Pas 3 2.0} 1] (0.0} 5 (1.3} a7 (1.6} 128 (1&)
it 3 {2.0) 1] R ik {2.6) 51 {05 T3 {05
Whesnng 3 (2.0} 2 {13} 3 (2.1} a8 (1.5} a7 (13
Acsredermalitia 2 (L4} I (0.0} 2 (0.5} ) (0.0} i (.1
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Figure 40 Between-treatment Comparisons in Selected Adverse Events (incidence >=10% in
one or more treatment groups) and sorted by risk difference

MK-3475 200 mg (N=148) vs. Brentuximab Vedotin (N=152)

AE Proportion Risk Diff. + 95% CI
(%) (Percentage Points) n(%) n(%)

Hypothyroidism = o —o— 4(2.6) 28(18.9)
Urinary tract infectior] = —o— 4(2.6) 16(10.8)
Pyrexia| = H—eo— 20(13.2) 29(19.6)
Nasopharyngitis] = e —— 8(5.3) 17(11.5)
Pruritus| = H—— 18(11.8) 26(17.6)
Upper respiratory tract infection = F—eo— 22(14.5) 28(18.9)
Couch 28 ——o— 20(13.2) 25(16.9)
Diarrhoea - —eo— 25(16.4) 29(19.6)
Back pan| = m 18(11.8) 19(12.8)
Headache| o 15(9.9) 15(10.1)
Fatigue - —e— 28(18.4) 23(15.5)
Constipation| = —o— 19(12.5) 11(7.4)
Vomiting| = —e—- 30(19.7) 20(13.5)
Neutropenig o= —o— 20(13.2) 10(6.8)
Nausea| o = —eo— 37(24.3) 21(14.2)
Peripherd sensory neuropathy| o = —o— 21(13.8) 4(2.7)
Neuropathy peripherd ¢ = —o— 28(18.4) 6(4.1)
T T T T T T I I
5 2 20 10 0 10 2 BV MK-3475200 mg

M K-3475 200 mg < Favor — BV
@ MK-3475200mg M Brentuximab Vedotin

The incidence of urinary tract infection (10.8%) reported in the KEYNOTE-204 pembrolizumab arm was
higher than the cHL safety dataset (8%), the RSD (6.5%), the CSD (6.4%) and slightly higher compared
to the incidence of urinary tract infection (7.1%) reported in KEYNOTE-087. This discrepancy was also
observed for pneumonitis (8.8% in the pembrolizumab arm vs 6.9% in the cHL safety dataset, 4.1% in the
RSD and 3.8% in the CSD).

Drug-related Adverse Events

In KEYNOTE-204, the most frequently reported drug-related AEs in the pembrolizumab safety dataset,
compared with the BV arm, were hypothyroidism (15.5% vs 1.3%), pyrexia (12.8% vs 5.9%) and pruritus
(10.8% vs 5.3%). Conversely, the BV group showed higher incidences of drug-related neuropathy
peripheral (2% vs 18.4%), nausea (4.1% vs 13.2%) and peripheral sensory neuropathy (2% vs 13.2%).
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Table 75 Subjects with Drug-related Adverse Events (incidence >5% in one or more treatment
groups) by decreasing frequency of preferred term
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Grade 3 to 5 Adverse Events

The overall incidence of Grade 3 to 5 AEs in KEYNOTE-204 was generally similar between the
pembrolizumab arm (43.9%) and the BV group (43.4%). In the KEYNOTE-204, the most frequently
reported Grade 3 to 5 AEs by decreasing incidence were as follows:

e pneumonia (5.4%), anemia (4.1%), pneumonitis (4.1%), neutropenia (2.7%) and
thrombocytopenia (2.7%) for the pembrolizumab arm;

e neutropenia (8.6%), neutrophil count decreased (4.6%), pneumonia (3.3%), anaemia (3.3%) and
neuropathy peripheral (3.3%) in the BV group.
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Table 76 Subjects with Grade 3 to 5 Adverse Events (incidence = 1% in one or more treatment
groups) by decreasing frequency of preferred term
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Drug-related Grade 3 to 5 Adverse Events

Table 8 displays the number and percentage of subjects with Grade 3 to 5 drug-related AEs (incidence
>1%) in different safety datasets. The overall incidence of Grade 3 to 5 drug-related AEs in the KEYNOTE-
204 was lower in the pembrolizumab arm (19.6%) than in the BV group (25%). The most frequently
reported drug-related Grade 3 to 5 AEs were:

e pneumonitis (4.1%), pneumonia (2%) and neutropenia (2%) in the pembrolizumab arm;
e neutropenia (7.2%), neutrophil count decreased (4.6%) and neuropathy peripheral (3.3%) in the
BV arm.

The Grade 3 to 5 drug-related AE reported more frequently was pneumonitis (4.1% in the KEYNOTE-204
pembrolizumab arm vs 1.8% in the cHL Safety Dataset, 1.3% in the RSD and 1.2% in the CSD).

Table 80. Subjects with drug-related Grade 3-5 adverse events (incidence = 1% in one or more
treatment groups) by decreasing frequency of preferred term
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Acute kidney injury was reported more frequently as Grade 3 to 5 drug-related AE in the KEYNOTE-204
pembrolizumab arm than in the cHL Safety Dataset, the RSD and the CSD (1.4%, 0.5%, 0.1% and 0.2%,
respectively). The observed imbalance across the datasets may be explained by the longer duration of
exposure in the KEYNOTE-204 pembrolizumab arm and cHL safety dataset (10.02 and 10.65 months,
respectively) relative to the RSD and CSD (4.86 and 4.24 months, respectively. Of note, these percentages
in the KEYNOTE-204 pembrolizumab arm and the cHL safety dataset are based on 2 participants in each
group from populations of 148 and 389 participants, respectively. These events were resolved.

Serious adverse event/deaths/other significant events

The incidence of SAEs from 90 days of last dose in KEYNOTE-204 was higher for pembrolizumab compared
with BV (29.7% vs 21.1%), but the rates were similar after adjustment for exposure. Pneumonia,
Pneumonitis and Pyrexia were most frequently reported (incidence 21%) in the cHL population after
pembrolizumab (5.4%, 5.4% and 2.7%, respectively in the KN-204 pembrolizumab arm), whereas
pneumonia, infusion related reaction, pulmonary embolism and neuropathy peripheral were the most
frequent SAEs after BV (3.3%, 2%, 1.3% and 1.3%, respectively).

Pneumonitis was the only most frequently reported SAE (= 2 percentage points difference) in the KEYNOTE-
204 pembrolizumab group than the other safety datasets (5.4% vs 3.3% in the cHL Safety Dataset, 2.0%
in the RSD and 1.8% in the CSD).

Table 771: Subjects 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
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with ons of mors alverse evenli H 9.7} 3z 2.1} 102 {26.T) 1,266 385) 3,050 382)
with no adverss svenli 14 M) 120 [TR.5) e 5] {733) IslR (&1 5) 5,003 {&1.3)
Pacum:mia 1 (5.4} 5 33} 1& (2.1} 44 4.2} 3 ]
Prcumemitz ] 154) 1 {0.T} 13 33) ny {2.0) 148 (13
Pyreais 4 27 1 (0.7} & {23} &7 {11} 1 (L1
Azuls Kideey Injury 2 (14} ] (0.0} 3 {0.E} 50 {0-E} 31 ]
Felrile MNeuropenia 2 (14) ] (0.0} 2 (0.5} 4 {0.1} 9 Y]
Interstitial Ling Dhecre 2 (1.4} 1 (0T} z {0.%) 13 {0.T} 13 {02y
Myoeanling 2 1.4} ] (0.0} 3 (0.E} 5 (0.1} ) o1
Aczule (rrall Verius Hestl Diosiee {0.T} a [ 1.5} 3 0.1 B LAY
Aracmis I (0.7} ] (0.0} 3 0.E} 39 Lo 1 (L}
Colins L 1 0.7} 1 0.%) 59 1 TE (05
Dhart hessa L {0 a R 2 0%} 59 1.0 T3 (1.3
D i (0.1} 1] (0.0} ! 0.3} il (1.4} 3 (L
Infisimon Relual Reaclion 0 LB 2.0 ] 4 (0.1} ] {0.1}
Mzunmully Pepheal [ (0.0} 2 1.3} [ (0.0} 2 (0.0} k| ]
Plewa Effusion L {00} 1 {0.T} [ {000} 13 145 107 (13
Pulm ey Emsslism [ 0.0} 2 1 1 Tl 1.z %3 1L}
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EMNDM Dats Fesr EMNI Data G eHL Safsty Dala fosr Relrence Salety Dutass Cusulatrve Rummsg
Perbrohesm ks Brentunsal Vedotin! Fembrmliama! fior Pembrobramah™ Safery Duatasct fur
Perbrolimmah ®
] ) ] (] ] Ml ] Ml ] L]
Urinary Trsel lnf: L] (0.0} 1 (0.7} L) (0.0} T3 (1.3} 5T ]

Every subyeet is couned a smgle Lime for cach srelazable ns nd okamn

A system nrgan s oo specific advere svod appes on s repont caly iTils incidenos in e o mone of the @l

Mos-ssracus advesse Svanii up b 30 deyi of bl doss and srious wlvers evenls o o 90 & ol Lot deies are included

Med DR A prefemed termi “Meoplven Progn =, "Mal Meupleen Frogn " sl "Dieaans Progression™ nal selated o the drag sre exvcladal

T e ol smibgocts wha sootvend ol bl one doie of Pembiolismah s KNS

Vincludss all subjects whi fmeeived a1 lesst one dose of Breaunema Valotia @ KNI

¥ Includes all anbjects whi received o leadl one dike of Pembrobesmal in KN20, KROET and KNO1E Coleen 3

™" sl ol bt whea pocsived of least one dose of Pembrolimmah @ KNOY Pet B1, B2, B3, D, C, F1, F2, F3, KN0OZ (origmnal phase), BEMN006, KNO10, KNO1E HNSOC, KNO13 Cobon 3,
NS, KNG, KNOEE, KNS, KNG, KMOST, ENOSE, KNS5 and KNOET,

W e lmess all subpects wha potrved ol leidl one dsie of Pembiolimmah = KN0Y PetB1, B2, B3, D, C, F1, F2, F3, | KRDOZ (orgmal plasc), EM00G, KRDL0, KND12 Coleors B and B2 (HNSOC),
Curbast C (Lirsthelial Trac Catos ) sl oot D iCusese Cencer), KNO13 Cobeat 3 (2HL ) and KNO13 Calion 44 (PMBUL), IKNO24, KROZE Colaon A4 ( Fsophageal), KNOZE Caborn B4
(Cervical) gnd ENIOR Cabon C1 (500LC), KNO40, KNO4D, KMBES, KMNOE, KNO3D, KR0S, EMOSS, KNOIT, KR0S9 Coboen 1, KNOGE, EMET, KN2, EMISE Coben O (Cervical), KN133
bzt G {5CLC) gnd ENT3R TMB-H, ENI64 Coheat &, KN1T0, KNIB0, EN131, KNI, KN427, ad POLT

meets he L e

i the repon title, efler sendisg

Databaie cotoll &us lor Melamoma | KRN0 -Malanoma: IBAFR2014, KN HFEBDF 5, KMD0G: 0GMARDN 3, EMISS: 0200CT201T)
Dratabaris cotoll daie fir Leag {EMND-NSOLC: I3IANINDS, KRNED 305EF2015, KRO24. TORIL20ET, KNO42: 4SEP2OEE)

Do cotelT due for HNSOU (EN0I2-HNSOC: 26AFR200G, KNO4D: 13MAYZ017, KNOSE: I5FEBZORY, KNO3S. IZAPRIN6)
Dtabbarie catelT e lor Crastrie (KN 3-Crasteie: DEAPRINE, KRNOS-Cabor 1 MALG2OIE, KNDED: TEMARTN )

Do cotelT date: for cHL (KND13-Cobon 3 285EF2013, KROET. JIMARING, KR JAIAMZR0)
Dratabaie cotoll &us lor Bladder (KMO12-Unothelnl: 01 5EP201S, ENGES 2600TI017, KRGS 265EPI013)
Dratabais cotoll &ns lor Coloroctal (EM168-Colesn A [GAUGEIIG)
Databbaie cotelT due for PMBUL (KN013-Cohert 44 (MAUGZ0IT. KNIT: 19JANDI E)
Dt cutielT date: Mo Ceswacal (KNO-Cshent B4 20FEB2017, KM1 58 Cahest E: 27PNIN 93
Dmtabarie cotelT duie for HOD (KMI24. 13MAY HIIE)
Dratabais CutolT date for Mierkel Cell (POIT. FEB2013)
Databae CutolT date for Exophageal (KM028-Cobon A4 31JANZOIE, KRB 30JULINE, EMI31: 150CTH0E)
Dratabanee CuinlT date for Renal Cancinsma (KNEXT ITSEPTRIE)
Dt CaatiolT daste For SCLE (KN 1 38-Cohert G ZTIUMNI009, KNO2E-Colen CI: 312018
Databarie Cuatoll daste for BMIBC {pan-muscle mvasive bladder cances) (KHO3T. 24MAYI015)
Dratabaie Cuinll date for TMB-H {EM1SE. 2TILNZ0LS)

Drug-related Serious Adverse Events

In the KEYNOTE-204, the overall incidence of drug-related SAEs from 90 days of last dose was higher for
pembrolizumab than BV (16.2% vs 10.5%) but the incidences were similar after adjustment for exposure.
Pneumonitis was the only drug-related SAE more frequently reported (=2 percentage points differences) in
the KEYNOTE-204 pembrolizumab arm than the cHL Safety dataset and the RSD (5.4% vs 3.3% and 1.9%,

respectively)

Table 782: Subjects 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

ENI0E Dats Gow ENI0 Dats Gewr cHL Safery Dats for Relorence Salety Datassl Cumulatrve Rusmmg
Perabroibum ok Birenaiuvem s Vedistin® Fembmluumsh! fior Pembrabemmsh™ Ealery Dagasst lor
Persbrilaum ah®
n ) n %) n &) n M) n (%)

Sobject m populalion 143 152 319 ka4 1053

wilh one o ot advarse events 4 (16T} & CRO3) 4 {11.3) 656 (N El {11.3)
wilh oo adverse svents 124 (33} 13a 39 3] 343 {32.2) 3,128 85 TAT6 {38.T)
Pacumenilis 1 [5.4) 1 0.7} 13 (3.3} 111 1.3} 141 .7
Pnemenia 3 {2.0) 2 1.3} 3 {0.E} ra 0.2} 23 0.3}
Hezule Kidusy Injury 2 1.4} 1] R 2 {05} 1o 0.} 13 {02
Interstitial Leng Discae: 2 1.4} 1 0.7} 2 0.5} [T 0.2} 17 0.2}
Myocandils 1 1.4} 1} (0.0} 3 {0.E} 5 (0.1} 9 0.1}
Pyreais 2 1.4} 0 0.0} 2 (0.5} 17 0.3} 21 0.3}
lefiscn Aelalad Roaclion [ {000} 3 2.0} 1 {03} 2 (0.1} L] 0.1}
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ENI08 Diata Fow BN Dats G eHL Safety Dala Gew Relerence Salety Dutassl Cumulstrve Rummg

Perzlobeimg=S BErenlussmab Vedsun! Femlmlimmsh! fist Pembrabrmah™ Salery Datasct I
Persbnliaumal
n %) n % n % ] i) n
Meumpaiky Peripheral L] (0.0} 2 (1.3} L] (0.0} 1 (0.0} 2
Every sulbpast is counisd a smgle ums Nor cach spplacable mow and columa
A dyalem organ &lms o w.lrL.ldl-“c\cﬂJFl-{l Ihlnql:lﬂ{ulv:rlu imcidene i one o more of e ol moels Lhe & m the repon litle, afler poending.
MedDRA prafemed wermi "Maopl % ", "Ml ik Priog " sl "Dhewase Prigeesaion” nod sslated o e drgg s cnclaled
R P T III by wha 'il:nl:un:dx:uf?mlndmunlh:n NI

Tncdudes sl sebjects whi reoeived al lessl o dose of Breanluvsnak Veditin = KNI
¥ inchudes all Ayt who reccived gl kel one doss ol Fembeohammaly in KN20, KHOET and KMNO1E Colort 3

7 el il sl wha | it leaa cne doae ol Pembiclizamal s KENDY Pan 81, B2, B3, 0, C, FI, F2, F3, KN0O2 (erigmal phase], KMNO0G, KNOT0, KNS HNSOC, KNO13 Calion 3,
BN, N0, KNOET, EKMOMS, KCND4E, KMOSE, EM05E, KNS snd 24087
L P P P T wha d &l lextl ons dose ol Pembioliausab m KRNOO1 Pan B1, B2, B3, 0, C, FI, F2, F3, | KN (orginal plass ), EKMOOG, ENOL0, KNO12 Cobons B and B2 (HNSOC),

Crbart {7 Urothelial Tract ancar) amd Coloen D (Croesie Canoes ), KRS13 Coleort 3 I'|.H|: Jand EXMOL3 E.cﬁlul.ﬂn'- (FMECL), KR4, KHIE Cobor A4 (Esephageal), KNOE Colon B2
(Cervical) end KMNIE Cobont C1 (SCLC), KRNO40, EHI4T, KM0ES, KNS, KHNO32, KMNOS4, EMOGS, KNOST, KNOS9 Coboert |, KNG, ENOET, K20, ENISE Cobor O (Cervical), KN13
Cobuse G {5CLC) and KM158 THB-H, KNGS Cobest A, KNI, KMIBD, EMN131, KNI, KN4IT, and POIT

Dhastabbarie cotisll &ate: Miof Mislanons (KM -Maamama [RAPRI0NE, KND: HIFEBEDN S, EM0M: 0OMAR NN 3, KEMO5S: 020CTI0 T)

Drataiarie cotolT dale lior Leng ( EXNDN-S5CLE I3IANIOS, KENOLD. 305EF2015, KMOZ4. TOFUL20ET, KHO4Y: 4SEF20LE)

Dhastabarie ol &ate: Mo HNSOC (EMOI2-HMS0C: 26AFPR2016, KHNIE 15MAYI0]T, KMNOSE ISFEBRZOLY, KNOSS: 22APRIOG]

Dratatbaree ool &ate fior (zantnie (KN 2-Cnoene: DEAPRI01E, KMOS-Cobor 1 [AUGZOER, KHDED DEM AR IO T)

Dratabsaree ool &ats fior cHL (KH013-Cahon 3: I85EP2013, KMOET. 11 MARIN S, KMNI04. | ALAMZOZ0)

Dhatabarne cotelT daie for Bladder (KRN0 2-Urethekal: 315EF2015, KER0E3. I600T21 T, KHOSE 165EFIN1E)

Dratabsaree ool &uts fior Coloroctal (EN168-Colem A OALGI0EA)Y

Drastabaree cotslT &ate: Mo FMBUL (KN013Cohert 48 MALGEDLT. KNITD: 151 AMI01 E)

Dratatbaree ool &ats fior Coarvecal (KNOZ-Cohest B4 20FEB20LT, KN158-{Cohast E: ZTRLMIN 9)

Dhastalbaree cotsll &ate led HOC (KMNI24 138 AY 200 E)

Dhatabbaris CainlT date for Mkl Cell (POLT. SGFEB2013)

Datae Culoll date Tor Exophageal (EMN02E-Coboen A4 I1TJANZOLE, KH1ER JITLINE, EM1E1: 150CTH0E)

Dhtabasis CainlT date for Renal Carcinems (KN4ET. 0TSEPIOIR)

Dratabsaree Cutnll date e SCLC (KN 1 3-Cohart (. ZTATNDO S, ERNE-Cobert O 31LL200R)

Dhatabsaree Ol date for NMIBC (nok-muscle mvasive bladder canced ) (KKNOST. 248 A Y2015

Dhtabarios CainlT date for TMEB-H (EMUSE. 27ILR201%)

Deaths due to adverse events

The incidence of AEs resulting in death was low and comparable across the safety datasets. Deaths due to
AEs in KEYNOTE-204 occurred in 3 patients (2%) in the pembrolizumab arm and in 2 BV patients (1.3%).

Table 793 Subjects with adverse events resulting in death up to 90 days of last dose (incidence
> 0% in one or more treatment groups) by decreasing frequency of preferred term

ENI0E Dists Few NI Diats Few eHL Safety Dats for Relerence Salety Datassl Cussulatrve Rummyg

PembrohcmmatS Brealunssab Vedotin® Fembrliams! fior Pembrolzmmah™
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Hypovilasms: Shock ] (0.7} L} (0.} ] 0.3} L} (0.} 2 {0100
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Aldomnal Pain L] (0.} L} (0.} L] (0.} L} (0.} 1 {03
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Table 804 Subjects with adverse events resulting in death up to 90 days of last dose (incidence
> 0% in one or more treatment groups)

ME-3475 200 mg Branmxinah Vedotin
i {“:: L I:' ::
Soltjects in population 148 132

with one or more a3Ueme Frents 3 (2.0 2 13}
with no advere @wens 145 (8.0} 138 [58.7)
Diat 1 {07} 1 {0.7)
Hypovolasnuic shock 1 (0.7} Q {0
Poeomonia 1 (0.7} Q {1007
Respimtory faitums 0 {0 1 {7}

Every subject is counted 2 single tims for sach applicable specific adverss eveat

A specific adverse svent appears on this suport oaly if it incidance in cos or pxore of the colemums mests the
imcidance criterion in e mpart ttls, after roending,

ModDFA prefecred tarm: "Neoplum progression”, "Malignant neoplaam progmissicn” and "Disexs progession”
oot related to the dmg ame exchuded.

Mon-serions adwerse events up to 1) days of last dose and serions adverse events up to 20 days of [ast dose ame
imcladed

Clatabass Catoff Diate: 16TAN2I02

Soerce: [PIOAVIIMEI4TS: adam-adsl: adac]

The narratives of 2 death cases from the KEYNOTE-204 pembrolizumab arm were presented.

In One patient the primary reported cause of death was pneumonia, considered related to pembrolizumab,
but interstitial myocarditis, interstitial hepatitis, and tubulointerstitial nephritis were also noted in the
autopsy report. The second subject died due to hypovolemic shock (Grade 5), considered not drug-related
by the investigator; however the patient also presented with autoimmune hemolytic anemia, acute kidney
injury, acute GVHD, and pneumonia at the time of death. The narrative for a patient who died due to an
unknown cause, was also provided.

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

The summary of AEOSIs, immune-mediated events and infusion-related reactions associated with
pembrolizumab, are reported below.

Table 815 Adverse Event Summary: AEOSI

KNI Dats o BN 204 Dt Few cHL Safety Data foe | Relwence Safesy Datasst | Cumualssve Rusaing
Persbraliramab™ Brenlussmab Vedolin® Fembiliaumah! fiar Pembrolicemsh™ Calety Duatasct lof
Pembicliaumah®
n %} ] [l n ) ] ) n [l
Selject m pepulation 143 152 349 5 Ed LH L]
with Gns o maons v ceenli x| 21 139 35.T) 474 1573 (154}
wilh mn adverse svenl 3 131 50 &23] 4410 &120 (T3]
wilh idrug-relnel” slverse events 43 17 123 31L& el | [ Bt} {21.1)
wilth wxisily grade 3-5 alverss svents 1l 5 a 59} 1 7 a4}
wilh waicity grade -3 drug-relatal slvers: events k) 5 bt 2.5) 331 452 (551
wilh s wlvere eveli 13 5 a] } 341 g B2)
wwilh seriins diug-ielsisd sl verse events 12 5 a 337 Ha 55
with i mmodification® dus 1o . alvere sveal i i3 3 34 7 BT
ik disd [ o [ i 17 o
ey diad dus o 2 drog-eclated alvere event o o o i 17 1 ]
disconteed Srgy due b m adverse eveal 13 5 3 12 3 kb
disconimuo] Sy due b o drug-relaad sadvene sveal 13 5 o 8 3.9} 307 ER b
disconimel dfg dut 1 8 scfious advenie svenl i 2 17 156 {2.7} s {235)
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EMNI0E Dinta Fewr EMNDIE Diats Fes e¢HL Safety Diata fos Reloence Salety Dutassl Cusulatrve Rusnmy
PenbroabeomubS Brentunamab Vediin! Fembrmliamsb! fior Persbrobiesmsh™ Balety Darasst lor
Peaboclaumah ¥
n %) n %) n %) n ) n %)
diseonire] dfeg due b 8 serious drug-rekied L] i6.E} - {2.6) 7 |24 154 (2.6} e 23]
mlverse evenl

! Determinad by the mvestigsion o be relaied e drg

T Definad as o action taken of diss ralused, S insruped or diug witkdrasn

Mos-ssracus advesse cvanti up b 30 deyi of ksl doss and sefious sdverse eveals op W 90 & ol L dese ave included

Med DR A prafemed werms “Meophven Progreseon”, “Maligran Neoplven Progresasn” and "Deeas Prograision™ nal sclated o e drog sre eaclalal

T el ol smibpocits wh soirvend ot leadt one doig ol Pembiclizsmah s KNI

Vincludss all subjocts who reesived a1 least one dose of Brealuven s Valotia @ KNI

1 Inchudes all subjects wh naosived o leat one dose of Pembeobimmal in KN204, KNOST amd KR0S Cobort 3

T leledess all subpects wha secervad d lead ons dose ol Pembiclimah m ENDY] Pan 81, B2, B3, 0, C, Fl, F2, F3, EMNOOT (onigmal phese), EMND0NG, KNOT0, ERO1E HNSOC, K013 Colon 3,
N8, KN, KNOET, NS, KW, KR0S, KNOSE, KNS and KNOET

W il all smibpcits wh socaval o leadt one doie ol Pembiolimmah = KENDY Pat B, B2, B3, D, C, Fl, F2, F3, | ENDOZ (srigmal plass), MO0, KND10, KRN0 2 Coboms B and B2 (HNSOC),
Curbast C [ Lirasthelial Tract Cagoer ) sl Cobot D iCnsese Cances), KM Cobeat 3 (cHL ) and KNOI3 L 44 (FMBLL), KNO2, K023 Colsit A4 (Esaphageal), KNOZE Colon B4
(Cervical) end EMNIOR Cabor 1 (5CLC), KNO40, KNI4T, KRN0ET, KMNME, KHORD, KR0S, KMOSS, KNO3T, KR0S Cobert 1, KNG, ENET, KN20, KNISE Coben O (Cervizal), KN133
Curbast G {5CLC) sl EN158 TMB-H, KNGS Coheat A, KN1T0, ENIB0, EN131, KN22, KN427, smd P07

Dratabaris cotolT Sale lior Melmoma (KEMN00]-Mamanma [RAFRI01E, KNI FFERDN S, EM0WG: 03MARDN S, EMDSL: 0200TIN T}

Dratabaris cotoll daie fior Leag (EMNMN-NROLE: I3IANIONE, KNO0 30SEF201S, KNOZ4: TOFRIL2DLT, KNO42: 4SEP2OLE)

Dratabacs cutol das fior HNSOC (ENDI2-HNS0C, 20AFR2006, KNG 13MAYIN1T7, EMNGSE I5FEBZ01Y, KHO3S: 2EAPRI0G)

Dratabarie cutol S fise (zaine (KMN01 I-(nnene: 2EAPRI01E, KMOS-Cabomn 1) [AUG2DLE, KNOEY: DEMARINT)

Databarie cutolf dais fioe cHL (KHO13-Cobon 3 JRSEPI1E, KHNORT. JIMARING, KR4 LaIANZO20)

Dhatabaris cotolT Sale lior Bladder (KP0] 2-Urethelal: §15EF015, KR0ES 2600TI017, KEMIST 165EF2013)

Dratabarie cotolT Sale lir Colorectal (KM 184-Coboa A D3ALGI0 LG

Dratabacs cutol dus fie FMBCL (KN013-Cobary 44 MALG200T, KHITD: 19JANIO]E}

Dratabare cutol Sus fie Cervazal (KNOZ-Cohan B4 20FEB2017, KMN158-Cohent E: 2TA NI 95

Dhatabarie cutolf dais fize HOC (KR4 13MAY 3 E)

Dratabarie Cutoll date for Merksl Cell (POET. SFEB2013)

Dratabages Cutoll dae fee Exophageal (ENIQR-Colom A4 ITJANZ0IE, KM1EX J0ULIGIE, ENIEL 150CTI0E)

Dratabanee Tl date for Fenal Caicinsma (KNEXT OTSEPIIIR)

Drateabarie Cutoll dae fee SCLE (KN 1 33-Cobary G 2TAMINS, KNO2E-Cobert C1: 31IL201R)

Databarie Cutoll date for KMIBE {pas-muscle mvasive bladder cancer) (KHOT. 240AY2015)

Dratabarie Cutoll date fof TMB-H (KNESE 2TRIM2009)

Overall Adverse Event of Special Interest (AEQSI)

The overall incidence of AEOSI was comparable between the KEYNOTE-204 pembrolizumab arm (n=53,
35.8%) and the cHL Safety Dataset (n=139, 35.7%), including those considered as drug-related (n=43,
29.1% and n= 123, 31.6%, respectively), but with a slightly higher prevalence of serious-drug related AEs
compared with the cHL Safety Datase (n=12, 8.1% vs n=22, 5.7% respectively). No deaths occurred in
the KEYNOTE pembrolizumab arm or in the cHL Safety Dataset, related to a fatal AEOSI.

Most immune-mediated AEOSIs were mild to moderate in severity and were managed with treatment
interruptions and/or corticosteroids. At the time of the data cut-off, 50.9% of patients were reported to
have AEOSIs resolved, 9.4% were resolving and 37.7% were not resolved (most AEOSIs related to
endocrine abnormalities) in the KEYNOTE-204 pembrolizumab arm.

In KEYNOTE-204, a higher incidence of AEOSIs was observed in the pembrolizumab arm compared with
the BV group (35.8% vs 13.8%). The most frequent AEOSIs were hypothyroidism (n=28 [18.9%]),
pneumonitis (n=13 [8.8%]), and hyperthyroidism (n=8 [5.4%]) in the pembrolizumab arm, and infusion-
related reaction (n=12 [7.9]), hypothyroidism (n=4 [2.6%]), and pneumonitis (n=3 [2%]) in the BV arm.

Table 826 Summary of outcome for subjects with AEOSI (incidence > 0% in one or more
treatment groups)

NI Diata for ER204 Dists fise cHL Safesy Dua fir Refierence Saleey Cumpleive Runsmg

Pembroliamsh™ Brestussmak Valotin! Perbraliam | Dhaassi T Ealery Dasset fior
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Table 837 Subjects with Adverse Events of Special Interest (incidence > 0% in one or more
treatment groups) by AEOSI category and preferred term
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Hypothyroidism

In KEYNOTE-204, the most common AEQOSI reported was hypothyroidism, which occurred in 28 patients
(18.9%) in the pembrolizumab arm compared to 4 patients (2.6%) in the BV group. Of these, 23 patients
(15.5%) in the pembrolizumab arm had AEOSI assessed as drug-related and were Grade 1 or 2.
Hypothyroidism was managed through observation and/or thyroid replacement hormone and no patients
received corticosteroid treatment. Less than half of patients had a revolved or resolving status.

In KEYNOTE-204, out of 28 participants, 11 participants had a past medical history of prior radiation
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therapy. In the pembrolizumab arm of KEYNOTE-204, 58 participants had received prior radiation at
baseline while 93 participants had not received prior radiation in the ITT population. The incidence of
hypothyroidism in participants who received prior radiation was thus 19.0% (11/58) compared to 18.3%
(17/93) in participants who had not received prior radiation. TSH levels reported at baseline for these 28
participants were as follows: 20 participants with normal, 7 participants with high and 1 participant with
low TSH levels at baseline, respectively.

Table 848 Adverse Event Summary: AEOSI - Hypothyroidism
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Table 859 Time to onset and duration of AEOSI - Hypothyroidism

KH204 Duea o KH204 Dhuta fiar eHL Safesy Dhata fior Reference Safety Datsost | Cumslstive Runsng
PensbrabrmmabS B b Vedomal Perabrol ahll fex Pembeok mem ™ Saleey Dataset Tor
Pembrliaumah®
[ %l a % a %) a el a %)
Balvjects in popelilion 12k 152 389 SRR 3
Sahjers wath Hypodhymideen m e 4 (28 &6 170 EAT (11} P o
T i Oaset ol Fasil Hypollyrosdism {deca)t
Mean (S} L3RS (150.3) 3365 (246.2) I33.& {1405y IZET{97.5) IZ3.3 {1008y
Medisn R 3150 L] noo 1ozo
Rarge 20 ke T4 4 44 20 Ba T4 L e 564 1 741
Taal epascades af Hyptnroidsm 3 4 T 20 w0k
Avermge Epoades per patisnl LIE 1.0% 115 L1 L1
Epsicde durstion (&naly
Medisn o peachind Mo rearhid P Mo resehid M reahed

Assessment report

EMA/97222/2021 Page 141/178



Table 860 Summary of outcome for subjects with AEOSI - Hypothyroidism

END Data for ER204 Dl fior eHL Salety Duata lor Reference Salety Cusulitive Runsmg
PembrelimmshS Brenlusmmal Valotinl Pembrolrmabl Datass Tor Salery Dalssei oo
Pessbeubirmmuh™ Pembrakizm ki
Dhuteeme [ ah n L u % u [ [ ah
Hypathyeroudien Realving 5 (17% [ ] {00 E] (121} 45 (&9} B0 .1}
Usknown ] {00} @ (0 ] ] 2 3.1} pd 2.5}
Sequclas ] (0.0} -] (03 4 £} i 21} 14 (1.6}
Rzl E (28E&) [ (2509 7 gy 124 (X1} 184 215

Pneumonitis

In KEYNOTE-204, the overall incidence of pneumonitis was higher in the pembrolizumab arm than in the
BV group (n=16, 10.8% vs n=4, 2.6%) and most cases were considered as drug-related (10.1% vs 1.3%).
One-half of the patients (8/16) had Grade 3 or 4 events; no patients died due to pneumonitis. Pneumonitis
was more frequent than observed in the cHL Safety Dataset (8%) and in the RSD (4.5%), but it was
resolved for 12 out of 16 (75%) pembrolizumab patients in KEYNOTE-204, for 24 out of 31 patients (77.4%)
in the cHL Safety Dataset and for 148 out of 264 patients (56.1%) in the RSD. The majority of patients
were treated with systemic corticosteroid.

Table 871 Adverse Event Summary: AEOSI - Pneumonitis
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¥ Iachudes all auljects wh receved al leail one doss of Pembeohasmnal in KN204, KRNOET asd KNO13 Colaert 3

Ll P01 P P sulnpecis wha reierverd ol leadl one dose of Fembiolimmah m ENDY Pen B1, B2, B3, 0, C, FI, F2, F3, KR0OT (erigmal phess], END0G, KNO10, KRN0 HMSOC, KNO13 Cabon 3,
ENE, KNO40, KMOET, KNS, KNO4E, KROST, KMN0GS, KNGS and KN0ET

Wislmles all subpects whe recernvad ol least one dose of Pembrolimmsh = KNG Pen B1, B2, B3, 13, C, FI, F2, F3, | KNOOZ (orngmel plase), ER006G, KRN0, KNO12 Cobons B and B2 (HNSOC),
Crlazit  (Linsthelial Trac Cascer) and Coleen D {Ceene Canees), KNS Cobast 3 (cHL ) and KNO13 Cabon 44 (PMBCL), KHOZ4, EMNOZE Colon A4 (Esophageal), KN Colon B4
(Cervical) and KMIIE Cabon C1 (50 KNG, EMO42, KRG KNS, KNO3Z, KROS54, ENOSS, KNOIT, KNOSS Coboert |, KRG, ENET, KN20, KEMISE Cobon O (Cervical), KN13
Coleem G SCLC) and EMN15E TMB-H, KNI64 Cobhant A, KN1T0, ENIBD, KEMN131, KNI, KN42T, aad POLT

Dratabsii: cotill uie Mor Miclanoma {KMN00] Madmoma IBAFR2014, KNND: TIFEBDI] S, ENDG: 03RARDN Y, EMNOSA: 020 TN T}

Datataos ot dae Nor Leag (EM00-MSCLC: 3IANI01S, KHNEL0. J0SEFI01S, KNO24. 1OAILZ0NT, KHO42: 4SEP2008)

Databsaroe cutel dae Nior HMSOU (KMOL2-HMS0C: J6AFR2006, KNI 13MAYIN1T, KNOSE ISFEB2019, KNO35: 2ZAFRI016)

Dutabarie cutoll duie lor (zasinie (KN0 E-Caere: BEAPRIN1E, KNOS-Coborn | EAUGZOLE, KNOED DM ARDN )

Dratabii: cotilT date Tor cHL (KRD13-Cobon 3. 285EP2013, KMOBT. TIMARINS, KRNI04. [AJANZRO)

Dratabsai: cotilT Jae Tor Bladder (KRN0 2-Urethelal: 015EFI015, KM 1600T017, KNISE I65EF2013)

Datataros cutol due Nor Coleroctal (EM168-Colom A [OALGI0G)

Databaroe et date Nor FMBCL (KND13-Cohert 4A: MALGZOLT. KHTT0: 19JANI0E)

Dutabarie cutell duie for Cervacal (KNIE-Cohort B4 20FEB2017, KM158 Lohont E 27RO 9)

Dratabai: cotel Jate lor HOC (ENI24. 1L3MAY D00 E)

Dratabsai: Culioll date Tor Merksl Cell (P07 (6FEB2018)

Datataros Cuinll date for Esophageal (KMN028-Cobon A4 ITJANZOIE, KN1ER 30JULDNE, KNI 1500T 200 E)

Dtatearie Cutnll daste for Renal Carcinsms (KNSIT. 0TSEPTHIR)

Databai: Cutoll date for SCLEC (KN 3-Cohan Or: 27309, KMIQE-Cobon C8: 31TATLZ0IE)

Dratabsii: Culill date for NMIBC {pon-musche smvasive bladder cances) (KNO3T. 24MA Y2019}

Databai: Cutnoll date for TMB-H (KMISE. 2TILURZ0IS)
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Table 882 Summary of outcome for subjects with AEOSI — Pneumonitis

KNI Diats for K204 Dists fior eHL Safesy Duea for Fieference Saltey Cusulaive Runsmg
Pembrclimmah= Bresussnal Valotinl Prrzlsduamais | Dratasst Tof Salety Dutsset lor
Pexaboolumab™ Fembrolirmak®
Dhalienmie [ (k1] i %) ] %) a8 (] [ k1]
Prsumenilis Ruzazlvend 1z (7500 4 (1003 14 (774} L4k (3.1} g (554)
Pt mimilis Orverall 16 (1.5} 4 {2.5) 3 R lid 4.5 341 4.7
Faal o oy [] (03 1] ooy a9 34} 14 4.1}
Mot Resielved 3 (183 -] (0.0 i (19.4) 1 (30T} 16 311
Rzl ving 1 6.3} ] (0.0 1 32 12 3.3} b 3.3}
Usknerwn o oy 1] (0.3 ] ooy 1 (24} 1 (0.3}
Soquekaes o (0.0} L] (0.0 1) ooy 3 (0.0} 3 (0.9}

Table 893 Summary of concomitant corticosteroid use for AEOSI - Pneumonitis

BN D04 Diata Foe | KM204 Dista fior | HL Saffety Data| Reference Safety|  Cumalatne
e — i ™ Dutssct foe | Runsag Saficty
Vedotin! | Pembeilicumab! |Penbuliuesal”|  Datssct fo
[ -
N=143) N=152) [N=3E9) [(N=SERS) M=k}
" % W % [ % [ % a %
Patients with cns or moes Prssmoniti 16 ¥ 31 T 341
Toeatzad with syscmic cortamsend 15 w38 | @ s00 | % s3s | 175 663 | 2841 T
oot trcated with syslsmic corticlensid 1 63 : san | 12 6% | 88 3i7 | o @3
The mniber of Fusenes with one o mone F ia wead o the Tt the peneneage caloalatan

Thchules ol subpacts whe recennd ot lent ine doe of Fenbmliumab = KN4

¥ Inncludien all soubrjerts wh received ai lesstone dine of Bentmimah Velotin in KN4

V incduden all sbjocts who eosival ol lesst one dere of Pesbrobromab in KN204, KNOET s KNOT3 Cibirt 3

lnchudes. all sasbpacts wh necerved ol let one doe of Pembmlimmsab s KN001 Fan B1, B2, B3, 3, C,F1, FL F3, KNIZ
(origmal plase), KNOD6, KMOI0, KKND12 HMSOC, KNOI3 Cobort 3, KNI, IKND40, KNOMZ, KNS, KNS, KNOST, KND3S,
EIMISS amd KNOST

il chudes. all sasbpacts whes recerved ol Tt ons dose of Pembmliausab s K001 Fan B1, B2, B3, I, ©, F1, FL, F3, , KNOD2
(orsgmal plase), K006, KMO10, KEND12 Coborts B and B2 (HNSOC), Cobon C (Usothelisl Teset Coness ) and Cobont D ifGasirs:
Cances), KNS Cobont 3 (eHL) and KND13 Cobort SA (PMBCL, KNUZ4, KNOZE Coburt A4 (Esophsgeal), KNOZE Coiborn B4
(Cervieal) sl ENIZE Cobert C1 (SCLE), ENO40, KNO4Z, KM043, ENO4E, KEND52, KNOS4, KMIGS, ENOTT, KOS9 Cribor 1,
EMDEZ, ICHDET, K204, KNISE Coheet O (Cervical), KNISE Cobiort G {5ULC) and KM158 TMB-H, EN1648 Cobon A, KNITD,
EN130, KNIEL, KNZI4, KNAZT, md POLT

Distabaie: cutsslT date fior Mbelanomaa (KMNOO1-Melenoma. |EAPRI0I4, KNI HFEEM1S, KN0G 03MARI01S, KNOS4
OROCT2007)

Dintsbarie: cutalT date fior Ling (KMNO01-NECLC: 3ANKIS, KNOTD JESEF2OLS, KKNO24: MULIL2017, KN4T (MSEPTNIE)

Dintsbaie: cutssll date for HMSOC (BN 2-HMEOD. J6APR2016, KNO40: 1SMAYIN1T, KNISE: 25FEB2019, KNOSS. IZAPRINIE)

Dintsbarie: cutalT date fior (asteie (IEND12-Ciamtrae: TEAPRIN1E, KNOSS.Cahon 1 0BALNGI0NE, KNOEY. TEMARTNS)

Distsbaie: cutalT date for cHL (KN013-Cohont 3. 2E5EFI018, KNOET. 2IMARZ019, KN204: 16JANBZD)

Distabaie: cutalT dage for Bladder (KN 2-Urothelial 01 5EPI015, KNO4S 2600T2017, KNIS2 265EF2018)

Diatsbaie: cutalT date fior Corlessetal (KN164-Cobont A 03ALGINE)

Dintsbae: cutalT date for PMBCL (KMD13-Coheet 4A: MAUGHNT. KNITO: 151AN2015)

Distsbaie: cutalT date fior Cervazal (EMI28-Cobort B4 20FEB21 7, KN158-Culort E: 2TIUNI0N)

Distsbae: cutalT dase for HOC (K224 1SMAYZO01E)

Distsbaie: Cisted T date for Mirkel Cell (P01 T 06FEH2018)

Dintsbaie: Curted T date for Esophagen (KNOZE-Cohon A4 J1UANI0LE, KN130: 300ULINE, KNIS1: 150CT2005)

Dintsbaie: Curted T date for Riesaal Carcinoms (K427, ITSEFI0IE)

Dintsbaie: Curted T date for SCLE (N1 5-Cohent G: 2TIUNI019, KMOZE-Cobert 1 3LIULINE)

Dintsbarie: CirteT date for WMIBE {non-muscle invaive Balder cacer) (KHDIT. HMAYI01%)

Dintsbae: Cirted T date for TMB-H (KNISE ZTIUN0I9)

Source. 155 adem sl alee, sdes |

Infusion reactions

The incidence of infusion reactions in the KEYNOTE-204 pembrolizumab arm was consistent with the cHL
Safety Dataset and was more frequent than the RSD and the CSD. Infusion related reactions were more
frequent in the cHL population (5.4% in the KEYNOTE-204 pembrolizumab arm, 7.9% in the BV group and
8% in the cHL Safety Dataset) than in the RSD (2.3%) and the CSD (2.1%), characterized by a very earlier
median time to first occurrence (1 day vs 44.5 in the RSD and 40 days in the CSD).

Table 904 Adverse Event Summary: AEOSI - Infusion Reactions

EMND0E Diata Gew EMNI0E Dats Few eHL Safsty Data f Relrence Salety Dutass Cusulatrve Rusamyg
Pzt Brelunsmmab Vediotn! Fembmiliaumsh! fior Perbroibamals™ Salesy Duaaset finr
Pembioliamah®
n ) B [ n ] B ] n L]
ety m pepulalion 143 152 89 5 Eas 8,053
wilh one o more sdverse eventa 1 5.4 12 {75} 3l 8.0} 138 {2.3) m {2.1)
wilh ao adwesss svenl 140 94.6) 140 92.1} 358 {3290 5,746 [lri | 7,520 {575)
with drugorelaind” alvere cvens & 4.1} 12 75} 4 6.2} £ 1.5} 110 143
wilh Wity grade 3.3 alverse oventi ] .oy 3 2.0} 1 (0.5} ia {0.2} 1] o
wilh Weaacily grade -5 diag-relatal alvere: eventi ] .oy 3 2.0} 1 0.3} 5 0.1} B [IAN]
with s wlvane cvaly [ ] {0} 3 {2.0) 1 (0.5} | (0.4} 14 {03y
wilh sk diug-relsisd advere events ] ooy 3 {20} ] {03} 9 {0.Z} 12 o.uy
vk izl [ {00} o {00} [ {00} o {00} i ]
ey diad dus o 2 drog-eclated alvere event 1] {oy o R 1] {0y o R 1] ]
disconimcnl Sfgy doe by o advene eveal 1 (0.7} 3 (2.0} 3 {0.E} 4 (0.1} 5 AN
discontmmal Sngy dee b & diug-relaind slvene cveal 1 {07} 3 (2.0} 3 {0.E} 4 {01} 5 AN
disconimuo] Sy dus b @ icFious sdvene evenl ] {00y 2 {13} ] (0.3} 3 {0.1} 3 (0.
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EMNI0 Data Gew EM D0 Diada Few eHL Safety Data R Relorence Salety Datassl Cusulatrve Rusmmy

[N Brentunsmmab Vedolin! Fembruliaumsb! fize Pemborobezmah™ Salesy Dataset far

[

N Ml o [ N s o s N [

Uicnrrmal S dis @ 8 seios Sug-reliad ] 0.0} 2 1.3} ] 03} 3 0.1} E] 08

malvenie gvenl

! Determinad by the mvestigsion o be relaied n te dryg

Hos-ssraud advesss svanti up b 30 dayd of Lan doss and serious. alvene cveals o o 90 &rvd ol e dese are insluded

T el il smibpocts whe sovend ol b sne dose of Pembiclissmah = KM

Vincludes all suljects who received al lesst one dose of Breatusemal Vedotin = KNI

nchades all et whe received ol lea ome doss of Pembeokhasnal in KN20, KMNOET and KM Cobe 3

" Inclmdes all subpects wha roosived ol least one dose of Fembrolinamah m KMO0 Pe 81, B2, B3, D, C, FIL, F2, F3, KNOOZ (arignal phese]l, EN00G, KND10, KRN0 HNSOC, KN013 Cobon 3,
EMIE, KNG, KMNOET, ENIS, KNGS, ENOST, KNGS, KMOSS and ENMET

W Joclendes ol subjects whe recerved of leas cos dose of Fembrolismsh @ KN001 Pa 81, B2, B3, 1, ©, FI, F2, F3, | KNOOZ foragana jlase), K306, KHOLG, KNO1Z Cobons B and B2 (HNSOC),
Corbat [ Unisthelial Trascl Cascsr) and Colee [ Cosesie Canees ), KNS Coleert 3 (cHL) &nd KHOL3 Cabon 28 (FMBCL), KHOZ4, ENOZ Cobon A4 (Esophageal), KNOZ Colon B2
(Cervical) and EMIIR Cobon C1 (5CLC), KR40, K42, KM%, EMNIE, KNOZ, KMNOSE, ENDS, KNOST, KNS Cober |, KNOGT, ENET, KN2M, EMISE Colen O (Cervical), KN133
ot G SCLC) and KM158 TMB-H, KNI Cobeet A, KN1T0, KNIRD, KNS, KNI, EN42T, amd POLT

Dratabaris ool dals lor Melamoms (EMN00]-Mdmama IRAFR2004, KHNIND: HFERDINS, KMDWG: 03MMARDY % KMO5E; 0200 T H T)

Dratabaris cotolT Sals T Leng (KM -NSCLE T3IAMNINLS, KREID 305EFI015, KMO24. TORIL200T, KN4 4SEP201E)

ENDIZEHNSCC: 26AFRI00G, KHO4E 13MAYIN1T, KNGSE: I5FEBZ0Y, KNO3S: 2ZAPRIO16)

Dratabaris cotoll dale lor (astne (KMNO2-Cuane: BEAPRIDE, EMNOSE-Cahor 1) MEALG2OIE, KNDED: BEMARDN T}

Dhatabacis ool dale fod cHL (KND13-Cabion 3. JRSEFI018, KNORT. JIMARING, KRIDL. DalAM2000)

Dratabaris cotolT dals lor Bladder (KMN01 2-Urathelal: 015EFI01S, KMNOS3 2600CT2017, KMIST 265EF2013)

Dt cotolT dals e Colesesal (M 168-Cokom A AR IG)

Dratabaris ool dals lor FMBUL (KNO13Cohart 44 IALG20LT. KNIT0: 19JAMIO1E)

Dratabari: cotoll dals lor Cervazal (KMOZ3-Cohent B4 20FEE2007, KM158Ochest B 2TRINDN 95

Dratabacis cutol due for HOC (KRQ24: 13MAY 200 E)

Dratabaris Cutall date for Merkel Cell (PRIT. (6FEB2018)

Draabarie CulolT dae for Exophageal (EMN0QR-Cobon A4 I1TAMZOIE, KN1ER 30JULINE, KEN131: 150CTI00E)

Dratabaris Culoll date for Renal Carcissms (KHEXT. MEEPTRIE)

Dratabaris Cutll date oo SCLC (KN 13-Coheet G 2TANDIS, EMIQE-Cobert T 31TLIL200E)Y

Dratabaris Cutall date for MMIBL {pas-muscle mvasive blakler cances) (KHOST. 2404 2019)

Dratabacis Cutall date for TMB-H (EMISE 27ILUNZ0IS)

Table 915 Time to onset and duration of AEOSI - Infusion Reactions

KHN204 Data for KN20 Dhata for eHL Salety Data for Referemcs Safely Do | Cumolalive Runsmg
Pembrolrmabs B b Vedets! Pembril il few Pembooki men ™ Salery Dutaset lo
Pessbroliaumah®
a [ ] a %) a %) [ [ead] [} %l
Subpecti in pupokilion 14E 152 £l SEE4 53
Saahjerss with Infusion Reactions 1 5.4} 12 (7 kN (B 13t (23 1 @
Thawes b6 D of Fawl lafiacn Reactaons | daya)t
Mean (51} 141.4 3273} M3 243} 206 3 (2ET Y U145 (15525 12 {1617
Madim Lo 210 Lo 445 400
Ramge I w582 12 1o 1DE 1723 e T3 laT3
Testal episesdes ol Infusion Reaclions El 4 42 167 2n
Average Eprades pes pulicnl L3 LT 133 LTl 1Ln
Epmicds Suration (deyaid
Madim Lo Lo in 20 20

Table 926 Summary of concomitant corticosteroid use for AEOSI - Infusion Reactions

BN Data Geowr | KN204 Diga Gior | oHIL Salety Dials | Relerence Safely]  (Cusulstve
PembroluumehS]  Beenluumak [ 5] Durlssicd Fewt Runseng Sality
Wedolin! Femtraliumab! | Fenlmiliumab™ Dhirkgse=t. [
Pembiilismsalbi
=141 M=112) M=3FF M=3E34) [M=R0T}
B ] B k) [ e ] k] [ k]
Patignts with cne or s<es Infusicn E 12 3l 138 173
Fisaclins
Treatsd with sysismis porsemteraid 3 TS k] TS0 ILE] 323 EL IR3 51 o]
Pl reslad with svilemic cortioniisnzid 3 P ] 3 5.0 Il &7.7 i TLT 2 M5

Laboratory findings

In KEYNOTE-204, the frequency and severity of laboratory test toxicity were comparable in the
pembrolizumab and BV arms, in which most shifts in the toxicity Grade from baseline were to Grades <2.
However, in the pembrolizumab arm, shifts to Grade 3 or 4 were observed for /lymphocytes decreased
(Grade 3, n=6; 4.1% and Grade 4, n=7; 4.8%), alanine aminotransferase increased (Grade 3, n=8; 5.4%)
and Grade 4, n=1; 0.7%), neutrophils decreased (Grade 3, n=8; 5.5% and Grade 4, n=4; 2.7%). Similar
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shifts to Grade 3 or 4 were observed for the BV arm. The results of clinical laboratory evaluations were

consistent between KEYNOTE-204, the cHL Safety Dataset and the RSD.

Table 937 Summary of subjects with increases in highest laboratory test toxicity Grade from
baseline (subjects with baseline and post-baseline measurements)

Laboratory test KN204 Data for KN204 cHL Safety Reference Cumulative
Pembrolizuma Data for Data Safety Dataset | Running Safety
b (n=148) BV (n=389) (n=5,884) Dataset
(n=152) (n=8,093)
APTT increased 4 (7.5 5 (10.0) 6 (7.2) 194 (13.6) 297 (13.8)
Alanine 50 (33.8) 69 (45.4) 100 (41.7) 261 (25.3) 1786 (25.4)
Aminotransferase
Increased
Albumin decreased 24 (16.4) 29 (19.3) 43 (19.3) 1835 (37.3) 2398 (36.1)
Alkaline phosphatase 30 (20.5) 34 (22.4) 68 (27.5) 1365 (27.5) 1927 (27.5)
increased
Amylase increased 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (25.0)
Aspartate 57 (38.5) 62 (40.8) 108 (44.8) 1421 (28.5) 2052 (29.2)
Aminotransferase
Increased
Bilirubin increased 24 (16.2) 13 (8.6) 43 (20.2) 505 (10.2) 781 (11.1)
Calcium decreased 32 (21.6) 24 (15.8) 61 (26.2) 1228 (23.2) 1717 (23.5)
Calcium increased 20 (13.5) 17 (11.2) 44 (19.4) 615 (11.6) 805 (11.0)
Creatine kinase increased 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(16.7)
Creatinine increased 42 (28.4) 21 (13.8) 65 (29.1) 951 (19.1) 1368 (19.4)
Gamma glutamyl 0 (0.0) 0 (0.0) 0 (0.0) 1 (14.3) 39 (33.9)
transferase increased
Glucose decreased 15 (10.1) 14 (9.2) 65 (26.5) 485 (9.9) 654 (9.5)
Glucose increased 68 (45.9) 55 (36.2) 151 (57.0) 2493 (50.8) 3416 (49.4)
Haemoglobin decreased 35 (23.6) 50 (32.9) 60 (21.0) 2243 (44.4) 3083 (43.0)
Leukocytes decreased 46 (31.1) 67 (44.1) 93 (38.8) 612 (12.2) 905 (12.7)
Lymphocytes decreased 51 (34.9) 48 (32.0) 92 (34.3) 1791 (38.3) 2529 (37.8)
Magnesium decreased 13 (24.5) 6 (12.0) 43 (30.3) 603 (15.8) 685 (16.1)
Magnesium increased 5(9.4) 5 (10.0) 12 (10. 4) 265 (7.0) 291 (6.9)
Neutrophils decreased 41 (28.1) 64 (42.7) 86 (36.6) 349 (7.5) 536 (8.0)
Phosphate decreased 44 (30.8) 27 (18.5) 90 (37.7) 1043 (22.1) 1346 (21.3)
Platelet decreased 50 (33.8) 39 (25.7) 103 (40.6) 631 (12.6) 929 (13.0)
Potassium decreased 19 (12.8) 21 (13.8) 46 (20.3) 682 (12.9) 965 (13.2)
Potassium increased 22 (14.9) 12 (7.9) 47 (20.6) 966 (18.2) 1306 (17.8)
Prothrombin INR increased 4 (7.4) 5(10.4) 5 (5.8) 224 (16.0) 339 (15.6)
Sodium decreased 36 (24.5) 30 (19.7) 90 (36.1) 1932 (36.2) 2570 (34.8)
Sodium increased 12 (8.2) 8 (5.3) 25 (11.6) 290 (5.5) 372 (5.1)
Triglycerides increased 0 (0.0) 0 (0.0) 0 (0.0) 808 (35.0) 810 (35.0)

In KEYNOTE-204, there

were 10 participants in each treatment group (6.8% and 6.6%

in the

pembrolizumab and BV groups, respectively) who experienced “thrombocytopenia” or “platelet count
decreased” as reported by the sites as an AE. Among the 10 participants in the pembrolizumab group, 9
participants had an event outcome reported as resolved, as of the data cut-off date.

Among these 10 participants in the pembrolizumab group, Grade 1 events were experienced by 4
participants, and Grade 2, 3, and 4 events were experienced by 2 participants each. There were no events
that led to clinical sequelae nor had a fatal outcome. Among participants in KEYNOTE-204, 12 were treated
with platelet infusions: 7 (4.7%) in the pembrolizumab group and 5 (3.3%) in the BV group. Most platelet
infusions were intended for treatment of thrombocytopenia. Concomitant medications for Grade 3-4
thrombocytopenia for the 4 participants in the KEYNOTE-204 pembrolizumab arm were also provided.

In the RSD, excluding the 243 cHL participants from KEYNOTE-013 and KEYNOTE-087, a total of 140
participants out of 5643 (2.5%) experienced thrombocytopenia or platelet count decreased. Of these, there
were 100 participants with Grade 1 events, 20 with Grade 2 events, 9 with Grade 3 events, and 11 with
Grade 4 events. There were no events that led to clinical sequelae nor had a fatal outcome. Less than 1%
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(17/5643) of patients received a platelet transfusion after starting pembrolizumab. In addition, a case of
autoimmune thrombocytopenia has been reported after treatment with pembrolizumab in KEYNOTE-204.

Immunogenicity

No new immunogenicity data were available.
Analysis of Secondary Malignancies

There were no secondary malignancies identified in the KEYNOTE-204 or reported in the cHL Safety Dataset.

Safety in special populations

Age

In the KEYNOTE-204 pembrolizumab arm, the incidence of AEs was generally higher among older patients
(>=65), similar to the cHL Safety Dataset. This pattern was not observed between the age groups in the
RSD and in the CRS.

Table 948 Adverse Event Summary by Age Category (<65, =65 Years)

EN204 Data for EN204 Data for Brentuximab cHL Safety Data for Feference Safety Dataset for Cumulative Running Safety
Pembroli b Vedotin' Pembrolizumab | Pembrolizumab'" Diataset for Pembrol b
=65 ==63 <65 ==63 <63 ==f3 =65 ==65 =63 ==65
n (%) n (%) n (%) n (%) n (%) n (¥a) n (%a) n (%a) n (%a) n (%)
Subjects in population 122 26 130 22 343 48 3.383 2,495 4.640 3453
swith ons or more adverss svents 19 @75 | 26 ooo |11 @D | 22 000|335 @17 | 46 (1000|3268 (96.5) [2.422 (96.9) |2476 (963) 3335 (966
) ) )
with no adverse event 3 (2.5) 0 (0.0 9 (6.5) 0 (0.0 3 2.3) 0 oy 117 (3.5 77 3.1y | 164 (3.5 | 118 34
swith drug-related” adverse svents 87 (713 | B3 @85 | 97 (46 | 20 @05 |45 L4 | 40 670 [2365 (599) | 1766 (T0.7) |3.061 (68.1) | 2417 (70.0)
with toxicity zrade 3-5 adverse events | 50 (410) | 15 (5T7 | 51 (39.2) | 15 (683) | 123 (359) | 24 (522) | 1505 (4.3 | 1324 (53.0) 2139 (46.1) | 1797 (52.0)
swith toricity srads 3-5 drug-related 3 oass | 6 @in| 8 @ |10 @5 |52 @y |1 oun |46 qss 457 83 |57 (14 e s
adverse events
swith serious adverss events 300 Q46 | 14 63| 35 @ | 7 GLe | 81 e | 3 ¢om |L1s (49 | 1084 @34) |Led (35 1456 @21
with serious drugrelated adverseevents | 16 (13.1) | § (0.8 | 12 (92 | 4 (182 | 36 (105 | 10 QLT 346  (102) 310 (124) 475  (102) |442 (2§
whao died 5029 |0 oo |1 @y |1 o@n | s oan |1 ey |44 @3 (18 67 |00 @ |40 00
who died due to a drgrelstedadverse | 1 (08 | 0 @0 | 0 @0 | 0 @0 | 1 @©¥ | 0 @ |21 @& |18 @©n |2 @& |3 00
event
discontinued drug due to an adverse 14 @] 6 |17 @l @sm| 3 oee | 8 a7 |98 e [ a5 |53 qLy |ns a5y
event
discontinued drugdue to 3 dmzaelted | 13 (107) | 6 3D | 15 L | w0 @ss|2w  @n | 8 are|wr @D |03 @D |20 68 (8 @D
adverse event
discontinued drug due to 3 serious W @D | 4 sl s 6e | 3 me| s G5y | o6 wo|swr @ [ e[ @3 |37 qos
adverse event
EN204 Data for EN204 Data for Brentuximab cHL Safety Data for Reference Safety Dataset for Cumulative Running Safety
Pembroli b Vedotin' Pembrolizumab| Pembrolizumab' Diataset for Pembrol b
=65 ==63 =63 ==63 =65 ==h3 =65 =63 =63 ==65
2 0 | = 9 | = (% | = n (o | n (8 | = (% | 5 W | = @) | n
discontinued dug due toasemiows druz- | 8 (04 | 4 (54) | 3 @3) | 3 (136 | 13 @D | 6 (130|123 G6 |12z @45 |18 (.6 |16 @49)
related adverse event

' Determined by the mvestizator to be related to the drug.

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

MedDFA preferred terms "Weoplasm Progression”, "Malig Neopl Pr 1on" and "Disease Progression” not related to the drug are excluded

# Includes all subjects who recerved at least one dose of Pembrolizumab in EN204.

TIncludes all subjects who received at least one dose of Brentuximab Vedotin in EN204.

! Includes all subjects who recerved at least one dose of Pembrolizumab in EN204, KN08T and EN013 Cokort 3.

" Includes all subjects whe received at least one dose of Pembrolizumab in KN01 Part B1, B2, B3, D, C, F1, F2, F3, EN002 (original phase), KN0O06, KN010, KN012 HNSCC, EN013 Cohert 3, KN024, KN040, KN042,
EN045, EN048, EN052, EN054, KN053 and ENOST.

# Includes all subjects who recerved at least one dose of Pembrolizumab i KN001 Part B1, B2, B3, D, C, F1, F2, F3, ; ENO002 (original phase), KN006, KN010, EN012 Cohorts B and B2 (HNSCC), Cohort C (Urothelial
Tract Cancer) and Cohert D {Gastric Cancer), ENO132 Cohort 3 (cHL) and EN013 Cohort 44 (PMBCL), EN024, EN028 Cohort A4 (Esophageal), EN028 Cohort B4 (Cervical) and KN028 Cohort C1 (SCLC), EN040,
EN042, EN045, EN048, EN032, KN054, EN035, EN057, EN05% Cohort 1, KNO62, EN0ST, EN204, EN138 Cohort C (Cervical), EN158 Cohort G (SCLC) and EN158 TMB-H, EN164 Cohort A, EN170, EN180,
ENIS1, EMN224, EN427, and PO1T.

Database cutoff date for Melanoma (EN001-Melanoma: 18AFR2014, KNO02: 28FEB2013, ENO06: 03MAR2015, KNO54: 020CT2017)
Databasze cutoff date for Lung (EN001-NSCLC: 23TAN2015, EN010: 30SEP2015, EN024: 10JUL2017, KN042: 045EP2018)
Database cutoff date for HNSCC (EN012-HNSCC: 26APR2016, EN040: 15MAY2017, KN048: 25FEB2019, KNO55: 22APR2016)
Database cutoff date for Gastrnic (KN012-Gastric: 26APR2016, KN059-Cohort 1: 08AUG2018. EN062: 26MAR2015)

Database cutoff date for cHL (KN013-Cohort 3: 285EP2018, EN087: 2IMAR2019, EN204: 16JAN2020)

Database cutoff date for Bladder (E29012-Urothelial: 01SEP2013, KN0435: 260CT2017, EN052:265EP2018)

Database cutoff date for Colorectal (EMN164-Cohort A: 03AUG201E)

Database cutoff date for PMBCL (EN013-Cohort 4A: (4AUG2017. EN170: 18JAN2018)

Database cutoff date for Cervical (EN025-Cohort B4: 20FEB2017, EN158-Cohort E: 27TUN2015)

Database cutoff date for HCC (EN224: I5MAY2018)

Database Cutoff date for Merkel Cell (P017: 06FEB2018)

Database Cutoff date for Esophageal (EMN028-Cohort A4: 31JAN2018, EN180: 30JUL2018, EN181: 130CT2018)

Database Cutoff date for Renal Carcmoma (EN427: 07SEP2018)

Database Cutoff date for SCLC (EN158-Cohort G: 27TUN2019, EN028-Cohort C1: 31TUL2018)

Database Cutoff date for WNMIBC (non-muscle invasive bladder cancer) (EN037: 24MAT2019)

Database Cutoff date for TMB-H (EN158: 27TUN2019)

Source: [IS5: adam-adsl; adae]
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The most commonly occurring AEs among participants =65 years (n=26) treated with pembrolizumab are
provided in Table 76. Compared with participants <65 years of age treated with pembrolizumab (Table 77),
participants =265 years of age had higher (>15 percentage point difference) rates of peripheral oedema
(23.1% vs 0.8%), decreased appetite (23.1% vs 2.5%), and pain in extremity (23.1% vs 5.7%) (AE
incidences <5% not shown in table).

Slightly higher rates of AEs for some categories were also observed among older participants compared
with younger participants in the BV arm of KEYNOTE-204 (e.g., Grade 3 to 5 AEs: 68.2% vs 39.2%) and
the RSD (Grade 3 to 5 AEs: 53.0% vs 44.5%).

Table 959 Subjects with Adverse Events by decreasing incidence

(Incsdence = 5%) iy (Incidence = 5%) -
(Age ~= 63 years) (Age = 65 years)
(ME-3475 200 mg) (ME-3475 200 mg)
(ASaT Population) (ASaT Population)
ME-3475 200 mg ME-3475 200 mg
= (5] [
Sulbyjerts m popalarion % 0Ts 1 populnen [F3]
with cne or more advense events k] (100:0) ﬁﬂm_mmmmmam 119 %95
with oo adverse svenss v @m with no adverse evemrs 3 25
Hypotoidism g (308 Upper respizatory tact infection 5 205
Prunrus 7 (26%) Pyresia 2 7
Deqensed g 220 Duarthosa 3 (189
Disrchoss & (2513 Cough n (184
Cwdem: perghe & (220 Hypothrosbeor 20 (164
P I ey ] (3.1) Fatigue ¥ 158
Naspharytgids H 92 Prarus ] nsg
Wausaa 5 (e Back paim 15 (148
Pyrea 5 (102) Nausen 16 (131
Urinsry et infacrion 5 (183 Vomns 14 ERY)
Fangue 4 (154) ‘Handacha 13 (0.7
Hyperthroadiem 4 (154) Alscine aminobmsfias inresed 1 55
Fas 4 154 i —— n
Vouitig 4 (154 Yoo " 1 59
S ? 135 Pnemoais 1 ®%)
Coush 3 (119 Anbaiga 1 @0
Dizziness 3 (11.5) Urirary ener mfacion 1 ©a
Dy skla 3 L) Neumopeni 10 L)
Prerzhenal oy nezopalyy 3 (1.3 Orogharyrze pain 10 32
Pusmozia 3 (15 Weight imcreased 1 @2
Upper respiratery Gact mfection 3 (115 Absdouinal paic [ )
Abdinal pai Upper : an Coustipation [ 74
Arthrairia 2 (_-'J Dryspmosy 2 ]
EHlood creanmine meressed 3 an o — [ )
[—— 2 ] Ra L4 74
Dl datics 2 @n Thrembaryapes L4 14
Dy manzth : an Anamzia 8 F.,.?,
- 2 @n Rhiniiis £ 68
e : on Ay )]
Dyspross ensmonsl 2 @n Asrhenis ]
Dyeria 3 an Tepresscn (5.3
Ecoem 2 Bi] Naual comgestion (5.9 |
ME375 0 2
[ [l —
Tedling ol 2 on MEC3T5 200 me
Gait dsturbance 2 o
Hadachs 1 amn | ()
Infision relued resction 2 = = L] i
e— 2 E:q i i ety ! (7
mersnrinl e disese 3 an piﬁi!ﬁ! . 1 (5
Muscle paems 2 an - - . l: !
Onopharyzeal pa 3 tf-q Simsitis ] 31)
Perphen] sweling 1 a7 — . g e .
Pamchure sit2 piin 2 an Every subject is counted 2 singls tme for each applacable specific adverse event.
Raal et : g A specific adverse vt appears o th eport ocly i it incidence mests the ncidance crierion i the rpom e,
Trewzor : an after rounding.
Weight decreaved 2 an - Al ey : n rrianll
Wheering 1 el MDA prefocred tems “Neophasm progression”, Woaliznt nseplasm progression” and Tisease progression
Evwery subyact is cotmred 5 sirgls pme for sack sppiicahils senfie adverss event 1o related to the drae e exchuded
Aaz:tmwﬂammﬁmrhsr@mmb'dmmmmmaﬁanMmﬂmm . _— - PPy — " 00 s of st
m"“"“‘?- R . o i Diseas . .\M-M A B3R EVEDLS ] B0 U davs SETNITS MIVETsR SVEDES 1D 10 ) IyS e
‘Eocrelared o the dnaz are evcinded ) nchaded.
Non-senion: adverss svenss up w 30 days of Lasr dose and serious sdverse events up 1o 90 davs of kst ose ane Danase Cueod Date: 1TANO00
Diacahase Cusolf Date- 16IANII0 = =
e ) Soumce: [PROSVOIMESATS: adam-ads]: acoe]

Gender

In the pembrolizumab arm, the events observed in males versus females were as follows:
e Drug-related AEs in 59 (72.8%) males and 51 (76.1%) females;

e Grade 3to 5 AEs in 34 (42.0%) males versus 31 (46.3%) females;

e SAEsin 21 (25.9%) males versus 23 (34.3%) females;
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e Discontinuations due to AEs in 8 (9.9%) males versus 12 (17.9%) females.
This was generally consistent across the KEYNOTE-204 pembrolizumab arm, the cHL Safety Dataset, and
the RSD.

Table 96 Adverse Event Summary by Gender (Male, Female)

EN204 Data for EN204 Data for Brentuximab cHL Safety Data for Reference Safety Dataset for Cumulative Running Safety
Pembroli bt Vedotin' Pembrol bl Pembrolizumab'’ Dataset for Pembrol bF
M F M F M F M F M F
n (%a) n (%) n (%) n [ n (%) n (¥a) o (%) n (%o) n () n (%)
Subjects in population 81 67 89 63 212 177 3887 1,997 5416 2,677
with one or more adverse events 79 (97.5) | 66 (98.5) | 86 (96.6) | 37 (90.5) | 207 (B7.6) [ 174 (98.3) 3,756 (96.6) | 1,934 (96.8) | 5215 (96.3) | 2,596 (97.0)
with no adverse event 2 (2.5) 1 (1.5 3 3.4 6 (8.5) 5 2.4 3 7 131 G4 63 (3.2) 201 (3.7 81 3.0y
with drug-related" adverse events 59 M| st gen |7 ges | 46 oy 151 (LY (134 @5 [27m0 @97 | 1422 (713 3691 (68.1) | 1.887 (70.5)
with toxicity grade 3-3 adverse events 34 @20 | 31 463) | 39 (438) | 27 (429 | 75 (@54 | 712 (40.7) | 1894 (48.7) | 935 (46.8) 2,659 (48.1) | 1277 (417
with toxicity zrade 3-3 drug-related 15 (85| 14 @ |24 Qo |14 @n| 33 0se | 29 (64 |60 (162) 283 (142) |910  (168) [387  (14.5)
adverse events
with serious adverse events 1 59| 23 (343) | 18 (202) | 14 (22.2) | 35 (259) | 48 (27.7) | 1334 (39.5) | 732 (36.7) | 2,105 (38.9) | 985 (36.8)
with serious drug-related adverseevents | 14 (173) | 10 (149 [ 10 qar) | 6 @5 |28  @3n | 18 (02 |48 (15 208 (104) |644 (19 (273 o)
who died 1 1 2 X0} 1 (1.1 1 (1.6) 4 (19 2 11 221 Gn 91 (46) |326 &m [118 44
who died due to a dmg-related adverse 0 (0.0} 1 (1.5 0 0.0y ] (0.0) 0 0.0y 1 (0.6) 25 (0.6) 14 07 | 40 0.7 21 (0.8)
event
discontinued drug due to an adverse 3 (9.5} 12 179 | 17 (19.1) | 10 (159 | 21 (9.9 0 (11.3) | 3529 (13.6) | 261 (13.1) (717 (13.2) | 330 (12.3)
event
discontinued drug due toadrmzrelated | 8  (99) | 11 (164) | 16 (80)| 9 (43| 18 @5 |18 o2 |28 @2 [132 (66 |38 o |11 69
adverse event
discontimued druz due to a serious 6 (74 8 Q| 5 G8 3 @s |14 e |10 ¢e6 [ @ |18 (@3 |53 @0 |23 65
adverse event

EN204 Data for EN204 Data for Brentuximab cHL Safety Data for FReference Safety Datasat for Cumulative Running Safety
Pembroli b Vedotin' Pembrol bl Pembrolizumab'" Dataset for Pembrol i
M F M F M F M F M F

n (%) n (%s) n (%a) n (%5 n {%a) n (%) n (%) n (%) n (%] n {%a)

discontinued drug due to a serious drug- & (7.4) 7 (104) 4 (4.5) 2 (3.2) 11 (5.2) g 31y |167 43) 78 (3.9 |232 3 102 (3.8)
related adverse event

1 Determined by the mvestigator to be related to the dug.

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

MedDRA 1 terms "Meaplasm Progression”, "Malignant Neoplasm Pr jon” and "Disease Progression” not related to the drug are exchided.

¥ Includes all subjects who received at least one dose of Pembrolizumab in EN204.

TIncludes all subjects who received at least one dose of Brentuximab Vedotin in KN204.

| Includes all subjects who received at least one dose of Pembrolizumab in KN204, KN087 and EN013 Cohort 3.

1 Includes all subjects who received at least one dose of Pembrolizumab m EN001 Part B1, B2, B3, D, C, F1, F2, F3, KMN002 (original phase), KN006, ENO10, KN012 HNSCC, KNO013 Cobort 3, KN024, KNO40, KMN042,
EN045, EN048, EN052, EN054, ENO55 and ENOST.

# Includes all subjects who received at least one dose of Pembrolizumab in EN001 Part B1, B2, B3, D, C, F1, F2, F3, ; EN002 (original phase), KN00S, EN010, KN012 Cohorts B and B2 (HNSCC), Cobort C (Urothelial
Tract Cancer) and Cohort I {(Gastric Cancer), EN013 Cohort 3 (cHL) and EMN013 Cohkort 44 (FMBCL), EN024, EXN028 Cohort A4 (Esophageal), EN028 Cohort B4 (Cervical) and KN028 Cohort C1 (SCLC), EXN040,

EN042, EN045, EN048, EN052, KENO54, KEN05S, KN05T, EN059 Cohert 1, KNO62, EN0OS7, KN204, EN158 Cohort C (Cervical), EN158 Cobort G (SCLC) and EN158 TMB-H, EN164 Cohert A, EN170, EN180,
ENI181, E2N224, KN427, and PO17.

ECOG PS

The incidence of AEs with pembrolizumab was similar between subjects with an ECOG performance status
of 1 and an ECOG performance status of 0. Nevertheless drug-related AEs, Grade 3-5 AEs, deaths and SAEs
were higher in subjects with ECOG PS 1. This was consistent across the KEYNOTE-204 pembrolizumab arm,
the cHL Safety Dataset and the RSD.

Table 971 Adverse Event Summary by ECOG Status Category (0, 1)

EN204 Data for EN204 Data for Brentwximab cHL Safety Data for FReference Safety Dataset for Cumulative Running Safety
Pembroli b Vedotin Pembrol bl Pembrolizumab'’ Dataset for Pembrol b
[0] Normal [1] Symptoms, [0] Normal [1] Symptoms, [0] Mormal [1] Symptoms, [0] Normal [1] Symptoms, [0] Normal [1] Symptoms,
Actvity but ambulatory Achvity but ambulatory Activity but ambulatory Activity but ambulatory Activity but ambulatory
n (%) n (%) n (%) n [¢D] n (%) n [eD] n (%) n (%) n [&D n (%a)
Subjects in population 84 63 93 33 200 187 2,761 2931 3,723 4,059
with one or more adverse events 81 (964) | 63 (1000 | 94 (945 | 49 (92.5) | 195 (57.5) | 184 (984) | 2671 (96.7) | 2835 (96.7) [3.589 (96.4) |3523 (96.6)
)
writh no adverse event 3 (38 0@ 5 G5D 415 5@ 3 a8 [ @3 [ G |14 @e |36 34
with drug-related” adverse events 57 (679) | 32 (825) | 81 (818) | 36 (67.9) | 139 (69.5) | 144 (77.0) |2,085 (75.3) | 1940 (66.2) (2734 (734) | 2642 (65.1)
with toxicity srade 3-3 adverse events 33 (393) | 31 482y | 43 34y | 23 (434) | 60 (300) | 86 (460) |L112 (403) | 1605 (54.8) (13526 (41.0) | 2243 (553)
with toxicity srade 3-3 dmg-related 14 (167 | 14 222 | 28 (283) | 10 (188 | 27 (135 | 34 (182) (410 (148 | 471 (16.1) | 561 (15.1) | 671 (16.5)
adverse events
with serious adverse events 25 oem) |19 @G0y |18 sy | 14 64 | 48 a0 | 56 (209 (872 (316 [1294 a1 (1182 @317 | 1761 @34
with serions drug-related adverse events | 16 (19.0) g 1xm | 12 (12.1) 4 (7.5) 26 130y | 20 (107 | 311 (113) [325 (11.1) (418 (11.3) | 456 (11.2)
who died 1 (12 2 (3.1 1 (1.0} 1 (1.9) 2 (L.0y 4 20 il 25 |17 (74 121 (3.3) | 304 (7.5
who died due to a drug-related adverse 0 (0.0) 1 (1.6) 0 (0.0) ] (0.0 0 0.0y 1 0.5 14 0.5 25 (0.9) 21 (0.6) i (1.0}
event
discontimued drug due to an adverse 12 @munl| s @n|w @ 7 @1 @©s |2 a1 304 Q10 |452  (154) |407  (109) | 585 (4.4
event
discontimued drug due to 2 drugrelated | 11 (130) | 8 (27| 18 (182 | 7 (3; | 16 @0 |20 gom |193 0 |00 (68 |257 (69 |61 (54
adverse event
discontinued drug due to a serious 9 (10.7) 5 7.9 [3 (6.1 2 (3.8 11 (3.5 13 7.0y |[198 (7.2 | 350 (11.9) | 265 (7.1) | 460 (11.3)
adverse event
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EN204 Data for EN204 Data for Brentuximab cHL Safety Data for Reference Safety Dataset for Cumulative Running Safety
Pembroli b Vedotin' Pembrohizumab | Pembrolizumab'" Dataset for Pembrol b

[0] Normal [1] Symptoms, [0] Normal [1] Symptoms, [0] Mormal [1] Symptoms, [0] Nermal [1] Symptoms, [0] Normal [1] Symptoms,
Activity but ambulatory Activity but ambulatory Activity but ambulatory Activity but ambulatory Activity but ambulatory
n (%) n (%) n (%) n (%% n (%) n (%) o (%) n (%) n (60 n (%)
discontinued drug due to a serious drus- 3 (9.5) 5 7.9 4 (4.0) 2 (3.8) g (4.5 11 (59) | 106 (3.8) | 130 44y | 142 (3.3 | 176 (4.3)
related adverse event
1 Determined by the investizator to be related to the dmug.
HNon-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 "Meoplasm Progression”, "Malignant Neoplasm Progression" and "Disease Progression” not related to the drug are excluded.

# Includes all subjects who received at least one dose of Pembrolizumab in EN204.

TIncludes all subjects who received at least one dose of Brentuximab Vedotin in KN204.

| Includes all subjects who received at least one dose of Pembrolizumab in KN204, EN087 and EN013 Cohort 3.

1 Includes all subjects who received at least one dose of Pembrolizumab imn KN001 Paxt B1, B2, B3, D, C, F1, F2, F3, KN002 (original phase), KN006, KMN010, KMN012 HNSCC, KN013 Cohort 3, KMN024, EN040, KN042,
EN045, EN048, EN052, EN054, EN055 and EN0ET.

# Includes all subjects who received at least one dose of Pembrolizumab in EN001 Part B1, B2, B3, D, C, F1, F2, F3, ; EN002 (original phase), EN00S, EN010, KNO12 Cohorts B and B2 (HNSCC). Cohort C (Urothelial
Tract Cancer) and Cohort I (Gastric Cancer), EN013 Cokort 3 (cHL) and EMN013 Cobort 44 (PMBCL), EN024, K028 Cobhort A4 (Esophageal), EN028 Cobort B4 (Cervical) and KN028 Cohort CL (SCLC), EN040,
EN042, EN045, EN048, EN032, EN034, EN033, EN05T, EN039 Cohert 1, EN062, KN0ST, EN204, EN158 Cohort C (Cervical), EN158 Cohort G (SCLC) and EN158 TMB-H., EN164 Cohort A, EN170, EN180,
ENI1E1, EXN224 EN427, and PO17.

Databaze cutoff date for Melanoma (KN001-Melanoma: 1SAPR2014, KN002: 28FEB20135, EN006: 03MAR2015, ENO54: 020CT2017)

Databaze cutoff date for Lung (EN001-NSCLC: 23JANI015, KN010: 30SEP2015, EN024: 10JUL2017. KN042: 045EP2018)

Database cutoff date for HNSCC (EN012-HNSCC: 26 APR2016, EN040: ISMAY2017, KN048: 25FEB2019, KN055: 22APR2016)

Databaze cutoff date for Gastric (EN012-Gastrie: 26APR2016, KN059-Cohort 1: 08AUG2018, EN062: 26MAR2015)

Database cutoff date for cHL (EN013-Cohert 3: 28SEP2018, KNOST: 21MARI01S, KN204: 16JAN2020)

Database cutoff date for Bladder (E24012-Urothelial: 015EP2015, KMN045: 260CT2017, KN052:265EF2018)

Database cutoff date for Colorectal (EN164-Cohort A- 03AUG2016)

Database cutoff date for PMBCL (EN013-Cohort 4A: 04AUG2017. EN170: 19JAN2018)

Database cutoff date for Cervical (KMN028-Cohort B4: 20FEB2017, KN158-Cohort E: 27TUN201%)

Database cutoff date for HCC (EN224: 15MAT2018)

Database Cutoff date for Merkel Cell (P017: 0SFEB2018)

Databaze Cutoff date for Esophageal (KM028-Cohort A4: 31JAN2018, EN180: 30JUL2018, EN181: 150CT2018)

Database Cutoff date for Renal Carcinoma (EIN427: 075EP2018)

Database Cutoff date for SCLC (EN138-Cohort G: 27JUN2019, EN028-Cohort C1: 31JUL2018)

Database Cutoff date for NMIBC (non-muscle invasive bladder cancer) (EN05T7: 24MAY2019)

Database Cutoff date for TMB-H (EN158: 2TTUN2019)

Source: [155: adam-adsl: adae]

Complications Following Post-Allogeneic Stem Cell Transplantation (SCT)

In KEYNOTE-204, 14 and 13 patients in the pembrolizumab and BV arms respectively, underwent allo-
SCT after stopping treatment. Of these, 12 (85.7%) in the pembrolizumab arm and 7 (53.8%) in the BV
group experienced a post allo-SCT AE. The most common AE was GVHD for 8 patients (57.1%) in the
pembrolizumab arm (n=1 Grade 1, n=5 Grade 2, n=1 Grade 3, n=1 Grade 4) and for 5 patients (38.5%)
in the BV group (n=1 Grade 2, n=3 Grade 3, n=1 Grade 4). No participants experienced hepatic veno-
occlusive disease.

Two patients, both in the pembrolizumab arm, died due to AEs: hypovolemic shock and hypoxic respiratory
failure, both of which were reported by the MAH as not related to the study treatment.

In KEYNOTE-087, 32 patients (15.2%) underwent allo-SCT; 20 of these patients experienced a post-allo-
SCT AE. The most common AE was GVHD (n=18): acute GVHD (n=11, including 1 hyperacute), chronic
GVHD (n=2), or both (n=5). Eight patients had more than 1 event of GVHD (acute and/or chronic). Among
the 30 events of GVHD, most events were Grade 1 (11 events), 13 were Grade 2, 4 were Grade 3 and 2
were Grade 5. No participants experienced hepatic veno-occlusive disease. Four patients died due to post
allo-SCT AEs: acute GVHD, hyperacute GVHD, pneumonia and sepsis (n=1 each). None was considered by
the MAH related to the study treatment.

In KEYNOTE-051, 2 cHL paediatric patients received an allo-SCT after treatment with pembrolizumab.
Both patients developed a post allogeneic SCT complication: Grade 2 chronic GVHD in 1 patient and Grade
2 acute GVHD in the other, approximately 4 months post-allogeneic SCT. At the time of the study, both
patients were alive and the GVHD was not resolved. The investigators considered the chronic and acute
GVHD as not related to pembrolizumab.

For the 48 cHL participants in KEYNOTE-051, KEYNOTE-087 and KEYNOTE-204 who received an allo-SCT
after on-study pembrolizumab, a summary of the time from the last dose of on-study pembrolizumab to
allo-SCT is presented for the overall population as well as whether the participant experienced a GVHD
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(either acute or chronic) or not. Of note, there is one participant excluded in the analysis of time since last
dose of pembrolizumab to first allo-SCT due to insufficient data in the date of the allo-SCT as the month of
transplant was missing. Also in KEYNOTE-051, there is only 1 participant in the analysis with GVHD
compared to 2 who was excluded from the AE summary tables because the onset date of GVHD
(12.01.2020) occurred after the data cut-off (10.01.2020).

Table 982 Time to allo-SCT after the last dose of on-study pembrolizumab

GVHD No GVHD Tatal
L (%) o [ n =

Subjects in population i 20 42
Stndy

34734051 1 (EE]] 1 (3.0 Fl 43)

3475087 18 [54.3 14 (W0.0) 3 (64.7)

3473204 ] FLL 5 (25.00 14 9.3)
Time simce Last Dose of Pembroizumab to First Allogeneic HSCT (Mdonths)

Subjects with data 8 19 47

Mean 5.9 [ 78

5D 5.8 B3 T4

Median 43 35 45

Fanse 1to 30 110 33 lwi3

Soarce: [PME: adam-adsl adbass]

In KEYNOTE-204, additional information on the 10 allo-SCT participants post-pembrolizumab who
experienced a GVHD event are provided. Also, details on the mortality status for all pembrolizumab
participants receiving allo-SCT, where ‘transplant-related’ death was considered as any death that was not
reported as progressive disease, is provided and includes additional information on all 14 allo-SCT
participants, such as the last known contact date and follow-up time since allo-SCT. These preliminary data
confirm that GVHD is a frequent AE post pembrolizumab, especially as acute GVHD (reported 8 out of 11
patients, including the subject excluded from the analysis), Grade 2 or Grade 3 predominantly. However,
also chronic GVHD mild/moderate/severe has been observed (in 3 out of 11 patients). Of the fourteen
transplanted patients, two patients died, and the cause of death was respiratory failure and hypovolaemic
shock, respectively.

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.

Discontinuation due to adverse events

Adverse Events and Drug-related Adverse Events leading to Treatment Discontinuation

Adverse Events Leading to Treatment Discontinuation
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The incidence of AEs leading to discontinuation of study treatment in KEYNOTE-204 was similar for the
pembrolizumab and BV groups (13.5% vs 17.8%), with the exception of neuropathy peripheral (0%
pembrolizumab, 5.3% BV), peripheral sensory neuropathy (0% pembrolizumab, 3.9% BV), and
pneumonitis (6.1% pembrolizumab, 0% BV). The incidence of AEs leading to discontinuation was lower in
the pembrolizumab arm respect to the BV group, after adjustment for exposure (1.03 vs 2.80 events/100
person-months). The overall incidence of AEs leading to pembrolizumab discontinuation in KEYNOTE-204
was consistent with the cHL Safety Dataset and the RSD, except for pneumonitis (6.1% in KEYNOTE-204
pembrolizumab arm, 4.4% in the cHL Safety Dataset and 1.6% in the RSD).

Table 993 Subjects with adverse events resulting in treatment discontinuation (the most
frequent AEs leading to treatment discontinuation)

EMN204 Data for E1N204 Data for cHL Safety Data for Reference Safety Dataszet Cumulative Runming
Pembrolizumab it Brentuximab Vedotin' Pembrolizumab| for Pembrolizumab'" Safety Dataset for
Pembrolizumab®
n (%) n (%) n (%) n (%) n (%)

Subjects in population 148 152 389 5,884 5,093

with one or more adverse events 20 (13.5) 27 (17.8) 41 {10.5) 790 (13.4) 1,047 (129)
with no adverse events 128 (86.5) 125 (821 348 {89.5) 5.004 (86.6) T.046 (87.1)
Preumonitis 9 (6.1) o (0.0) 17 4.4 96 (1.6} 124 (1.3)
Interstitial Lung Chsease 2 (1.4) 1 (0.7 3 0.8) ] 0.1y 15 0.2)
Acute Eidney Injury 1 (0.7 1] (0.0) 1 0.3 6 0.1y 10 (0.13
Bacterzemia 1 0.7) o (0.0} 1 0.3} 0 0.0y 1 (0.0}
Blood Bilrubin Increased 1 0.7 0 (0.0 1 0.3) 4 0.1y 11 (0.1)
Encephalifiz Autoimmune 1 0.7 1] (0.0 1 0.3) 0 (0.00 1 (0.0)
Eschenichia Infection 1 (0.7 1] (0.0) 1 0.3 0 0.0y 1 (0.0)
Infusion Related Reaction 1 0.7) 3 2.0 3 (0.8) 2 0.0y 3 (0.0}
Mephropathy 1 0.7 1] (0.0 1 0.3) 0 (0.00 1 (0.0)
Respuatory Tract Infection Fungal 1 (0.7} 0 (0.0} 1 (0.3} 0 (0.0 1 (0.0)
Squamous Cell Carcinoma Of The Cervix 1 0.7) o (0.0} 1 0.3} 0 (0.0% 1 (0.0}
Abdominal Distension 0 0.0) o (0.0) 0 (0.0 1 (0.0y 1 (0.0}
Abdominal Pam 0 (0.0) 0 (0.0) 0 (0.0 1 (0.00 3 (0.0)
Abdommal Pain Upper 0 (0.0) 1] (0.0) 0 (0.0 1 (0.0% 1 (0.0)
Accidental Death 0 (0.0) o (0.0} 0 0.0y 1 (0.0% 1 (0.0}
Acute Coronary Syndrome 0 (0.0} 0 (0.0) 0 (0.0 1 0.0y 1 (0.0)
Acute Myocardial Infarction 0 (0.0) 0 (0.0) 0 (0.0 2 (0.00 3 (0.0)
Acute Respiratory Fatlure 0 (0.0} 0 (0.0} 1] (0.0 4 (0.1 5 0.1
Addison's Disease 0 (0.0) 0 (0.0} 0 (0.0} 1 0.0y 1 (0.0}

Drug-related Adverse Events Leading to Treatment Discontinuation

Drug-related AEs that resulted in treatment discontinuation were reported in 12.8% of patients in the
pembrolizumab arm and in 16.4% of patients in the BV group. The incidence of drug-related AEs leading
to treatment discontinuation was similar except for neuropathy peripheral (0% pembrolizumab, 5.3% BV),
peripheral sensory neuropathy (0% pembrolizumab, 3.9% BV) and pneumonitis (6.1% pembrolizumab, 0%
BV). The incidence of drug-related AEs leading to discontinuation was lower in the pembrolizumab arm
compared with BV group, after adjustment for exposure (0.98 vs 2.52 events/100 person-months). The
overall incidence of drug-related AEs leading to discontinuation was higher than in the cHL Safety Dataset
and the RSD (12.8% in the KEYNOTE-204 pembrolizumab arm, 9.3% in the cHL Safety dataset and 7% in
the RSD). Pneumonitis was the only drug-related AE leading to discontinuation with a greater than 2
percentage point difference in KEYNOTE-204 compared with the RSD (6.1% vs 1.6%).
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Table 1004 Subjects with drug-related adverse events resulting in treatment discontinuation
(the most frequent drug-related AEs leading to treatment discontinuation)

EN204 Data for E1N204 Data for cHL Safety Data for Refarence Safety Dataszet Cumulative Runming
Pembrolizumab# Brentrximab Vedotin® Pembrolizumabl for Pembrolizumab'™ Safaty Dataset for
Pembrolizimab
n (%a) n *a) n (%a; n (%) n (%)

Subjects in population 148 152 389 5,884 8,093

with one or more adverse events 19 (12.8) 25 (16.4) 36 (9.3) 410 (7.0) 551 (6.8)
with no adverse events 129 (87.2) 127 (83.6) 353 (80.7) 5474 (93.0) 7.542 (L5 3]
Preumonitis 9 1) 0 0.0y 17 “4) 94 1.6) 122 (L5
Interstiial Lung Dhsease 2 1.4 1 0.7y 3 (0.8) ] (0.1) 15 0.2
Acute Kidney Injury 1 ©.7 0 0.0y 1 03) 5 0.1 9 ©.1)
Bacteraemua 1 0.7 0 0.0y 1 (0.3) 0 (0.0) 1 (0.0
Blood Bilirubin Increasad 1 .7 0 0.0} 1 0.3) 3 0.1 6 ©.1)
Encephalitis Autoimmme 1 ©7 0 0.0y 1 03) 0 (0.0) 1 ©.0)
Escherichia Infection 1 .7 0 (0.0} 1 (03) 0 (0.0) 1 (0.0)
Infusion Related Reaction 1 ©.7 3 @.0) 3 (08) 2 (0.0) 3 ©.0)
Nephropathy 1 0.7 0 0.0y 1 (0.3) 0 (0.0) 1 (0.0
Respiratory Tract Infaction Fungal 1 ©.7 0 0.0y 1 03) 0 (0.0) 1 ©.0)
Abdommal Pam 0 (0.0 0 (0.0y 0 (0.0} 0 (0.0) 1 0.0y
Addison's Disease 0 (0.0) 0 (0.0} 0 (0.0) 1 (0.0) 1 (0.0)
Adrenal Insufficiency 0 ©.0) 0 (0.0 0 (0.0) 4 .1 7 ©.1)
Adrenocorticotropic Hommone Deficiency 0 (0.0} 0 (0.0} 0 (0.0} 0 0.0y 1 (0.0}
Alanine Aminotransferase Increased 0 ©.0) 0 0.0y 0 (0.0) 18 03) 21 ©.3)
Anaphvlactoid Reaction 0 {0.00 0 0.0y 0 (0.0) 1 (0.0) 1 (0.0
Aptyalizm 0 (0.0) 0 (0.0 0 (0.0) 1 (0.0) 1 (0.0)
Arterial Thrombesis 0 ©.0) 0 (0.0 0 (0.0) 1 (0.0) 1 ©.0)
Arthralgia 0 {0.0) 0 (0.0} 0 (0.0) 5 0.1) 6 (0.1

Adverse Events and Drug-related Adverse Events leading to Treatment Interruption

Adverse Events Leading to Treatment Interruption

The incidence of AEs leading to treatment interruption was similar in the KEYNOTE-204 pembrolizumab and
BV arms (29.7% vs 33.6%). The most frequent AEs leading to treatment interruption were pneumonia
(3.4%) and upper respiratory tract infection (3.4%) in the pembrolizumab arm, neuropathy peripheral
(5.9%) and infusion-related reactions (4.6%) in the BV arm. The incidence of AEs leading to interruption
of pembrolizumab was consistent between KEYNOTE-204, the cHL safety dataset and the RSD.

Table 1015 Subjects with AEs resulting in treatment interruption (most frequent AEs leading to
treatment interruption)

EMN204 Data for EN204 Data for cHL Safety Data for FReference Safety Dataset Cumulatrve Banning
Pembrolizumab® Brentuximab Vedotin' Pembrolizumak! for Pembrolizumab'" Safety Dataset for
Pembrolizumak™
n (%a) n (%) n (%a) n %) n (2e)

Subjects in population 148 152 389 5,884 8,093

with one or more adverse events 44 (29.7) 51 (33.8) 117 (30.1) 1,492 (254) 2,077 (25.7)
with no adverse events 104 (703) 101 (66.4) m (69.9) 4392 (74.6) 6.016 (74.3)
Preumonia 5 3.4 2 (1.3) 14 (3.6) 95 (1.6 129 (1.6)
Upper Respiratory Tract Infection 5 3.4 [ (3.9) 13 (3.3) 39 0.7 51 (0.6)
A spartate Aminotransferase Increased 4 Q2.7 1 0.7 3 2.1) 62 1.1y 102 (1.3)
Cough 4 @mn 3 2.0 5 1.3) 3 (0.4 38 0.5)
Poeumonitis 4 2.7 1 0.7 11 2.8) 85 [} 107 1.3
Alsnine Aminotransferase Increased 3 @0 1 ©.7) 9 @3 73 (1.2) 105 (13)
Diarthoea 3 2.0) 0 (0.0) 12 G0 112 (1.9 149 (1.8)
Pyrexta 3 (2.00 1 0.7 10 (2.6) 3l (0.5) 44 (0.5)
Confusional State 2 1.4 0 0.0) 2 ©.5) 6 ©.1) 9 0.1
Infaction 2 1.4) 1 ©.7) 2 ©.35 1 0.1 7 0.1)
Abscess 1 0.7 0 {0.0) 1 0.3 1 (0.0) 2 (0.0)
Acarodermatitis 1 ©n 0 ©.0) 1 ©.3) 0 0.0) 1 0.0)
Acute Kidney Injury 1 ©n 0 0.0) 2 ©.5) 15 0.3) 28 03)
Blood Albumin Decreased 1 ©.7) 0 (0.0) 1 ©.3) 1 (0.0) 2 (0.0)
Blood Alkaline Phosphatase Increased 1 0.7 1 0.7 1 0.3) 18 (0.3) 29 (0.4
Blood Creatine Phosphokinase Increased 1 0.7 0 (0.0} 2 (0.5) g 0.1y 11 (0.1)
Bronchial Obstruction 1 ©.7) 0 (0.0) 1 ©.3) 0 0.0) 1 {0.0)
Bronchitis 1 0.7 1 0.7 10 (2.6) 24 0.4 29 (0.4)
Cardiac Failure 1 ©.7 0 0.0) 1 0.3) 3 0.1) 5 0.1
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Drug-related Adverse Events Leading to Treatment Interruption

Drug-related AEs leading to dose interruption occurred in 18.9% of patients in the pembrolizumab arm and
in 28.9% of patients in the BV group. Diarrhea (n=3, 2%), AST increased (n=3, 2%) and pneumonitis
(n=3, 2%) were the most common AEs leading to dose interruption in the pembrolizumab arm; neuropathy
peripheral (n=9, 5.9%), infusion reaction (n=7, 4.6%) and neutropenia (n=4, 2.6%) were the most
common AEs in the BV arm (Table 31). The incidence and types of drug-related AEs leading to the
interruption of pembrolizumab in KEYNOTE-204 were consistent with the cHL Safety Dataset and the RSD.

Table 1026 Subjects with drug-related adverse events resulting in treatment interruption (the
most frequent drug-related AEs leading to treatment interruption)

EN204 Data for EN204 Data for <HL Safety Data for Reference Safety Dataset Cumulative Running
Pembrolizumzb* Brenfuwximab Vedotin' Pembrolizumab! for Pembrolizumab'" Safety Dataset for
Pembrolizumab®
o (%) n (%) n (%) o (%) n (%)

Subjects 1o populafion 148 152 389 5,884 8.093

with one or more adverse events 25 (18.9) “ (28.9) 64 (16.5) 837 (142 1127 (13.9)
with no adverse events 120 (8L1) 108 (71.1) 325 (83.5) 5,047 (85.8) 6966 (86.1)
Aspartate Aminotransferase Increased 3 2.0} 1 0.7 6 (1.5) 42 0.7 7l (0.5}
Dianthoea 3 2.0 0 0.0 & @n 82 (L4 114 (14
Poeumonitis 3 2.0 1 0.7 10 (2.6) 79 (L3) 98 (1.2
Alanine Aminotransferase Increased 2 (14 1 )] 5 (1.3) 30 (0.8) T2 (0.9)
Confusional State 2 (14 0 0.0 2 (0.5) 2 0.0y 4 0.0y
Poeumonia 2 (14 2 (1.3) 3 (0.8) 10 0.2) 19 0.2)
Upper Respiratory Tract Infaction 2 (14 2 (1.3 4 (L.0) 4 0.1y 6 0.1y
Blood Albumin Decreased 1 0.7 0 0.0 1 (0.3) 0 0.0y 1 (0.0)
Blood Alkaline Phosphatase Increased 1 0.7 1 0N 1 (0.3) 10 0.2} 15 0.2y
Bronchial Obstruction 1 (0.7 a 0.0 1 (0.3) 0 (0.0 1 (0.0p
Cardiac Failure 1 0.7 0 0.0 1 (0.3) 0 0.0y 2 (0.0
Califis 1 0.7 0 0.0 3 (0.8) 29 (0.5) 41 (0.5)
Gamma-Glutamyltransferase Inereased 1 (0.7) 1 0.7 1 (0.3) 7 0.1y 10 0.1y
Hlnl Influenza 1 0.7 0 0.0 1 (0.3) 0 0.0y 1 (0.0)
Herpes Virus Infection 1 0.7 1 .7 1 (0.3) 0 0.0y 1 (0.0
Infusion Related Reaction 1 0.7 7 4.6) 3 (0.8) 21 04 27 (0.3)
Interstitial Lung Dizease 1 0.7 0 0.0 1 (0.3) g 0.1y 11 0.1)
Lower Respiratory Tract Infection 1 (0.7 1 0.7 1 (0.3) 1 (0.0 2 (0.0p
Meuropathy Peripheral 1 0.7 9 (5.9 1 (0.3) 4 0.1y 7 0.1y

Assessment of paediatric data on clinical safety

To support the safety of pembrolizumab (2mg/kg Q3W) in the paediatric population, long-term data from
KEYNOTE-051 were presented. KEYNOTE-051 is an ongoing, 2-part Phase 1-2, nonrandomized, open-label,
single arm in paediatric population (aged between 6 months to <18 years) with advanced melanoma,
relapsed or refractory, PD-L1-positive malignant solid tumours, or cHL (the 22 participants with HL ranged
in age from 10 to 17 years: four participants were 10 to 13 years of age and 18 participants were 14 to 17
years of age). A total of 162 paediatric patients were enrolled, 161 of whom (22 with cHL) received at least
1 dose of pembrolizumab.

At the cut-off date (10.01.2020), the median duration of exposure to pembrolizumab was 8-fold-longer for
cHL patients (344 days) compared with patients with other tumours (43 days), with a median number of
17 pembrolizumab administrations in cHL patients vs 3 administrations in participants with
relapsed/refractory tumours other than cHL. The percentage of patients who received pembrolizumab for
>6 months and =12 months was 3-4-fold higher in cHL than the other patients (72.7% and 40.9% in cHL
patients vs 18% and 12.9% in the others participants). The median duration of follow-up was approximately
3-fold longer for participants with cHL (23.7 months, range 4-43.2 months) than for participants with all
other tumors types (8.3 months, range 0.4-56 months), primarily due to the large number of early deaths
among the other tumour types.
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The types and incidences of the most frequently reported AEs in KEYNOTE-051 were consistent with a
heavily pre-treated paediatric population with advanced cancers. Although the majority of participants
(57.8%) had treatment-related AEs, the proportions of participants with Grade 3 to 5 treatment-related
AEs was 8.7%, with treatment-related SAEs was 9.9%, and with treatment-related AEs leading to
discontinuation of study treatment was 3.7%.

The most frequently reported AEs (=20% of participants) were pyrexia (32.9%), vomiting (29.8%),
headache (25.5%), abdominal pain (22.4%), anaemia (21.1%), cough (20.5%), and constipation (19.9%),
the majority of them with Grade 1-2 toxicity.

Table 1037 Subjects with Adverse Events by Decreasing Incidence (Incidence = 10%) (All
Subjects as Treated Population - Parts I and II)

All Subyects as Treated
n (%)

Subjects in population 161
with one or more adverse events 155 (96.3)
with no adverse events G (3.7
Pyrexia 33 (32.9)
Vomuting 48 (29.8)
Headache 41 (23.5)
Abdominal pain 36 (22.4)
Anaemia 34 (21.1)
Cough 33 (20.5)
Constipation 32 (19.9)
Fatigue 31 (19.3)
Nausea 31 (19.3)
Dharrhoea 30 (18.6)
Decreased appetite 22 (13.7)
Aspartate amunotransferase increased 21 (13.0)
Alamine aminotransferase increased 20 (12.4)
Arthralgia 20 (12.4)
Lymphocyte count decreased 20 (12.4)
Asthenia 19 (11.8)
Back pain 19 (11.8)
Pamn mn extremuty 19 (11.8)
Pruritus 19 (11.8)
White blood cell count decreased 18 (11.2)
Dvspnoea 17 {10.6)

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

A system organ class or specific adverse event appears on this report only 1f 1ts incidence meets the incidence
criterion in the report title, after rounding.

MedDERA preferred terms Progressive Disease’ and Malignant Neoplasin Progression’ not related to the drug are
excluded.

(Database Cutoff Date: 10JAN2020).

Source: [POSIVO2ME3475: adam-adsl; adae]

The most frequently reported treatment-related AEs (>5% of participants) were fatigue (8.7%), anemia
(8.1%), pyrexia (7.5%), aspartate aminotransferase increased (6.8%), lymphocyte count decreased
(6.8%), diarrhea (6.2%), alanine aminotransferase increased (5.6%), and hypothyroidism (5.6%), the
majority of them with Grade 1-2 toxicity.
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Table 1048. Subjects with Drug-related Adverse Events by Decreasing Incidence (Incidence =
5%) (All Subjects as Treated Population - Parts I and 1I)

All Subjects as Treated
n (%a)

Subjects in population 161
with one or more Adverse Events 93 (57.8)
with no Adverse Events 68 (42.2)
Fatigue 14 (8.7
Anaenua 13 (8.1)
Pyrexia 12 (7.5)
Aspartate aminotransferase increased 11 (6.8)
Lymphocyte count decreased 11 (6.8)
Diarrhoea 10 (6.2)
Alamine aminotransferase increased 9 (3.6)
Hypothyroidism 9 (5.6)
Nausea 8 (5.0)
Rash maculo-papular 8 (5.0)

Every subject 1s counted a single time for each applicable row and column.

A system organ class or specific adverse event appears on this report only 1f 1ts incidence meets the incidence
criterion in the report title, after rounding.

MedDEA preferred terms Progressive Disease’ and "Malignant Neoplasm Progression' not related to the drug are
excluded.

(Database Cutoff Date: 10JAN2020).

Source: [PO31V0O2ZME3475: adam-adsl: adael

The most frequently reported Grade 3 to 5 AEs (>5% of participants) were anemia (8.1%) and lymphocyte
count decreased (5.6%).

Table 1059 Subjects with Grade 3-5 Adverse Events by Decreasing Incidence (Incidence = 5%)
(All Subjects as Treated Population - Parts I and II)

All Subjects as Treated
n (%)
Sulyects mn population 161
with one or more Adverse Events 76 47.2)
with no Adverse Events 25 (32.8)
Anaenia 13 8.1
Lymphocyte count decreased 9 (3.6)

Every subject 15 counted a single time for each applicable row and column.

A system organ class or specific adverse event appears on this report only 1f 1ts mcidence meets the incidence
critenion in the report title, after rounding.

MedDRA preferred terms Progressive Disease’ and Malignant Neoplasm Progression’ not related to the drug are
excluded.

(Database Cutoff Date: 10JAN2020),

The most frequently reported SAEs (=2% of participants) were pyrexia (6.8%), pneumonia (3.7%), pleural
effusion (3.1%), device related infection (2.5%), seizure (1.9%), sepsis (1.9%), and vomiting (1.9%).
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Table 106 Subjects with Serious Adverse Events by Decreasing Incidence Up to 90 Days from
Last Dose (Incidence = 1%) (All Subjects as Treated Population - Parts I and II)

All Subyects as Treated
n (%)
Subjects i population 161
with one or more adverse events 62 (38.5)
with no adverse events 99 (61.5)
Pyrexia 11 (6.8)
Pneumoma 6 37
Pleural effusion 5 3G1n
Device related infection 4 2.5)
Sei1zure 3 (1.9)
Sepsis 3 (1.9)
Vonuting 3 (1.9)
Dryspnoea 2 (1.2)
Headache 2 (1.2)
Hypertension 2 (1.2)
Nausea 2 (1.2)
Pneumonitis 2 (1.2)
Every subject 1s 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 meets the incidence
criterion in the report title, after rounding.
MedDRA preferred terms Progressive Disease’ and Malignant Neoplasm Progression’ not related to the drug are
excluded.
(Database Cutoff Date: 10JAN2020).

The most frequently reported treatment related SAEs (>1% of participants) were pyrexia in 4 participants
(2.5%), hypertension in 2 participants (1.2%), and pleural effusion in 2 participants (1.2%).

Death: five participants (3.1%) had 1 or more AEs that resulted in death up to 90 days after receiving the
last dose of pembrolizumab. Two participants had fatal AEs reported by the investigator as treatment
related: 1 participant had pulmonary edema and 1 participant had pneumonitis and pleural effusion. The
fatal, treatment-related AE of pu/monary edema occurred in a participant experiencing concomitant sepsis.
The fatal, treatment-related AEs of pneumonitis and pleural effusion occurred in a participant with extensive
right chest involvement of the underlying epithelioid sarcoma.

One participant with a primary diagnosis of solid tumour NOS developed a secondary malignancy of Grade
5 adenocarcinoma gastric, reported by the investigator as not treatment related. No other secondary
malignancies were identified.

Two out of 4 participants with MSI-H solid tumours had a serious neurologic AE during the first 2 treatment
cycles. Both SAEs (seizure and myoclonus) were reported as non-treatment related by the investigator,
and no action was taken with pembrolizumab in response to the events.

AEOSIs: thirty (18.6%) participants had at least 1 AEOSI. The most frequently reported AEOSI (in 22.5%
of participants) were hypothyroidism (8.1%), hyperthyroidism (3.7%), hypersensitivity (2.5%), and
pneumonitis (2.5%). Four (2.5%) participants had a Grade 3 to 5 AEOSI: 3 participants with a Grade 3
AEOSI (colitis, myelitis, and pruritus) and 1 participant with Grade 5 pneumonitis. The AEOSIs were
manageable with standard therapeutic strategies or concomitant corticosteroids and among the 30
participants who had at least 1 AEOSI, 13 (43.3%) participants had resolution of an event by the time of
data cutoff.

Treatment with pembrolizumab was well tolerated; most AEs did not lead to treatment interruption.
Among the 21 (13.0%) participants who had at least 1 AE resulting in treatment interruption, the most
common AE and drug-related AE was alanine aminotransferase increased in 3 (1.9%) participants.
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An update on immunological analyses has been also provided by the MAH for paediatric cHL patients
included in KEYNOTE-051. Vaccinated antibody concentrations and memory B- and T-cell counts were
collected as part of the secondary objectives of KEYNOTE-051. Analyses of pooled KEYNOTE-051
participants indicate an upward trend from pre-treatment to post-treatment Cycle 4 in memory B- and T-
cell counts through. Minimal changes were observed in the concentration of vaccinated antibodies from pre-
treatment to post-treatment Cycle 4.

In KEYNOTE-051, 3 patients received an allo-SCT after treatment with pembrolizumab (2 paediatric
patients with cHL). One cHL patient was treated with pembrolizumab for 12 weeks, then discontinued
treatment while continuing to receive an “immune checkpoint blockade” (but the name and duration were
unknown). The allo-SCT was performed 11 months after stopping the pembrolizumab treatment.
Approximately 4 months post-allogeneic SCT, the patient developed a Grade 2 chronic GVHD; the patient
was alive, approximately 10 months after allo-SCT.

The other cHL patient underwent allo-SCT after receiving treatment with pembrolizumab (30 doses). On
Day 644, the patient discontinued pembrolizumab and on Day 736 (about after 3 months of interruption)
had an allo-SCT. GVHD prophylaxis included anti-thymocyte immunoglobulin and methotrexate. On Day
846, the patient developed a Grade 2 acute GVHD, treated with steroid; at the cut-off date, the patient was
alive, but acute GVHD was not resolved. The investigator considered the chronic and acute GVHD as not
related to pembrolizumab.

No additional participants in KEYNOTE-051 have received an allo-SCT after the cut-off data (10 Jan 2020).

Comparison of cHL paediatric safety data to cumulative paediatric safety data:

AEs among participants with rrcHL and other tumour types in KEYNOTE-051, are provided by key
categories: overall AE summary (Table 79), and overall summary of AEOSI. The data provided by the MAH
showed that the patients with cHL had higher rates of drug-related AEs and dose modifications due to AEs
compared with other tumour types while participants with other tumor types had higher rates of Grade 3-
5 AEs and SAEs. They experienced higher rates of overall AEOSI and drug-related AEOSI compared with
participants with other tumor types. Nevertheless, the duration of exposure to pembrolizumab was
approximately 8-fold longer for participants in KEYNOTE-051 with cHL.

Comparison of cHL paediatric safety data to the cHL safety profile in adults:

While the number of cHL participants in KEYNOTE-051 is small (N=22), a comparison of AE rates in
KEYNOTE-051 versus cHL participants in KEYNOTE-204 and the cHL Safety Dataset shows consistently
lower rates for all AE categories in the KEYNOTE-051 cHL dataset (except for AEOSI).
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Table 1071 KEYNOTE-051 Adverse events summary, all subjects Parts I, II

Heodgkin Lymphoma | Other Tumor Types Total
o (%) n (%) n (o)
Subjects In population 22 139 161
with one or more adverse events 21 (95.5) 134 {96.4) 155 (96.3)
with po adverse event 1 4.5) 5 (3.8) [ (3.7
with drug-related” adverse events 15 (68.2) 78 (56.1) 93 (37.8)
with toxieity zrade 3-5 adverse events 3 (27.3) 70 (30.4) 76 #7.2)
with toxicity gade 3-3 dmg-related adverse 2 @.1 12 (8.6) 14 {8.7)
events
with serious adverse events 4 (182) 58 41T 62 (38.5
with serious dmg-related adverse events 2 @1 14 {10.1) 16 {9.9)
with dose modification? due to an adverse 3 (27.3) 21 (15.1) 27 (16.8)
event
whe died 0 0.0 5 (3.6) 5 (3.1}
who died due to a drug-related adverse 1] (0.0) 2 (1.4 2 {1.2)
event
dizcontmued drug due to an adverse event 1 4.5 9 (6.5) 10 (6.2)
dizcontmmued dug due to a drug-related 1 4.3 5 (3.6) 6 {3.7)
adverse event
dizcontimued drug due to 3 serions adverse 1 4.3 7 (5.0) 8 {3.0)
event
dizcontinued drug due to a sencus drug- 1 .5 3 2D 4 2.5
related adverse event

excluded.

(Data Cutoff Date: 10TAN2020).

T Determuned by the investigator to be related to the dmug.
* Defined as an action taken of dose reduced, drug interrupted or drug withdrawn.
Grades are based on NCI CTCAE version 4.03.

MMedDFA preferred terms Progressive Disease' and Malignant Neoplasm Progression' not related to the drug are

Feporting for serious adverse events and senous druz-related adverse events goes through 90 days.

Table 1082 KEYNOTE-051 Adverse events summary for AEOSI, all subjects Parts I, II

Hodgkin Lymphoma | Other Tumor Types Total
n {%a) n (%) n (%)
Subjects in population 22 139 161
with one or more adverse events 9 (40.9% 21 ({15.1) 30 (18.6)
with no adverse event 13 (59.1) 118 (34.9) 131 (B1.4)
with drug-related” adverse events L] 27.3) 15 (10.8) 21 (13.0)
with toxicity mrade 3-3 adverse events 1 4.3 3 (2.2) 4 (2.5)
with toxicity srade 3-5 drug-related adverse 1 .3) 3 2.2 4 2.5
events
with serious adverse events 0 {0.0) 4 2.9 4 (2.5
with serious drug-related adwverse events 0 (0.0) 3 2.3 3 (1.9}
with dose modification! due to an adverse 1 4.5 4 (2.9) 5 (3.1}
event
whe died 0 (0.00 1 (0.7 (0.6}
who died due to a dmg-related adverse 0 0.0 1 (0.7) (0.6)
event
discontmued druz due to an adverse event 0 {0.0) 2 (L4 2 (1.2}
dizcontmued drug due to a drug-related 0 (0.0) 2 (L4 2 (1.2}
adverse event
discontinued drug due to a senious adverse 0 0.0 2 (L4 2 (1.2)
event
discontmued druz due to a senous drg- 0 {0.0) 2 (L4 2 (1.2}
related adverse event

T Determined by the imvestizator to be related to the dmg.
i Defined as an action taken of dose reduced. drug interupted or drug withdrawm

Grades are based on NCI CTCAE version 4.03.

MedDFEA prefarred terms Progressive Disease' and Malignant Neoplasm Progression’ not related to the drug are

excluded

Feporting for serious adverse events and senous drug-related adverse events goes through %0 days.

(Database Cutoff Date: 10JAN2020).

Post marketing experience

Data from post marketing experience have been included in the latest submitted PSURs.
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2.5.1. Discussion on clinical safety

In the context of extension of the currently approved therapeutic indication of pembrolizumab for the
treatment of relapsed or refractory classical Hodgkin lymphoma (rrcHL) in adults, to an earlier line of
therapy and to include paediatric patients, safety results have been presented from study KEYNOTE-204,
evaluating pembrolizumab in monotherapy versus Brentuximab Vedotin (BV), in parallel to the cHL Safety
Dataset, the Reference Safety Dataset (RSD) and the Cumulative Safety Dataset (CSD). To support the
extension of the indication to rrcHL paediatric patients, safety data from KEYNOTE-051 have been also
provided. KEYNOTE-087 was the pivotal study supporting the initial rrcHL indication in the adults. In order
to evaluate potential differences in the pembrolizumab safety profile, the updated data from KEYNOTE-013
and KEYNOTE-087 have been presented separately from the overall cHL Safety Dataset, and the safety
analysis from these studies have been compared with KEYNOTE-204. Some differences were observed in
AEs between the KEYNOTE-204 pembrolizumab safety dataset and the study KEYNOTE-087, as the
incidence of SAEs and drug-related SAEs was higher in KN-204 than in the KN-087 (SAEs 29.7% vs 22.9%,
respectively; drug-related SAEs 16.2% vs 8.1%, respectively). However, when adjusted for exposure, the
event rates were similar. Analysis of AEOSIs revealed a similar incidence (<5% difference) for all categories,
including Grade 3 to 5 events, SAEs, and AEs leading to discontinuation. The overall AE profile observed in
the KEYNOTE-204 pembrolizumab arm was generally consistent with KEYNOTE-013 for both overall AEs
and AEOSIs, except for a higher incidence of SAEs in KEYNOTE-013 than in KEYNOTE-204 (SAEs 38.7% vs
29.7%, respectively). However, in agreement with the MAH, differences observed for some categories (all
<10%) are likely due to small participant numbers in KEYNOTE-013 (n=31) and should be interpreted with
caution. In conclusion, when comparing the safety data of KEYNOTE-204 with KEYNOTE-087 and KEYNOTE-
013, no significant differences emerged for using pembrolizumab across this cHL patient population.

In line with the Hodgkin lymphoma, the Indication Population was younger compared to the RSD and the
CSD, with a median age of 35.5 years (vs. 62 years in the other safety datasets). This population was quite
heterogeneous in terms of prior exposure and response to previous therapy (in median 2 prior lines of
therapy, range 1-10 in pembrolizumab arm), including previous BV or auto-SCT. In terms of prior exposure
and response to previous therapy, the MAH underlined that: i) comparison of AEs by prior BV status does
not allow for a meaningful comparison, as only 5 participants received prior BV in the pembrolizumab arm
in KEYNOTE-204; ii) rates of AEs were generally similar between participants with and without prior
radiation; iii) most categories of AEs occurred at similar rates, when examined by prior auto-SCT status,
although a higher percentage of participants with prior auto-SCT experienced SAEs (38.2% vs 24.7%), but
the percentage of participants experiencing drug-related SAEs was similar (18.2% vs 15.1%); iv)
participants with one prior line of therapy experienced fewer Grade 3 to 5 drug-related AEs compared with
participants with 2 lines or 3 or more lines of therapy; v) although the subgroup analyses were notable for
some numerical differences within several AE sub-categories (i.e., age [<65 vs =265 years; <65 vs =65 to
<75 vs 275 to<85 years], gender, race, ECOG status and region [North America vs Europe vs Japan; US
vs non-US; EU vs non-EU]), the smaller number of participants within these subgroups does not allow for
a meaningful comparison and no definitive conclusion can be drawn.

In terms of exposure to pembrolizumab, a longer median time on therapy was reported for cHL patients
compared to the RSD and the CSD (10.02 months in the KN-204 pembrolizumab arm and 10.65 months in
the cHL Safety Dataset vs 4.86 months in the RSD and 4.24 months in the CSD), with a higher number of
doses administered (15 doses in KN-204 and 16 doses in the cHL Safety Dataset vs 8 doses in the RSD and
7 doses in the CSD). Overall, 67.6% of cHL population in KN-204 (n=100) were exposed to pembrolizumab
for at least 6 months (vs 32.2%, n=49 in BV arm) and safety data with treatment exposure =12 months
were available for 71 patients (48%) for pembrolizumab (vs only 17 patients, 11.2% in the BV group).
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In general, pembrolizumab was well tolerated among subjects with cHL. Most AEs were of low-Grade toxicity
as evidenced by the low rate of subjects with toxicity Grade 3 to 5 drug-related AEs (62 [15.9%]) and with
serious drug-related adverse events (46 [11.8%]) in the 389-subject cHL population.

The overall AE profile in the KEYNOTE-204 pembrolizumab group was generally consistent with the cHL
Safety Dataset, except for such categories of AES (SAEs, drug-related SAEs, Grade 3 to 5 AEs and drug-
related Grade 3 to 5 AEs). The incidence of Grade 3 to 5 AEs generally differed by less than 2 percentage
points between the KEYNOTE-204 pembrolizumab arm and the cHL Safety Dataset, except for the observed
rate of pneumonitis (4.1% vs 1.8%, respectively). The only Grade 3 to 5 drug-related AE and SAE reported
more frequently (=2 percentage points difference) in the KEYNOTE-204 pembrolizumab arm than in the
cHL Safety Dataset was pneumonitis (Grade 3 to 5 drug-related AE 4.1% vs 1.8%; SAE 5.4% vs 3.3%,
respectively). The frequency and type of drug-related SAEs reported in the KEYNOTE-204 pembrolizumab
arm were generally consistent with the cHL Safety Dataset, generally differing by less than 1 percentage
point except for pneumonitis (5.4% vs 3.3%) and pneumonia (2.0% vs 0.8%).

Patients enrolled in KEYNOTE-204 had relapsed or refractory disease and were heavily pre-treated with
chemotherapeutic agents that have a known association with pulmonary toxicities, including prior radiation
exposure, bleomycin (a prior treatment in 89.2% of participants in the pembrolizumab group has been
reported), and melphalan in those participants who underwent previous SCT. These findings may have
contributed to the observed high rate of pneumonitis, a known immune-related event, in KEYNOTE-204
patients who received pembrolizumab. As these heavily pre-treated patients have all weakened immune
systems, opportunistic infections, including pneumonia, might be a risk.

However, after adjustment for exposure, event rates in the KEYNOTE-204 and cHL Safety Dataset were
similar for all AE categories.

In Keynote-204, the AEs with a notable risk difference included hypothyroidism and urinary tract infection
in the pembrolizumab arm, and peripheral neuropathy, nausea and peripheral sensory neuropathy in the
BV arm. These AEs were consistent with the established safety profiles of pembrolizumab in monotherapy
and BV. An exception was noted for urinary tract infection and for pneumonitis with higher incidence in the
KEYNOTE-204 pembrolizumab arm than the other datasets. While no definitive explanation for the
imbalance observed between the safety datasets was identified, the higher incidence of urinary tract
infection observed in the pembrolizumab arm may be partly explained by the slightly higher proportion of
females in the KEYNOTE-204 pembrolizumab arm relative to the RSD and the CSD (45.3%, 33.9% and
33.1% respectively). Women are more prone to urinary infections than men. Additionally, the higher
incidence of urinary tract infection could be also related to the median duration of exposure in the KEYNOTE-
204 pembrolizumab arm, twice as long compared with the RSD and the CSD (10.02 vs 4.86 and 4.24
months, respectively). Similarly, the higher rates of pneumonitis in the KEYNOTE-204 pembrolizumab arm
than those observed in cHL safety dataset, RSD and CSD (8.8%, 6.9%, 4.1% and 3.8% respectively) may
also be explained by the median duration of exposure and/or by prior radiation/melphalan/bleomycin
exposure in patients in KEYNOTE-204 who received pembrolizumab, as these agents all have a known
association with pulmonary toxicity

The most frequently reported drug-related AEs in the pembrolizumab arm, compared with the BV arm,
were hypothyroidism (15.5% vs 1.3%), pyrexia (12.8% vs 5.9%) and pruritus (10.8% vs 5.3%), whereas
the BV group showed higher incidences of drug-related neuropathy peripheral (2% vs 18.4%), nausea
(4.1% vs 13.2%) and peripheral sensory neuropathy (2% vs 13.2%). The incidence and types of drug-
related AEs reported in the KEYNOTE-204 pembrolizumab safety dataset were generally consistent with the
other datasets, except for pyrexia and hypothyroidism. This could be expected because pyrexia is a common
B symptom associated with cHL and an increased risk of hypothyroidism could be due to previous treatment
with radiation therapy. Also, acute kidney injury was reported more frequently as Grade 3 to 5 drug-related
AE in the KEYNOTE-204 pembrolizumab arm than in the cHL Safety Dataset, the RSD and the CSD (1.4%,
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0.5%, 0.1% and 0.2%, respectively). Of note, the percentages in the KEYNOTE-204 pembrolizumab arm
and the cHL safety dataset were based on 2 patients in each group from populations of 148 and 389
participants, respectively. Details on these patients have been provided by the MAH. Both participants’
clinical courses were marked by numerous AEs that developed concurrently with acute kidney injury. In
both cases, the events of acute kidney injury were treated and resulted in resolution. Acute kidney injury
is a known immune-related AE of pembrolizumab. Renal adverse events with PD-1 inhibitors consist mainly
of elevated serum creatinine levels, and nephritis has been reported in 0.3%-1.2% of patients across
clinical trials (Vardhana S et al. The Oncologist 2019,24:86-95). In agreement with the MAH, the observed
imbalance across the datasets may be explained by the longer duration of exposure in the KEYNOTE-204
pembrolizumab arm and cHL safety dataset (10.02 and 10.65 months, respectively) compared with RSD
and CSD (4.86 and 4.24 months, respectively).

SAEs were consistent across population, with pneumonia (5.4%), pneumonitis (5.4%) and pyrexia (2.7%)
most frequently reported. Pneumonitis was the only more frequently reported SAE (=2 percentage points
difference) in the KEYNOTE-204 pembrolizumab group than the other safety datasets, for which the
contribution of the immune dysregulation induced by lymphoma cannot be excluded.

Deaths due to AEs in KEYNOTE-204 occurred in 3 patients (2%) in the pembrolizumab arm and in 2 BV
patients (1.3%), compared with 6 (1.5%) patients in the cHL Safety Dataset and 312 (5.3%) patients in
the RSD. One death in the pembrolizumab group of KEYNOTE-204 was attributed to drug-related AE of
pneumonia. More details have been required for all participants in KEYNOTE-204 pembrolizumab arm who
died due to AEs, also providing the narrative of death that occurred in the third patient. In the case of one
participant, although autopsy confirmed that pneumonia was the primary cause of death with microbiology
positive for E.coli, diagnostic imaging was suggestive of pneumonitis, for which related relation to
pembrolizumab, as AEOSI, cannot be excluded. In addition, during the clinical course, the patient was
treated with antibiotics and steroids that did not result in clinical improvement and, therefore, the exact
aetiology of the pulmonary compromise is not clear. Similarly, for the AE of cardiac failure (reported as
myocarditis), without information on the clinical status at baseline and with only an echocardiogram
revealing an aortic and mitral valve disease, it is difficult to understand the exact aetiology of such
myocarditis. However, the prior oncology treatment history included treatment with doxorubicin and
bleomycin that could be a potential contributing factor to the reported cardiac failure and pneumonitis.

For another participant, in agreement with the MAH, the AEs including acute GVHD, autoimmune hemolytic
anemia and infections should be considered as complications associated with stem cell transplant.

The narrative for the third participant, who died due to an unknown cause, was also provided. However,
for this case, the insufficient clinical information provided do not allow to assess a potential causal role for
pembrolizumab and the reported events.

The incidence of AEOSI in the cHL population in KEYNOTE-204 has been reported as comparable to that in
the cHL Safety Dataset (35.8% and 35.7%, respectively) but higher compared to the RSD (25.1%) and to
the CSD (24.4%), which could be due to longer exposure and follow-up. In KEYNOTE-204, the most
frequent AEOSIs were hypothyroidism (n=28 [18.9%]), pneumonitis (n=16 [10.8%]), and hyperthyroidism
(n=8 [5.4%]) in the pembrolizumab arm; infusion-related reaction (n=12 [7.9]), hypothyroidism (n=4
[2.6%]), and pneumonitis (n=3 [2%]) in the BV arm. Most immune-mediated AEOSIs were mild to
moderate in severity and were managed with treatment interruptions and/or corticosteroids.

Hypothyroidism was the most frequently observed AEOSI across populations. The higher rate of events in
cHL patients (Grade 1 and 2), as well as the shorter time to onset of the first hypothyroidism event can be
justified by the frequent prior exposure to mediastinal radiation therapy. None of the events was treated
with corticosteroids. In the pembrolizumab arm of KEYNOTE-204, 58 participants had received prior
radiation at baseline while 93 participants had not received prior radiation in the ITT population. Considering
that an AEOSI of hypothyroidism occurred in 28 (18.9%) patients in the pembrolizumab arm and, of these
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28 participants, 11 patients had a past medical history of prior radiation therapy, the incidence of
hypothyroidism in participants who received prior radiation was 19.0% (11/58) compared to 18.3% (17/93)
in participants who had not received prior radiation. The TSH levels reported at baseline were normal for
20 out of 28 patients, high for 7 patients and low for 1 patient, suggesting that a pre-existing
hypothyroidism was not present for the majority of these patients. The longer duration of exposure for
patients in KEYNOTE-204 may also explain the higher overall incidence of hypothyroidism compared to the
RSD.

No major differences specific for the cHL population were observed in terms of events outcome, except for
a higher rate of patients with a resolved status in the cHL Safety Dataset (40.9%) compared to the patients
in the KEYNOTE-204 pembrolizumab arm (28.6%). A clarification has been provided by the MAH to explain
the higher rate of hypothyroidism with unresolved status in KEYNOTE-204: the longer duration of follow-
up in KEYNOTE-013 and KEYNOTE-087 (included in cHL Safety Dataset) allowed for additional information
to be collected on the complete clinical course with respect to the outcome of events, in contrast to the
shorter duration of follow-up in KEYNOTE-204 that may explain the higher rate of hypothyroidism with
unresolved status. An additional aspect to consider regarding the resolution status may be related to
medical judgment: while some investigators may consider an event resolved once the participant is stable
on thyroid hormone replacement, others may consider the event unresolved since the requirement for
treatment is still present. However, overall experience with pembrolizumab and hypothyroidism indicates
that physician monitoring and thyroid hormone replacement are sufficient to manage this risk without
requiring discontinuation of therapy and for this reason, the MAH’s conclusion is endorsed.

Sixteen (10.8%) participants experienced an AEOSI of pneumonitis in the pembrolizumab arm compared
to 4 (2.6%) in the BV arm. The incidence of pneumonitis and the characteristics of events, in terms of time
to onset, duration and type of outcome, were as expected, considering that the prior radiation exposure
and the use of bleomycin may be contributing factors for the observed incidence of pneumonitis in cHL
population. The majority of pneumonitis events were Grade 3 and below and resolved with systemic
corticosteroids. There were no fatal events of pneumonitis.

Infusion related reactions were more frequent in the cHL population, especially in the BV arm (5.4% in the
KEYNOTE-204 pembrolizumab arm, 7.9% in the BV group and 8% in the cHL Safety Dataset) than in the
RSD (2.3%) and the CSD (2.1%), characterized by a very earlier median time to first occurrence (1 day in
KN-204 vs 44.5 in RSD and 40 days in CSD). The majority of infusion reaction events did not require
corticosteroid treatment.

Changes in laboratory findings in the cHL population were in line with those reported in the larger cHL
datasets, mostly related with Hodgkin lymphoma and prior anti-lymphoma treatment. Further investigation
has been requested on potential immunogenicity related to pembrolizumab, particularly with respect to
ANA, ASMA and anti-neutrophil cytoplasmic antibodies. Rheumatic and/or systemic irAEs may occur across
all classes of check point inhibitor (CPI), including pembrolizumab, most frequently and severely with
combination treatments and may be associated with other organ-specific irAEs. Since autoantibodies are
not found in the majority of patients experiencing CPI-induced rheumatic and systemic disease, there is no
indication to test every patient at baseline. More generally, the pre-existing antinuclear antibodies revealed
no significant difference in the development of irAEs between the positive and negative ANA groups
(Sakaklda T et al. Clinical and Translation Oncology 2020). In the absence of clinical biomarkers predicting
the occurrence of irAEs after use of PD-1/PD-L1 blockade for cancer immunotherapy, in line with the EULAR
recommendation (Kostine M et al. Ann Rheum Dis 2020), the detection of autoantibodies in an
asymptomatic patient would not preclude the start of CPI therapy. However, there is the particular situation
of patients with thymoma who develop CPI-induced myositis and who all have anti-acetylcholine receptor
and antistriated muscle antibodies detected in serum sample obtained prior to CPI therapy (Mammen AL et
al. Ann Rheum Dis 2019). Accordingly, as myositis may evolve into a severe irAE, testing for the presence
of these antibodies before starting CPI in a patient with thymoma is recommended to identify a high risk of
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myositis (Kostine M et al. Ann Rheum Dis 2020). To date, the MAH’ explanation that there is no rationale
for the screening or long-term monitoring of autoimmunity (e.g. ANA, ANCA, ASMA) prior to treatment with
pembrolizumab is accepted.

The MAH has also focused on Ilaboratory data pertaining to “platelet count decreased” or
“thrombocytopenia” that are reported as AEs for which clinically meaningful data including outcome,
treatments received, and clinical sequelae were presented. In KEYNOTE-204, the incidence of
“thrombocytopenia” or “platelet count decreased” were 6.8% and 6.6% in the pembrolizumab and BV
groups, respectively, compared to the RSD in which a total of 140 participants out of 5643 (2.5%)
experienced these AEs. Based on the data provided, no evidence of significant concern on laboratory data
pertaining to “platelet count decreased” or “thrombocytopenia” as AEs was highlighted during the
pembrolizumab treatment for the cHL patient population. Myelosuppression is a common toxicity associated
with cytotoxic chemotherapy, but thrombocytopenia as immune-related adverse events (irAEs) commonly
occur during the administration of immune checkpoint inhibitors (ICI) (Delanoy N et al. Lancet Haematol.
2019). In the KEYNOTE-204 pembrolizumab arm, all four participants were treated for Grade 3-4
thrombocytopenia, including one participant who received systemic corticosteroids and no participants
received immunoglobulin. In addition, a case of autoimmune thrombocytopenia was reported after
treatment with pembrolizumab in KEYNOTE-204. However, in this case, the assessment for
thrombocytopenia is confounded by disseminated intravascular coagulation in the setting of patient’s
underlying progressive malignant disease that are considered as risk factors for thrombocytopenia. In
conclusion, the management by platelet transfusion is a main issue in patients with severe
thrombocytopenia secondary to cytotoxic chemotherapy, whereas systemic steroid and immunoglobulin
administration is identified as a reasonable choice in those, due to immunotherapy. The use of systemic
corticosteroids or immunosuppressants before starting pembrolizumab should be avoided because of their
potential interference with the pharmacodynamic activity and efficacy of pembrolizumab. However,
systemic corticosteroids or other immunosuppressants can be used after starting pembrolizumab to treat
immune-related adverse reactions, as reported in section 4.4 of the SmPC.

No major and unexpected differences in the tolerability of pembrolizumab treatment were observed across
the different ECOG PS categories, while an increased rate of drug-related AEs was observed in females
compared to males (76.1% vs 72.8%). The Grade 3-5 AEs and the SAEs were slightly higher in the female
population and the rate of discontinuation due to an AE was almost doubled compared to the male
population. Considering the small sample size and low number of participants in the pembrolizumab
treatment arm by gender (81 males and 67 females), this does not represent a clinically meaningful
comparison. Nevertheless, the gender differences in incidences AEs should be further evaluated in future
procedures.

The incidence of drug-related AES, SAEs, serious drug-related AEs in the cHL population > 65 years of age
was higher than in subjects <65 years of age in the BV arm of KEYNOTE-204 (e.g., Grade 3 to 5 AEs:
68.2% vs 39.2%) and the RSD (Grade 3 to 5 AEs: 53.0% vs 44.5%). Compared with participants <65
years of age treated with pembrolizumab, patients =65 years of age had higher (>15 percentage point
difference) rates of peripheral oedema (23.1% vs 0.8%), decreased appetite (23.1% vs 2.5%), and pain
in extremity (23.1% vs 5.7%), which are expected AEs in an older population, who generally have more
comorbidities compared to younger patients. However, the relatively small number of subjects who were =
65 years old in the cHL Population (n=26 in the KN-204 pembrolizumab arm; n=46 in the cHL Safety
Dataset) is not sufficient for a meaningful comparison with the cHL Population < 65 years of age, or the
larger datasets at this time and any definitive conclusion can be drawn. In section 4.2 of the SmPC, it is
already reported that “Data from patients = 65 years are too limited to draw conclusions on cHL
population”.

Overall, 48 cHL patient treated with pembrolizumab (from KEYNOTE-204, KEYNOTE-087 and KEYNOTE-
051) received allogenic SCT. PD-1 inhibition prior to allo-SCT may enhance allogeneic T-cell responses and
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augment the graft-versus-tumour effect. However, prior immunomodulation may also increase risk of
GVHD. Complications were experienced by 34 of them (with acute and/or chronic GVHD as the most
common AEs post allo-SCT) and a fatal outcome was reported in 6 patients (two patients, both in the
KEYNOTE-204 pembrolizumab arm, died for hypovolemic shock and hypoxic respiratory failure; four
patients in KEYNOTE-087 for acute GVHD, hyperacute GVHD, pneumonia and sepsis), but none of these
post allo-SCT AEs were considered by the MAH related to study treatment.

Allo-SCT after PD-1 blockade appears feasible with a low rate of relapse. However, there may be an
increased risk of early immune toxicity, which could reflect long-lasting immune alterations triggered by
prior PD-1 blockade, as acute and chronic GVHD post allo-transplant. Approximately 30-50% of patients
with cHL experience GVHD after allo-transplant (Sure A et al. J Clin Oncol 2008). Several studies have
reported a higher rate of acute GVHD among patients who were exposed to check point inhibitor therapy
before receiving allo-SCT and the median interval between exposures to the last dose of CPI and allo-HSCT
was variable, ranging between 28 and 62 days, depending on the half-life of the checkpoint inhibitor.
Regardless of the mechanism of PD-1 depletion, it has been demonstrated that anti-PD-1 therapy creates
a long-lasting disturbance in the composition of circulating T-cell populations. These findings would explain
the absence of any apparent association between the time interval from PD-1 to transplantation and early
toxicity and suggests that the use of a window period to delay HSCT for even several months after PD-1
therapy may not mitigate the impact of this therapy on allo-SCT outcomes (Merryman RW et al, Blood
2017).

From the data provided by the MAH, it is highlighted that: i) overall, the median times from last dose of
pembrolizumab to allo-SCT were similar, differing by ~1 month between those with GVHD and those who
did not have GVHD. This suggests that the timing of the last dose of pembrolizumab in relation to the SCT
could not influence the occurrence of post-transplant acute or chronic GVHD; ii) based on these limited
data from KEYNOTE-204, an association between the time from last dose of pembrolizumab and GVHD is
not supported.

While it was not possible to create a control cohort for this analysis that perfectly matched with all possible
salient characteristics that could influence the occurrence of acute and/or chronic GVHD after
pembrolizumab (e.g., age, disease, sex, donor, graft source, GVHD prophylaxis), we acknowledge that
many possible factors could be involved in the occurrence of GVHD and it is difficult to determine because
participants who receive an allo-SCT do not represent a homogeneous population. However, these data
confirm that prior PD-1 blockade should not be considered a contraindication to allo-SCT in this patient
population.

Otherwise, treatment with pembrolizumab in the post-alloSCT disease relapse setting is feasible but can
induce early and severe AEs. Caution and careful monitoring are warranted, particularly in patients who
have a history of GVHD, but additional long-term data are needed to fully evaluate the risks and benefits
of using PD-1 inhibitor therapy after allo-SCT.

There were no secondary malignancies in KEYNOTE-204.

Information on pneumonits in cHL patients has been included in the SmPC (section 4.8)

Assessment of paediatric data on clinical safety

In the KEYNOTE-051 study most participants had at least 1 AE. The types and incidences of the most
frequently reported AEs were consistent with a heavily pretreated paediatric population with advanced
cancers. No new safety signals were observed.

Although the majority of participants had treatment-related AEs, pembrolizumab was well tolerated as
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evidenced by the small proportions of participants with Grade 3 to 5 treatment-related AEs, treatment-
related SAEs, and treatment-related AEs leading to discontinuation of study treatment. Approximately half
of the participants had at least one Grade 3 to 5 AE. The most frequently reported treatment-related Grade
3 to Grade 5 AEs were lymphocyte count decreased and anemia.

Approximately one-third of the participants had at least 1 SAE up to 90 days after receiving the last dose
of pembrolizumab. The most frequently reported treatment related SAEs were pyrexia, hypertension, and
pleural effusion, each occurring in <4 participants. Five participants had 1 or more AEs that resulted in
death. For 1 participant with fatal pu/monary edema and 1 participant with fatal pneumonitis and pleural
effusion, AEs were deemed as drug-related by the investigator.

Thirty (18.6%) participants had at least 1 AEOSI. Four participants had a Grade 3 to 5 AEOSI: colitis,
myelitis, pruritus (each Grade 3) and pneumonitis (Grade 5). Two participants had an AEOSI that led to
discontinuation of the study treatment: Grade 3 myelitis and Grade 5 pneumonitis. Among the participants
with 1 or more AEOSI, 13 (43.3%) had resolution of an event by the time of data cut-off. Among the events
that had not resolved, 12 were endocrinopathies (ie, hypothyroidism, hyperthyroidism, thyroiditis, and
adrenal insufficiency) that required long-term hormone replacement therapy.

Most AEs did not lead to treatment interruption. The most frequently reported AE and treatment-related AE
resulting in treatment interruption was alanine aminotransferase increased in 3 participants. Three
participants (2 with cHL, 1 with solid tumour NOS) received an allogeneic SCT after discontinuing treatment
with pembrolizumab. Both participants with cHL received alternative systemic anticancer therapy before
the allogeneic SCT and developed GVHD post allogeneic SCT. Investigators deemed the GVHD not related
to pembrolizumab.

The safety results from KEYNOTE-051 were generally consistent with those reported for pembrolizumab in
monotherapy in adult patients, as demonstrated in a head-to-head comparison of frequencies of AEs in
KEYNOTE-051 vs the pembrolizumab monotherapy adult safety database (RSD) in May 2019, within
variation EMEA/H/C/003820/11/0071. To support the submission of a Type II variation with the proposed
indication extended to paediatric cHL patients, safety data from cHL children should be presented separately
and comparison between the safety data of cHL paediatrics vs. the cumulative safety data from KEYNOTE-
051 and the safety profile in adults (particularly vs. the safety profile in cHL adults from the KEYNOTE-204
and the cumulative cHL Safety Dataset) should be provided, also considering differences in the therapeutic
history of these patients (e.g., prior lines of therapy, more frequent radiotherapy in paediatric patients).
The MAH acknowledges the question about limited paediatric data in the KEYNOTE-051 HL cohort that
includes only 22 patients: the small sample size and the differences in prior therapies received compared
with adult cHL patients limits the conclusions that can be drawn when comparing this cohort to other
datasets. However, the data provided by the MAH comparing the cHL paediatric safety profile to cumulative
paediatric safety data, showed that the patients with cHL had higher rates of drug-related AEs and dose
modifications due to AEs compared with other tumour types, while participants with other tumor types had
higher rates of Grade 3-5 AEs and SAEs. They experienced higher rates of overall AEOSI and drug-related
AEOSI compared with participants with other tumor types. Nevertheless, the duration of exposure to
pembrolizumab was approximately 8-fold longer for participants in KEYNOTE-051 with cHL. Compared to
the cHL safety profile in adults, consistent lower rates for all AE categories (except for AEOSI) could be
observed.

Treatment with pembrolizumab in paediatric participants could affect the immunological competence, not
only in terms of decreased number of lymphocytes (one of the most frequently reported Grade 3 to 5 AEs
in paediatric patients) but also of influencing the immunological functional activities, especially in paediatric
patients with a less mature immune system. The MAH provided an update of immunological analyses for
paediatric cHL patients included in KEYNOTE-051. Vaccinated antibody concentrations and memory B- and
T-cell counts were collected as part of the secondary objectives of KEYNOTE-051 (data cut-off of January
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2020). An upward trend in memory B- and T-cell counts and minimal changes in the concentration of
vaccinated antibodies from pre-treatment to post-treatment Cycle 4 were observed. Taken together, these
data indicate that treatment with pembrolizumab does not appear to affect immunological competence in
this paediatric patient population.

The outcomes after transplant have been presented only for 2 cHL patients. This point is of importance in
paediatric patients as the cure rate after allo-SCT is higher than in adults. After the cut-off date (10-JAN-
2020), no additional patients in KEYNOTE-051 received an allo transplant, so that an evaluation of potential
cure rate in cHL paediatric patients (n=2) compared to adults is not possible.

For KEYNOTE-204, the MAH provided additional information on all 14 allo-SCT participants, such as the last
known contact date, the follow-up time since the allo-SCT and details on the mortality status. In particular,
the MAH provided data on the allo-SCT participants post-pembrolizumab who experienced a GVHD event.
These preliminary data confirm that GVHD is a frequent AE post pembrolizumab, especially as acute GVHD
(reported 8 out of 11 patients), Grade 2 or Grade 3 predominantly. However, also chronic GVHD
mild/moderate/severe has been observed (in 3 out of 11 patients). Of the fourteen transplanted patients,
two patients died, and the cause of death was respiratory failure and hypovolaemic shock, respectively. An
interim analysis report of the comprehensive and detailed safety analysis of adult participants with
hematologic malignancies enrolled in MSD-sponsored studies who received an allo-SCT following therapy
with pembrolizumab was submitted in December 2020. The was recommended to share the final analysis
report across haematological malignancies, including paediatric and adult participants.

As of the database cut-off date of 10-JAN-2020 in KEYNOTE-051, there was no additional data available of
secondary malignancy, and only one participant with a primary diagnosis of solid tumour NOS developed a
secondary malignancy of Grade 5 adenocarcinoma gastric, reported by the investigator as not treatment
related. There were no secondary malignancies identified in KEYNOTE-204 and KEYNOTE-087. For
KEYNOTE-051 the MAH will plan to enrol a minimum of 20 patients within the r/r cHL cohort, for which the
next data cut-off for the analysis is planned in March 2024.

2.5.2. Conclusions on clinical safety

The incidence of most AEs did not differ significantly between study arms, with the exception of
hypothyroidism and urinary tract infection in the pembrolizumab arm and higher incidences of nausea
and peripheral neuropathy in the BV group. The overall AE profile observed in the KEYNOTE-204
pembrolizumab group was generally consistent with the cHL Safety Dataset and the RSD. Despite the
limited sample size, from KEYNOTE-051 study no unexpected safety signal was reported in cHL paediatric
patients.

The MAH will plan to enrol @ minimum of 20 patients within the r/r cHL cohort in KEYNOTE-051, for which
the next data cut-off for the analysis is planned in March 2024; this study is part of the PIP agreed with
the PDCO.

Finally, the MAH was recommended to share the final analysis report across haematological malignancies,
including paediatric and adult participants.

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 107c(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

Assessment report
EMA/97222/2021 Page 166/178



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 30 is acceptable.

The CHMP endorsed the Risk Management Plan version 30 with the following content:

Safety concerns

Table 1093

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

Based on the data supporting the new indication, the existing list of safety concerns remains unchanged.

Existing pharmacovigilance plan and risk minimisation measures remains sufficient to mitigate the risk of
keytruda in all approved indications.

Pharmacovigilance plan

There are no ongoing or planned additional pharmacovigilance studies that are required for
pembrolizumab.

Risk minimisation measures

Table 1104: 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
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Table 1104:

Summary Table of Pharmacovigilance Activities and Risk Minimisation Activities
by Safety Concern

Safety Concern

Risk minimisation Measures

Pharmacovigilance Activities

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
tumor types
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Table 1104:

by Safety Concern

Summary Table of Pharmacovigilance Activities and Risk Minimisation Activities

Safety Concern

Risk minimisation Measures

Pharmacovigilance Activities

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 trials (KN087,
KN204).

GVHD after pembrolizumab
administration in patients with a
history of allogeneic SCT

Routine risk minimisation
measures:

+  GVHD after pembrolizumab
administration in patients with
a history of allogeneic SCT is
described in the SmPC,
Section 4.4 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 all
ongoing MAH-sponsored
clinical trials for
pembrolizumab in various
tumor types

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated. The
Package Leaflet has been updated accordingly. The Annex II was amended to reflect extended deadline
for the submission of the PAES study KN-204.

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 abridged focus

testing.
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3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

The approved therapeutic indication is: KEYTRUDA as monotherapy is indicated for the treatment of adult
and paediatric patients aged 3 years and older with relapsed or refractory cHL who have failed autologous
stem cell transplant (ASCT) or following at least two prior therapies when ASCT is not a treatment option.

3.1.2. Available therapies and unmet medical need

The majority of patients with cHL can achieve long-term disease control/cure with frontline chemotherapy
(e.g. ABVD, Stanford V or BEACOPP), yet 10 to 40% of patients still experience relapse or are refractory to
the initial therapy. Salvage therapy is currently based on non cross-resistant chemotherapy regimens (e.g.
DHAP, I1GeV, GemOX plus dexamethasone, ICE etc.) that can re-induce remission in approximately 50-70%
of patients. Long-term disease control following conventional therapy alone is, however, uncommon, and
further consolidation with high dose chemotherapy and ASCT is usually administered to fit patients.
Consolidation with ASCT has been associated with long-term disease control/cure in approximately 50% of
patients.

BV is approved in the EU for the treatment of adult patients with r/r cHL following ASCT or at least two
prior therapies when ASCT or multi-agent chemotherapy is not a treatment option. The ORR with BV in this
setting has been shown to be as high as 60-75% (CRR 30-34%). 5-year OS was 41% (65% for patients
who obtained a CR) and 5-year PFS was 22% (52% for patients in CR). However, exposure to BV is not
devoid of toxicities: peripheral sensory neuropathy (overall incidence ~40%) is the most relevant non-
hematologic adverse event (AE) (see Adcetris EPAR and SmPC). BV also proved to be an effective “bridge”
to transplant (see e.g. Chen R et al, Blood 2016; Younes A et al, JCO 2012).

Prognosis after failure of salvage chemotherapy, including BV, and/or ASCT is poor. A selected subset of
young and fit patients might be eligible to allogeneic hematopoietic stem cell transplant (allo-HSCT), which
can still result in long-term remission in a subset of patients. However, transplant-related mortality and
toxicity is not negligible.

Overall, an unmet medical need for r/r cHL patients who failed or are unfit for ASCT can be recognised.

3.1.3. Main clinical studies

The efficacy of pembrolizumab in the claimed indication is mainly supported by the Interim Analysis 2
results (data cutoff 16-JAN-2020, median survival follow-up of about 24.6 months) from Phase III study
KN-204 (pivotal trial) comparing PFS (primary endpoint) as assessed by blinded independent central
review (BICR), according to the IWG response criteria [Cheson, 2007], between pembrolizumab and BV
treatment arms.

Efficacy data from paediatric study KN-051 were also submitted to support the proposed extrapolation
strategy using a model-based PK bridging analysis to include paediatric patients aged =3 years. Study KN-
051 was a Phase I/II study investigating pembrolizumab monotherapy in paediatric patients with solid
tumours and malignant lymphomas.
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Updated efficacy data from phase II study KN-087 were provided to further characterise the efficacy of
pembrolizumab in r/r cHL. This is a single-arm, multi-cohort, non-randomized Phase 2 study investigating
the efficacy of pembrolizumab monotherapy in a heterogeneous population of patients with cHL in advanced
settings of relapse. Results for study KN-087 were pivotal in supporting the currently approved indication
of pembrolizumab for the treatment of r/r cHL.

3.2. Favourable effects

In adults (Pivotal study KN-204) pembrolizumab provided a statistically significant improvement in PFS
(including clinical and imaging data post-SCT): median PFS in the ITT population of pivotal study KN-204
was 13.2 months (95%CI 10.9, 19.4) and 8.3 months (95%CI 5.7, 8.8) with pembrolizumab and BV,
respectively (HR 0.65, 95%CI 0.48, 0.88, p=0.00271). The estimated 24-month PFS rates were 35.4%
and 25.4% with pembrolizumab and BV, respectively. Secondary PFS analysis (excluding clinical and
imaging data post-SCT), PFS sensitivity analyses and analyses based on investigator assessment were
consistent.

The point estimation for ORR was numerically higher with pembrolizumab compared to BV: 65.6%
(95%CI: 57.4, 73.1) vs. 54.2% (95%CI: 46.0, 62.3), respectively. The CRR was not different between
treatment arms (24.5% for pembrolizumab and 24.2% for BV). The proportion of patients who received
subsequent ASCT (~20%) or allogeneic HSCT (~9%) did not differ between pembrolizumab and BV. For
pembrolizumab, median duration of response (DoR) was 20.7 months (range: 0.0+ to 33.24+ months)
versus a median of 13.8 months (range: 0.0+ to 33.9+4) with BV. The fraction of patients with response
duration longer than 24 months was similar across treatment arms (47.4% vs. 42.8%).

The results from the provided preliminary PFS2 analysis were in favour of pembrolizumab (HR 0.58, 95%CI
0.38, 0.87, p=0.0037).

Regarding PRO, with respect to the EORTC QLQ-C30, from baseline to Week 24 a trend towards an
improvement could generally be observed with pembrolizumab while, conversely, a trend towards
deterioration was reported in the BV arm. The prespecified time to deterioration analysis also showed an
improvement with pembrolizumab in the GHS/QOL (HR 0.40, 95%CI 0.22, 0.74) and physical functioning
scores (HR 0.56, 95%CI 0.32, 0.97). Results with the EQ-5D instrument were consistent with those
reported for the QLQ-C30 questionnaire: a significant difference in the LS means favouring pembrolizumab
was observed at Week 24 for the utility (A 0.09 points, 95%CI 0.04, 0.14) and VAS scores (A 6.12 points,
95%CI 1.91, 10.34).

Clinical outcomes in subjects with >2 prior lines of therapy were consistent with the primary analysis in the
ITT population: the ORRs with pembrolizumab was 65.3% (95%CI 56.3, 73.6) vs. 54.4% (95%CI 45.3,
63.3). The CRR was 26.6% (95%CI 19.1, 35.2) and 21.6% (95%CI 14.7, 29.8) with pembrolizumab and
BV, respectively. PFS also consistently favoured the pembrolizumab arm (HR 0.66, 95%CI 0.47, 0.92): the
mPFS was 12.6 months (95%CI 8.7, 19.4) with pembrolizumab and -8.2 months with BV (95%CI 5.6, 8.8)
HR 0.62-0.70). No DoR and OS data by line of therapy were provided.

Updated results from the supportive study KN-087with a median duration of follow-up of 39.5 months
showed an IWG ORR by BICR of 71% (95%CI 64.3, 77) and 71.7% (95%CI 58.6, 82.5) in the overall
population and in cohort 3 (BV-naive patients), respectively. CRRs were 27.6% and 31.7%, median DoR
16.6 and 16.8 months and median PFS 13.6 and 16.8 months, respectively. Median OS was still not reached
in all cohorts.

In paediatric patients (paediatric study KN-051) the ORR per IWG criteria observed in patients treated in
the dedicated r/r cHL cohort (n=8) was 42.9% (3/7). Two out of 7 subjects achieved a CR. Median DoR in
this cohort was not reached and median PFS (11.2 months) was overall in line with that observed in adults.
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The ORR per RECIST criteria in the 15 patients treated in the PD-L1 positive tumours cohort was 66.7%
(with one patient reaching a CR), the median DoR and PFS were 17.4 and 12.2 months, respectively.

Among the 22 cHL participants, the ORR was 54.5% based on IWG 2007 criteria and 63.6% based on
Lugano criteria. The CRR was 4.5% and 18.2% based on the IWG 2007 and Lugano criteria, respectively.
Among the 12 responders by IWG 2007 criteria, the median time to response was 2.3 months and the
median response duration was 17.3 months. Among the 14 responders by Lugano criteria, the median
time to response was 2.1 months and the median response duration was 8.8 months. Among the 22 cHL
participants, the median PFS was 8.3 months based on IWG 2007 criteria and 8.2 months based on
Lugano criteria.

3.3. Uncertainties and limitations about favourable effects

The OS data from KEYNOTE-204 are still immature and have not been statistically tested. Immaturity of
PFS2 data and limited information on subsequent treatment make difficult to assess the impact of
uncontrolled cross-over. The provided DoR analysis was not sufficiently mature (only 40% of patient were
informative). Updated results from the final CSR of KEYNOTE-204 - listed as a PAES (Annex IID) - will be
submitted for review in accordance with agreed timelines. Data in HL patients > 65 years are limited;
however this is adequately reflected in sections 4.2. and 5.1 of the SmPC.

Regarding the efficacy in paediatric patients, the main uncertainty is the limited number (22) of r/r cHL
paediatric patients treated in study KN-051. No clinical and no PK data are available below the age of 10
with cHL. Descriptive statistics of predicted individual exposure parameters for paediatrics and adult
patients shows that Cmin is about 50% higher in the 3-6 age group, although the median value is within
the Q3 for adults. Further, there is a limited follow-up in the r/r cHL cohort and limited clinical data for
paediatric patients who received subsequent SCT.

3.4. Unfavourable effects

The median duration of exposure was twice as long for patients in the pembrolizumab arm compared with
the BV arm. When adjusted for exposure, event rates for most AEs tended to be higher with BV.

In KEYNOTE-204, the most frequently reported drug-related AEs in the pembrolizumab arm were
hypothyroidism (15.5%), pyrexia (12.8%) and pruritus (10.8%), whereas the BV group showed higher
incidences of drug-related neuropathy peripheral (18.4%), nausea (13.2%) and peripheral sensory
neuropathy (13.2%). The incidence and types of drug-related AEs reported in the KEYNOTE-204
pembrolizumab arm were generally consistent with the cHL Safety Dataset and with the RSD (74.3%,
73.3% and 70.2%).

The overall incidence of Grade 3 to 5 drug-related AEs in KEYNOTE-204 was lower in the pembrolizumab
arm (19.6%) than in the BV group (25%). The most frequently reported drug-related Grade 3 to 5 AEs
were pneumonitis (4.1%), pneumonia (2%) and neutropenia (2%) in the pembrolizumab arm; neutropenia
(7.2%), neutrophil count decreased (4.6%) and neuropathy peripheral (3.3%) in the BV arm. A higher
difference in the incidence rates of the other safety datasets was noted for pneumonitis (4.1% in the
KEYNOTE-204 pembrolizumab arm, 0.7% in the BV group, 1.8% in the cHL Safety Dataset, 1.3% in the
RSD and 1.2% in the CSD).

The incidence of Serious drug-related AEs was 16.2%, with pneumonitis as the most frequently occurring
AE (5.4%).

The most frequent AEOSIs were hypothyroidism (18.9%), pneumonitis (8.8%) in the pembrolizumab arm
and infusion-related reaction (7.9%), hypothyroidism (2.6%), and pneumonitis (2%) in the BV arm. Most
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immune-mediated AEOSIs were mild to moderate in severity and were managed with treatment
interruptions and/or corticosteroids. At the time of data cut-off, 50.9% of patients were reported to have
AEOQOSIs resolved, 9.4% were resolving and 37.7% were not resolved.

Complications to allogenic HSCT (i.e, acute/chronic GVHD) were experienced in 34 out of 48 pembrolizumab
treated patients who received transplantation after progression, and a fatal outcome was reported in 6 of
them.

The types and incidences of the most frequently reported AEs in paediatric patients in KEYNOTE-051 were
consistent with a heavily pre-treated paediatric population with advanced cancers. Although the majority
of participants (57.8%) had treatment-related AEs, pembrolizumab was well tolerated as evidenced by the
small proportions 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 the study treatment (3.7%). The most
frequently reported treatment-related AEs were fatigue (8.7%), anaemia (8.1%), pyrexia (7.5%),
aspartate aminotransferase increased (6.8%), lymphocyte count decreased (6.8%), diarrhoea (6.2%),
alanine aminotransferase increased (5.6%), and hypothyroidism (5.6%), the majority of them with Grade
1-2 toxicity. The most frequently reported Grade 3 to 5 AEs were anaemia (8.1%) and lymphocyte count
decreased (5.6%). The most frequently reported drug-related SAEs were pyrexia (2.5%), hypertension
(1.2%), and pleural effusion (1.2%). The most frequently reported AEOSI were hypothyroidism (8.1%),
hyperthyroidism (3.7%), hypersensitivity (2.5%), and pneumonitis (2.5%).

As of the database cut-off date of 10-JAN-2020 in KEYNOTE-051, there was no additional data available
of secondary malignancy, and only 1 participant with a primary diagnosis of solid tumour NOS developed
a secondary malignancy of Grade 5 adenocarcinoma gastric. There were no secondary malignancies
identified in KEYNOTE-204 and KEYNOTE-087. For KEYNOTE-051, the MAH will plan to enrol @ minimum
of 20 patients within the r/r cHL cohort, for which the next data cut-off for the analysis is planned in
March 2024.

Complications after allogenic HSCT (acute/chronic GVHD) were experienced in 2 cHL patients after
discontinuing treatment with pembrolizumab. Both patients were alive but acute/chronic GVHD was not
resolved.

3.5. Uncertainties and limitations about unfavourable effects

Considering the recognized risk of exacerbating GVHD related to checkpoint inhibition, data on the
feasibility of allogeneic HSCT after pembrolizumab are still limited, as indicated in the sections 4.4 and
4.8 of the SmPC. After the cut-off date (10-JAN-2020), no additional patients in KEYNOTE-051 received
an allo transplant, so that an evaluation of potential cure rate in cHL paediatric patients (n=2) compared
to adults is not possible. An interim analysis report of the safety analysis of adult participants with
hematologic malignancies enrolled in MSD-sponsored studies who received an allo-SCT following therapy
with pembrolizumab was submitted in December 2020 and is currently under assessment.

The MAH is also requested to share the final analysis report across haematological malignancies, including
paediatric and adult participants by December 2024. - related to the following: FDA PMR 3188-2:
Characterize complications after allogeneic hematopoietic stem cell transplantation (HSCT) following
pembrolizumab in at least 90 patients with hematologic malignancies, of which at least 30% had received
pembrolizumab alone or in combination as the regimen immediately prior to the allogeneic HSCT
conditioning regimen. Evaluate toxicities at least through transplant Day 180. Include details of prior
pembrolizumab treatment and the transplant regimen. Characterize toxicities including hyperacute graft-
versus-host disease (GVHD), severe (Grade 3-4) acute GVHD, febrile syndromes treated with steroids,
immune mediated adverse events, pulmonary complications, hepatic veno-occlusive disease and/or
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sinusoidal obstruction syndrome, critical illness, and transplant-related mortality. Toxicities may be
characterized prospectively, or through a combination of prospective and retrospective data analysis.

3.6. Effects Table

Effects Table for Keytruda (pembrolizumab) as monotherapy for the treatment of adult and
paediatric patients aged =3 years with cHL who have failed ASCT or when ASCT is not a
treatment option (data cut-off: 16 Jan 2020)- study KN-204

Effect

Short description

Unit

Treatment

(Pembro 200

mg 3QW)

Control
(BV)

Favourable Effects

Uncertainties /

Strength of evidence

Adults

PFS by BICR

(ITT population)

Time from randomization
to PD or death whichever

occurred first including months
clinical and (95% Dl 3 (0.7 (1)
. ; . (10.9, 19.4) 8.8)
imaging data following CI) .
ASCT or Consistency of results across
allogeneic HSCT most slubgrqupstagd ;ﬁj?(t)i:{ity
Time from randomization months 13.6 (11.1 Cli a_na"yses Ins ufyl It
to PD or death whichever (95% ) o NA inically meaningful resuits vs. (2)
) 16.7) BV in the overall population of
occurred first CI)
PFS by BICR Time from randomization sl A2
. Consistency of results across
secondary to PD or death whichever - - ;
. . . pivotal and supportive studies
(ITT population) | occurred first excluding months 12.6 8.2 (5.6
- o . . .6,
;:rlljlr:c?r: aggta el (9C51)/o (13.1, 22.6) 8.4) Uncertainty regarding potentially
ASCgl' ogr 9 lower benefit in European 1)
allogeneic HSCT pepEEr
PFS by BICR ' N
. . Time from randomization months
(patl_ents ek to PD or death whichever (95% Lo e
>2 prior . (8.7, 19.4) (5.6, 8.8)
. occurred first CI)
therapies)
ORR o 54.2%
(ITT population) % 65'67/§ S7'4’ (46.0, .- . (1)
CR+PR rate by BICR (95% . 62.3) The maJor_lty of _pgtlents was able
cI) 71% (64.3 to obtain a clinical response
77.0) ! NA despite the advanced setting of (2)
ORR - relapse
. . % o 54.4% The 95% CIs for ORR and CRR
(patl_ents with CR+PR rate by BICR (95% 65.3% (56.3, (45.3, with pembrolizumab and BV in (1)
>2 prior 73.6)
therapies) CI) 63.3) study KN-204 largely overlapped
P The ORR/CCR observed in the BV
CRR 24.5%, 24.2%
(ITT population) % (17.9% (17.6% arm of study KN-204 were 1)
pop CR rate by BICR (95% 32 '20/0)’ 31 .80/0), slightly inferior to those reported
CI) = 6° A 2 in the Adcetris EPAR (i.e. ORR 5
= - 75% and CRR 33% by IRF (2)
. . % 21.6 analysis)
{patients With | ¢ rate by BICR (95% | 265191, (14.7, 1)
>2 prior cn) 35.3) 29.8)
therapies) ’
DoR Time from first response 20.7 (0.0+ 13.8 DoR in study KN-204 was not
to PD or death due to any Months é3 2_"_) ! (0.0+, sufficiently mature (1)
cause, whichever occurs (range) ) 33.9+4) The actual clinical benefit in 2"
first in subjects who 9 16.6 (0.0+, NA line non transplant eligible )
achieve a PR or better. 39.14) patients is not established
Paediatric patients
ORR N=7 Anti-tumour activity overall
a . . .
CR+PR rate by BICR using ] (9492.31/06) NA consistent W|t2dt:|gsse observed in
the IWG 2007 response % .N’=22.
criteria (95% 54.5% NA Efficacy in paediatric patients ()
CI) (32.3, 75.6) based on extrapolation from
CR+PR rate by BICR using N=15 NA adults and limited paediatric data
the RECIST 1.1 response 66.7% from 22 participants with HL in
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Effect

Short description

Unit

Treatment
(Pembro 200
mg 3QW)

Control
(BV)

Uncertainties /

Strength of evidence

criteria (38.4, 88.2) the age from 10 to 17 years
CR+PR rate by BICR using N=22 (Study KEYNOTE-051)
the 2014 Lugano response 63.6% NA
criteria (40.7, 82.8)
CRR N=7
0,
CR rate by BICR using the 3 ;87/; 0) NA
IWG ?007 response .N’=22.
criteria N 4.5% NA
% (0.1, 22.8) 3)
CR rate by BICR using the (95% N=15
RECIST 1.1 response CI) 6.7% NA
criteria (0.2, 31.9)
CR rate by BICR using the N=22
2014 Lugano response 18.2% NA
criteria (5.2, 40.3)
PFS Time from randomization
to PD or death whichever _
occurred first using the LS N8—§2 NA
IWG 2007 response ’
criteria
Iérr;%fggrge?trrl]dv?lm::z;é:,oer:— Median PFS consistent with that
. . months N=15 observed in adults
occurred first using the 12.2 NA Limited sample size (3)
RECIST 1.1 response ' P
criteria
Time from randomization
to PD or death whichever N=22
occurred first using the months 8.2 NA
2014 Lugano response '
criteria
(0S5 Time from randomization Limited sample size
to death TSI NR NA The analysis is not mature ()
Unfavourable Effects
Drug-related Grade >3 AE % 19.6 25
Tolerability Drug-related SAEs % 16.2 10.5 Pembrolizulrra_b Sl?few_?gotfrilletwas
Death-drug related % 0.7 0 generally In fin€ wi a
- ; - reported in the cHL Safety
gfésntlnuatlon GG FelE % 8.8 3.9 Dataset and the Reference Safety
Incidence of Dat_as_et, except for -
e % 15.5 1.3 hypothyroidism and pneumonitis
Drug-related [Incidence of Pyrexia 12.8 5.9
AEs Incidence of Pruritus % 10.8 5.3 Considering the recognized risk of (1)
Incidence of Diarrhoea % 9.5 4.6 exacerbating GVHD related to
Incidence of Pneumonitis % 8.1 0.7 checkpoint inhibition, data on the
Incidence of Hyperthyroidism % 5.4 0 feasibility O.f aIIogenei_c RELU
e % 18.6 26 still I_|m|t_ed especially _for
= 2 2 paediatric cHL population
Pneumonitis % 10.8 2.6

AEOSI

Hypothyroidism is reported in
higher incidences than in the
Reference Safety Population;
Pneumonitis is reported in higher
incidences than in the Reference
Safety Population

Abbreviations: AE(s): Adverse event(s); CR/CRR: Complete Response/Complete Response Rate; DoR:
Duration of Response; ORR: Objective Response Rate; OS: Overall Survival; PD: Progressive Disease;
PFS: Progression Free Survival; PR: Partial Response; AEOSI: Adverse Event of Special Interest.

References: (1) KEYNOTE-204 CSR. (2) KEYNOTE-087 CSR. (3) KEYNOTE-051 CSR
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3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

High rates of long-term disease control/cure are usually obtained with frontline chemotherapy in cHL.
Approximately half of the patients who experience relapse or have refractory disease can still achieve cure
with high-dose chemotherapy followed by ASCT. The outcomes of patients who fail salvage therapy or ASCT
are, however, unsatisfactory, and an unmet medical need can be recognised in this clinical setting.

The approximate 5-month gain in median PFS observed with pembrolizumab in pivotal study KN-204, which
is equivalent to almost 35% reduction in the risk for progression or death, can be considered of clinical
relevance. PFS K-M plots did not show, however, any clear plateau, confirming that long-term disease
control is rarely achieved in advanced stages of relapse.

Resistance to treatment is an important issue in advanced settings of r/r cHL, and ORR data showed a
favourable trend with pembrolizumab, although CR rates and the % of patients who were able to received
subsequent transplant were not improved compared to BV. Preliminary survival data from pivotal trial KN-
204 and PFS2 data, although immature, were supportive of the efficacy of pembrolizumab in this advanced
setting. Further data will be provided with the submission of the final CSR as a PAES (already included in
the Annex II).

With respect to safety, the incidence of most AEs did not differ significantly across treatment arms, with
the exception of hypothyroidism and urinary tract infection that were more common in the pembrolizumab
arm, and nausea and peripheral neuropathy that were more frequent with BV. The safety profile observed
in pivotal study KN-204 was generally consistent with the overall cHL Safety Dataset and the RSD. No new
safety concerns were identified.

The available efficacy data from paediatric study KN-051 are limited, as expected due to the rarity of cHL
in children. On the other hand, the high unmet medical need in paediatric patients for whom
chemotherapy is no longer an option is recognised and, despite the limited available data, the proposed
extrapolation of treatment effect from adults to paediatric patients with cHL in advanced settings of
relapse can be considered acceptable on the basis of similar prognostic and clinical characteristics of the
disease, pharmacological drug effect and exposure-response relationship across all age classes.

3.7.2. Balance of benefits and risks

The available efficacy data from study KN-204 support the superiority of pembrolizumab vs. BV in subjects
who have failed salvage chemotherapy +/- ASCT, with an acceptable safety profile.

Clinical data in paediatric patients are limited, yet the anti-tumour activity of pembrolizumab is confirmed
and the overall safety profile did not differ significantly compared to what observed in adults. An
extrapolation of treatment effect from adults to paediatric patients with cHL in advanced settings of
relapse is considered acceptable.

3.7.3. Additional considerations on the benefit-risk balance

The limited available data in 2" line transplant-ineligible patients were not adequate to establish a positive
B/R in this subgroup. Overall, the available data convincingly demonstrated the superiority of
pembrolizumab vs. BV in subjects who have failed salvage chemotherapy and/or ASCT (i.e. subjects with
>2 prior therapies).
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3.8. Conclusions

The overall B/R of Keytruda as monotherapy for the treatment of adult and paediatric patients aged 3 years
and older with relapsed or refractory classical Hodgkin lymphoma who have failed autologous stem cell
transplant (ASCT) or following at least two prior therapies when ASCT is not a treatment option is positive.

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 the currently approved therapeutic indication for the treatment of relapsed or refractory
classical Hodgkin lymphoma (rrcHL) in adults to an earlier line of therapy and to include paediatric
patients - as follows:

KEYTRUDA as monotherapy is indicated for the treatment of adult and paediatric patients aged 3 years
and older with relapsed or refractory classical Hodgkin lymphoma who have failed autologous stem cell
transplant (ASCT) or following at least two prior therapies when ASCT is not a treatment option.

As a consequence, sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated. The Package Leaflet is
updated in accordance. The Annex II was revised to reflect extended deadline for the submission of the
PAES KN-204. Revised RMP Version 30 of the RMP has also been submitted.

The variation leads to amendments to the Summary of Product Characteristics, Annex 1I, 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 Annexes I, II and IIIB and to the Risk
Management Plan are recommended.

Paediatric data

Furthermore, the CHMP reviewed the available paediatric data of studies subject to the agreed Paediatric
Investigation Plan P/0008/2018 and the results of these studies are reflected in the Summary of Product
Characteristics (SmPC) and, as appropriate, the Package Leaflet.

Similarity with authorised orphan medicinal products

The CHMP is of the opinion that Keytruda is not similar to Adcetris within the meaning of Article 3 of
Commission Regulation (EC) No. 847/200.
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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-3820-11-0090.
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