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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, Eisai GmbH submitted to the
European Medicines Agency on 10 March 2021 an application for a variation.

The following variation was requested:

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

of a new therapeutic indication or modification of an
approved one

Extension of indication to include lenvatinib in combination with pembrolizumab for the treatment of
adult patients with advanced endometrial carcinoma (EC) who have disease progression following prior
systemic therapy in any setting and are not candidates for curative surgery or radiation; as a
consequence, sections 4.1, 4.2, 4.8, and 5.1 of the SmPC are updated. The Package Leaflet is updated
in accordance. Version 14.0 of the RMP has also been submitted. In addition, the MAH took the
opportunity to make minor editorial changes to the SmPC and update the list of local representatives in
the Package Leaflet in line with the latest QRD template version 10.2.

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/0210/2020 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0210/2020 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 MAH did not submit a critical report addressing the possible similarity with authorised
orphan medicinal products because there is no authorised orphan medicinal product for a condition
related to the proposed indication.

MAH request for additional market protection

The MAH requested consideration of its application in accordance with Article 14(11) of Regulation (EC)
726/2004 - one year of market protection for a new indication.
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Scientific advice

The MAH received Scientific Advice from the CHMP on 9 November 2017
(EMEA/H/SA/1375/6/2017/11). The Scientific Advice pertained to clinical aspects of the dossier.

1.2. Steps taken for the assessment of the product

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

Rapporteur: Karin Janssen van Doorn Co-Rapporteur: N/A

Submission date 10 March 2021
Start of procedure: 27 March 2021
CHMP Rapporteur Assessment Report 26 May 2021
PRAC Rapporteur Assessment Report 27 May 2021
PRAC Outcome 10 June 2021
CHMP members comments 14 June 2021
Updated CHMP Rapporteur(s) (Joint) Assessment Report 18 June 2021
Request for supplementary information (RSI) 24 June 2021

CHMP Rapporteur Assessment Report
CHMP members comments
Updated CHMP Rapporteur Assessment Report

2nd Request for supplementary information (RSI)

CHMP Rapporteur Assessment Report
CHMP members comments
Updated CHMP Rapporteur Assessment Report

Opinion

2. Scientific discussion

2.1. Introduction

2.1.1. Problem statement

Disease or condition

24 August 2021

6 September 2021
10 September 2021
16 September 2021

29 September 2021
4 October 2021

8 October 2021

14 October 2021

Carcinoma of the uterine corpus, often called endometrial cancer is the sixth most common cancer
among women worldwide. In 2021, an estimated 66,570 new cases are expected to be diagnosed and
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approximately 12,940 women are expected to die of uterine cancer in the US, including EC and uterine
sarcoma. In Europe, the estimated number of new cases and deaths from EC in 2018 were 121,600
and 26,000, respectively.

The MAH applied for an extension of indication for lenvatinib in combination with pembrolizumab in
second line endometrial carcinoma patients:

“"LENVIMA in combination with pembrolizumab is indicated for the treatment of adult patients with
advanced endometrial carcinoma (EC) who have disease progression following prior systemic therapy
in any setting and are not candidates for curative surgery or radiation (see section 5.1)."

Finally approved indication:

“LENVIMA in combination with pembrolizumab is indicated for the treatment of adult patients with
advanced or recurrent endometrial carcinoma (EC) who have disease progression on or following prior
treatment with a platinum-containing therapy in any setting and are not candidates for curative
surgery or radiation.’

Epidemiology and risk factors, screening tools/prevention

Adenocarcinoma of the endometrium (lining of the uterus) is the most common histologic type of
uterine cancer. Endometrial adenocarcinomas are often classified into 2 histologic categories — Type 1
or Type 2. Type 1 tumors are more common and less aggressive, accounting for 70% to 80% of new
cases, with endometrioid histology being the most common. In contrast, Type 2 tumors typically have
a poorer prognosis and are not clearly associated with estrogen stimulation. These tumors consist of
higher-grade adenocarcinomas and often have nonendometrioid histologies (eg, clear cell and serous
cell types). In the recurrent setting, high-grade, aggressive tumors like serous and clear cell become
more prevalent.

Biologic features

A recent finding has been the identification of tumors with shortening or lengthening of small repetitive
elements in DNA, a condition called microsatellite instability. Microsatellite instability is a result of the
inability of DNA mismatch repair enzymes to repair random mutations leading to tumorigenesis. The
majority of patients (approximately 85%) with previously treated EC will have tumors that are not
MSI-H or dMMR.

Clinical presentation, diagnosis and stage/prognosis

The prognosis for EC is significantly influenced by disease stage. At diagnosis, 67% have localized
disease, while 21% have regional disease, and approximately 9% have distant metastases Patients
with localized disease have a 5-year survival rate of 95%, whereas those with regional and distant
metastatic disease have 5-year survival rates of 69% and 16.8%, respectively. Despite the favorable
outcomes associated with early detection, approximately 20% of EC cases recur with poor prognosis.
The population of patients with recurrent EC represents a heterogeneous mix of different histological
subtypes and grades, stages at initial diagnosis, prior therapy, duration of recurrence-free intervals,
and site(s) of recurrence (distant or local). In general, the prognosis is dismal for women diagnosed
with advanced or recurrent disease, with a median survival of only 12 months.
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Management

Treatment of EC may vary depending on the grade, histology, stage of the disease, and MSI/MMR
status. Currently, the mainstay of first-line treatment of EC is surgery with hysterectomy and bilateral
salpingo-oophorectomy, with or without radiotherapy and/or chemotherapy. Per NCCN guidelines,
platinum-based chemotherapy is the standard first-line systemic therapy for patients with metastatic,
recurrent, or high-risk disease. Some subgroups of patients based on molecular profiling may benefit
less from chemotherapy, as suggested by a retrospective analysis on the PORTEC-3 study including
dMMR tumors that demonstrated worse outcomes compared with pMMR tumors (POLE-mutated and
NSMP).

The ESGO/ESTRO/ESP guidelines for the management of patients with advanced EC includes the
following guidance for the systemic treatment of EC:

. The standard first-line chemotherapy is carboplatin with paclitaxel.

. There is no standard of care for second-line chemotherapy. Doxorubicin and paclitaxel are
considered the most active therapies. In patients with a long platinum-free interval, reintroduction of
platinum can be considered.

. Anti-PD-1-based immune therapy with pembrolizumab could be considered for second line
therapy of MSI-high/dMMR carcinomas.

. The combination of pembrolizumab and the multi-tyrosine-kinase inhibitor lenvatinib could be
considered for second-line treatment of microsatellite-stable carcinomas. However, its use may be
limited due to regulatory approvals or reimbursement in different countries. Clinical study participation
should be offered to all patients with disease relapse.

Before the combination of lenvatinib plus pembrolizumab received accelerated or equivalent approval
in 2019 in the US, Australia, and Canada for treatment of advanced EC that is not MSI-H or dMMR,
there was no approved therapy or generally accepted standard treatment approach for second-line EC.
Pembrolizumab as monotherapy is approved in several countries since 2017 for a select subset of
patients with MSI-H or dMMR solid tumors including those with EC. Dostarlimab as monotherapy
received a positive CHMP opinion on 25 February 2021 for the treatment of adult patients with
recurrent or advanced mismatch repair deficient (dMMR)/microsatellite instability-high (MSI-H)
endometrial cancer (EC) that has progressed on or following prior treatment with a platinum containing
regimen.

Cytotoxic chemotherapy is the de facto second-line treatment for advanced EC despite being
associated with low response rates (<15%), short PFS (4 months), and substantial toxicity resulting in
poor overall survival and quality of life. While pembrolizumab monotherapy received accelerated
approval or equivalent in some countries for MSI H/dMMR solid tumors including EC, this was based on
the results of KEYNOTE 158, a Phase 2, single-arm study; therefore, improvement in OS compared
with other therapies used in these patients, including chemotherapy has not been evaluated.

Updated results of KEYNOTE-158 (data cut-off date 05 October 2020) in participants with advanced EC
with dMMR tumors demonstrated that the ORR was 48.1%, the CR rate was 13.9%, and the median
PFS seen with pembrolizumab monotherapy was 13.1 months, however, approximately 30% of
participants experienced a PFS event at 3 months, illustrating the aggressive nature of previously
treated EC.
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2.1.2. About the product

Lenvatinib is a TKI active against both VEGFR, VEGFR1 (FLT1), VEGFR2 (KDR), and VEGFR3 (FLT4)
and FGFR, FGFR1, 2, 3, and 4. Lenvatinib also inhibits other RTKs that have been implicated in
pathogenic angiogenesis, tumor growth, and cancer progression in addition to their normal cellular
functions, including the PDGFRa, KIT, and RET.

Lenvatinib has been approved in the EU for the treatment of patients with progressive, radioiodine-
refractory differentiated thyroid cancer (RR-DTC) and hepatocellular carcinoma (HCC) under the
tradename Lenvima and under the tradename Kisplyx for advanced and/or metastatic renal cell
carcinoma (RCC; 2nd line).

Pembrolizumab has been approved in the EU as monotherapy for the treatment of patients with
melanoma (stage III, advanced or metastatic), non-small cell lung carcinoma, relapsed or refractory
classical Hodgkin lymphoma, locally advanced or metastatic urothelial carcinoma, recurrent or metastatic
head and neck squamous cell carcinoma and metastatic microsatellite-instability-high (MSI-H) or
mismatch repair deficient (dMMR) colorectal cancer (see EPAR Keytruda).

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

The MAH received Scientific advice from the CHMP on 9 November 2017 (EMEA/H/SA/1375/6/2017/11).
This Scientific advice pertained to clinical development aspects of the dossier.

- The CHMP suggested to include ECOG PS2 patients, as inclusion of only patients with ECOG PS 0 or 1
would preclude a significant number of real-world endometrial cancer patients being treated in second-
line setting. This was however not followed. As discussed below, the inclusion/exclusion criteria of
KEYNOTE-775 study reflect only the fitter subpopulation with diagnosis of advanced endometrial
carcinoma.

- PFS did not seem acceptable as a primary endpoint. Given the dismal prognosis of this condition and
considering that no further efficient options would confound OS, there are no reasons to justify using
PFS for a decision if an effect on OS is not established. In this study, PFS and OS are dual primary.
Within this submission, both PFS and OS reached statistical significance at IA1.

- With regard to contribution of each component, the provided information at that time seem to support
the hypothesis of synergism; the proposed study and with an outcome of positive risk-benefit would in
principle support a MAA, provided the guidance for one pivotal trial applications is respected.

2.1.4. General comments on compliance with GLP

The additional pharmacodynamics studies were not performed in compliance with GLP, which is
considered acceptable in line with the ICH guidelines.
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2.2. Non-clinical aspects

2.2.1. Introduction

To support this submission for lenvatinib in combination with pembrolizumab, four in vivo primary

pharmacodynamics studies conducted with lenvatinib, rat anti-murine programmed cell death 1 (PD-1)

monoclonal antibody (mAb), clone RMP1-14, as a surrogate antibody for pembrolizumab, and the

combination of lenvatinib with anti-PD-1 mAb were submitted. The following in vivo primary
pharmacodynamic studies were submitted:

e Antitumor activity in combination with anti-PD-1 mAb in the RAG murine RCC, LL/2 murine Lewis
lung carcinoma, Hepal-6 murine HCC, and CT26 murine colon carcinoma isograft models

¢ Effects of lenvatinib in combination with anti-murine PD-1 mAb on the populations of tumour-
associated macrophages and cytotoxic T cells in the tumour microenvironment in a murine tumour
isograft model

¢ Effects of CD8+ T-cell depleting anti-murine CD8a mAb on the antitumor activity of lenvatinib in

murine tumour isograft models

e Effects of interferon-y (IFN-y) neutralizing anti-murine IFN-y mAb on the antitumor activity of
lenvatinib and lenvatinib in combination with anti-murine PD-1 mAb in a murine tumour isograft

model.

2.2.2. Pharmacology

Primary pharmacodynamic studies

1) Antitumor Activity of Lenvatinib in Combination with Anti-Murine PD-1 mAb in the RAG
Murine Renal Cell Carcinoma Isograft Model

Table 1: Antitumor Activity of Lenvatinib in Combination with Anti-Murine PD-1 mAb in the
RAG Murine Renal Cell Carcinoma Isograft Model

body weight of mice were
measured once or twice per
week until Day 90.

week totaling
8 times

of the combination was
significantly greater than that of
each monotherapy. Severe
BWL was not noted in any
treated groups on Days 1 - 28.

Median survival times of
control, lenvatinib, anti-PD-1
mADb, and the combination
groups were 25, 47, 27, and
67.5 days, respectively.

Number/ Dose or Study/

Type of Study Methods Species/ Strain Gender Route Concentration Observations Report No.
Antitumor Isografts were generated by | Mouse 20 female | lenvatinib: lenvatinib: Len\'a_tuuh ““"_l"“"""lmb m MI18018
activity in SC inoculation of the murine | BALB/c group | PO, QD~*28 10 mg'kg combination “'_111' f"_lfl'PD' 1_
murine cancer | cancer cells into AnNCrICrlj llL’:b SIIIUWCd :lglllilk‘ailt TGI
isograft model 111u1?1|110c0111pgtieul tnice anti-PD-1 anti-PD-1 ffllf PIC‘. ;ﬂlgef blll_\ 1\ ﬁ. 3

Dosing was imtiated after Mouse mAb: mAb: compare to control group. an

7 days. The TV and the RAG (RCC) TP, twice per 10 me/ke the TGI and prolonged survival
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Figure 1. Antitumor Activity of lenvatinib in combination with Anti-PD-1 mAb Against the RAG Murine
RCC Isografts

10000 5
Control:

Vehicle + Control IgG (10 mg/kg, 1P, BIW)
Lenvatinib:

Lenvatinib (10 mg/kg, PO, QD)

+ Control IgG (10 mg/kg, IP, BIW)

Anti-PD-1 mAb:

Anti-PD-1 mAb (10 mg/kg, IP, BIW) + Vehicle

GCombination:
1004 I e [ PO B Lenvatinib (10 mg/kg, PO, QD)

W + Anti-PD-1 mADb (10 mg/kg, IP, BIW)
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Gesat

<L il)
2 P
(<2210 e

LI

Tumor Volume (mm?®)

10 T T T T 1
0 5 10 15 20 25 Day

A A A A A A a2

Each point represents the mean =SD of 20 animals. Horizontal arrow signifies the dosing
period for lenvatinib. The A signifies the dosing day of anti-PD-1 mAb or control IgG. BIW
= twice per week, IgG = immunoglobulin G, mAb = monoclonal antibody, QD = once daily,
RCC =renal cell carcinoma. **P<0.01, ****P<0.0001 versus control group (repeated
measures ANOVA followed by Dunnett type multiple comparison test after logarithmic
transformation). #P<0.05, <(0.01, ###P<0.0001 versus combination group (repeated
measures ANOVA followed by Dunnett type multiple comparison test after logarithmic
transformation). Source: Study No. M18018.

Figure 2. Survival of Mice Following Treatment with lenvatinib in Combination with Anti-PD-1 mAb in
the RAG Murine RCC Isograft Model

Control:
Vehicle + Control 1gG (10 mg/kg, IP, BIW totaling 8 times)
—i— Lenvatinib: *k
Lenvatinib (10 mg/kg, PO, QDx28)
1004 + Control IgG (10 mg/kg, IP, BIW totaling 8 times)
== Anti-PD-1 mAb: n.s.
Anti-PD-1 mAb (10 mg/kg, IP, BIW
totaling 8 times) + Vehicle " #h8
sk
== Combination: o

Lenvatinib (10 mg/kg, PO, QDx28)

50 + Anti-PD-1 mAb (10 mg/kg, IP, BIW totaling 8 times)

Percent Survival

0 r T T T 1
0 20 40 60 80 100

Survival Days

Each line represents the percent survival of 20 animals per group through Day 90. The
horizontal bar signifies the dosing period of lenvatinib and anti-PD-1 mAb. A total of 66 mice
were euthanized on Days 22 — 90 because their TV was >2000 mm®. In the control group, 3/20
mice were found dead on Days 24 —25. In the combination group, 2/20 mice were found dead
on Days 41 and 54, and 1/20 mice was euthanized on Day 78 due to hemorrhage-related tumor
rupture. BIW = twice per week, IgG = immunoglobulin G, mAb = monoclonal antibody, n.s. =
not significant, QD =28 = once daily for 28 days, RCC = renal cell carcinoma, TV = tumor
volume. **¥P<0.001 versus control (log-rank test with Bonferroni’s correction). n.s. versus
control (log-rank test with Bonferroni’s correction). #P<0.0001 versus combination (log-
rank test). Source: Study No. M18018

Comparable results were obtained when evaluating the antitumour activity of lenvatinib in combination
with anti-Murine PD-1 mAb in the LL/2 (LLC1) Murine Lewis Lung Carcinoma Isograft Model and
in an the Hepal-6 Murine HCC Isograft Model (data not shown).

2) Antitumor and Immunomodulatory Activity of Lenvatinib in the CT26 Murine Colon
Carcinoma Isograft Model
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Table 2: Antitumor and Immunomodulatory Activity of Lenvatinib in the CT26 Murine Colon
Carcinoma Isograft Model

and 15. Dosing was initiated
on Day 2. The TV was
measured 2 or 3 times per
week.

4 times

control IgG
(rat IgG1) or
anti-IFN-y
mAb:

IP, Days 1, 5.
8,12, and 15

control IgG
(rat IgG1) or
anti-IFN-y
mAD:

300 pg/animal

decreased in mice injected with
anti-IFN-y mAb. The TGI of
anti-PD-1 mAb monotherapy
was not affected. These results
suggested that the IFN-y
signaling contributed to the
antitumor activity of lenvatinib
and the combination of
lenvatinib and anti-PD-1 mAb.

Antitumor and | (Exp. 1-1) Isografts were Mouse/ 6 female / | lenvatinib lenvatinib: (Exp. 1'_1> Lenvatinib }110“’3“ Kato. et
immuno- generated by SC inoculation | BALB/c group PO, QD>11 10 mg/kg TGl against the isografts in al., 2019
modulatory of the murine cancer cells AnNCrlCrlj, (Exp.1-1) lumnulccom‘pelem mice with W-
activity in into immunocompetent or mean T/ C of 38% on Da}’ 12. 20190067
murine cancer athymic mice. Dosing was CAnN.Cg- Sor9 control IeG control IgG Tht‘: TGI m athymic mice (mean
isograft model | initiated when the respective | FoxnI™/ female / | (rat [eG2b) or | (rat IgG2b) or T/C=80% on Day 12) was
mean TV was 80 or 77 mm’ | CrlCrlj aroup anti-murine anti-murine significantly lower than that in
(Day 1). The TV was EEXP- 1-2) | CD8a mAb: CD8o mAb: the immunocompetent mice.
measured on Day 12. Mouse/ CT26 twice per week | 200 pig/animal (Exp. 1—.2) Lenvatinib showed
(colon totaling (Exp.1-2) TGI against the isografts in
3 carcinoma) 4 times immunocompetent mice
(Exp. 1-2). iniected with trol TeG with
Isografts were generated by (Exp.1-2) myected with control 1G with
= A : an T/C of 45% on Day 12.
SC inoculation of the murine fll_lle'"_ll_ GI ienifi ly )
cancer cells into e LS Was signu teantly
immunocompetent mice. le_duced in the mice HIJE.CIed
. : with anti-CD8o mADb with
Six days after the cancer cell — ¢, )
. § L mean T/C = 76% on Day 12.
inoculation, control IgG or
anti-CD8o mAb was injected
twice per week. Aftera
further 2 days, dosing with
lenvatinib was initiated
(Day 1). The TV was
measured on Day 12.
(Exp. 2-1) Isografts were Mouse/ 8 female / | lenvatinib: lenvatinib: (Exp. 2-1) Lenvatinib and anti-
generated by SC moculation | BALB/c group PO, 10 mg/kg PD-1 mAb monotherapies
of the murine cancer cells AnNCrlCrlj. (Exp.2-1) QD=25 for showed significant TGI
info immunocompetent mice. monotherapy. | apti-PD-1 compared with the vehicle
Dosing was initiated when Mouse/ CT26 . QD28 for mAb: control. The TGI of the
mean TV was 33 mm? (colon 6 ;emale /| combination 200 pg/animal | combination of lenvatinib and
(Day 1). The TV and the carcinoma) group therapy anti-PD-1 mADb was greater
body weight of mice were (Exp.2-2) | (Exp.2-1) than that of each monotherapy
measured twice per week. PO, QD=7 on Day 19. Severe BWL was
(Body weight data are (Exp. 2-2) not noted in any treated group.
l&!fggfg&gg‘;lds No. (Exp. 2-2) The population of
anti-PD-1 TAM was significantly
mAb: decreased, and the populations
(Exp. 2-2) Isografts were IP. Q3D=7 for of IFN-y*CD8" T cell and
generated by SC inoculation monotherapy, GzmB*CD8" T cell were
of the murine cancer cells Q3D~10 for significantly increased in the
into immunocompetent mice. combination- tumors of both lenvatinib
Dosing was initiated on therapy monotherapy and the
Day 1, and tumors were (Exp.2-1) combination therapy compared
resected on Day 8. Immune IP. Q3Dx2 with those of vehicle-control.
cell populations were (Exp2-2) The GzmB"CD§" T cell
analyzed by flow cytometer. p- population expressing a
TAM, IFN-y"CD8" T cells, cytotoxic enzyme, GzmB, was
and GZmB*’CDS* T cells significantly increased
were identified as following treatment with the
CD45°CD11b"Ly6G Ly6C™ combination compared with
F4/80°, CD45°CD3°CD8" that of lenvatinib monotherapy.
IFN-y", and
CD45°CD3*CD8"GzmB",
respectively.
(Exp. 3) Isografts were Mouse/ 7 female / | lenvatinib: lenvatinib: (Exp. 3) Lenvatinib, anti-PD-1
generated by SC inoculation | BALB/c group PO. QD=14 10 mg/kg mAD, and their combination
of the murine cancer cells to | AnNCrlCrlj, showed TGI in the isograft
immunocompetent mice. anti-PD-1 anti-PD-1 models injected with control
After 8 days (Day 1), control | \jouse/ CT26 mAb: mAb: IgG. The TGI of lenvatinib
IgG or anti-IFN-y mAb was | (colon TP, twice per | 200 pg/animal monotherapy and the
injected on Days 1. 5, 8. 12, | carcinoma) week fotaling combination was significantly

Doses described

anti-CD8a mAb = rat anti-murine CD8¢ mAb, anti-IFN-y mAb = rat anti-murine IFN-y mAb, anti-PD-1 mAb = rat anti-murine PD-1 mAb, BWL = body weight

or lenvatinib are expressed as those of the salt form.

loss, Exp. = experiment, HCC = hepatocellular carcinoma, IFN-y = mterferon-y, IgG = immunoglobulin G, IP = mfraperitoneal, mAb = monoclonal antibody,
PD-1 = programmed cell death 1, QD=X = once daily for X days, QnD>m = once every n days totaling m times, RCC = renal cell carcinoma, TAM = tumor
associated macrophage, T/C = treatment/control, TGI = tumor growth inhibition, TV = tumor volume.
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Figure 3. Antitumor and Immunomodulatory Activity of Lenvatinib Against the CT26 Murine Colon
Carcinoma Isografts in Immunocompetent Mice

A B immunocompetent mice B B Control IgG
[0 athymic mice 0 Anti-CD8a mAb
Rk *
Lo — —
100 D 100 o
O L Duu
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o - o O ® ]
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- 60 - © —_—
e o
[} L]
20 0
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A: Antitumor activity of lenvatinib (10 mg/kg PO, QD= 11) against the isografts in
immunocompetent and athymic mice.

B: Effect of prior and concomitant injection with CD8" T cell-depleting antibody on
antitumor activity of lenvatinib (10 mg/kg PO, QD= 11) against isografts in
Immunocompetent mice.

Each symbol shows individual T/C (%), and each line shows the mean of 6 animals (A), or
8 animals (control IgG) or 9 animals (anti-CD8a mAb) (B). IgG = immunoglobulin G,
mAb = monoclonal antibody, QDx11 = once daily for 11 days, T/C = treatment/control.
*P<0.05, ¥*P<0.001 (unpaired  test). Source: Kato, etal., 2019.

Figure 4. Antitumor and Immunomodulatory Activity of Lenvatinib in Combination With Anti-PD-1 mAb
Against the CT26 Murine Colon Carcinoma Isografts
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A: Tumor growth curves. Each point represents the mean +SEM of 8 animals. The
horizontal bar signifies the dosing period for lenvatinib. The A signifies the day of dosmg of
the ant1-PD-1 mAb. mAb = monoclonal antibody, QD = once daily, Q3D = once every

3 days. *##%P<0.0001versus vehicle control on Day 19 (repeated measures ANOVA
followed by Dunnett type multiple comparison test), ###£P<0.0001 versus the combination
on Day 19 (repeated measures ANOVA followed by Dunnett type multiple comparison test).
B: Box-and-whisker plot of changes in the populations for TAM, IFN-y"CD8&" T cells, and
GzmB*CDS8™ T cells in tumor on Day 8. Lenvatinib (10 mg/kg) was administered orally once
daily for 7 days, and anti-PD-1 mAb was admmistered intraperitoneally once every 3 days
totaling 2 times. The center-line is the median value of 6 animals, the edges of the boxes are
the 25th and 75th percentiles, and the extremes are the range of the data. GzmB = granzyme
B. IFN-y = mterferon-y, mAb = monoclonal antibody, TAM = tumor-associated macrophage.
*P<0.05, ¥*P<0.01, ***P<0.001 versus vehicle control (unpaired f test), #P<0.05 versus the
combination (unpaired 7 test). Source: Kato, et al., 2019.

Figure 5. Effects of Prior and Concomitant Injection of IFN-y Neutralizing Antibody on the Antitumor
Activity of Lenvatinib in Combination with Anti-PD-1 mAb Against the CT26 Murine Colon Carcinoma

Isografts
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period for lenvatinib. The A signifies the day of dosing of anti-PD-1 mAb. BIW = twice per
week, IFN-v = interferon-y, IgG = immunoglobulin G, mAb = monoclonal antibody, QD= 14
= once daily for 14 days. **P<0.01, *#**P<(.0001 versus control IgG (repeated measures
ANOVA followed by Dunnett type multiple comparison test). Source: Kato, et al., 2019.
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2.2.3. Ecotoxicity/environmental risk assessment

Based on previous environmental risk assessments (ERA), lenvatinib has not been identified as a PBT
(persistent, bioaccumulative and toxic) or a vPvB substance (very persistent and bioaccumulative) and
there are no environmental concerns expected for lenvatinib.

An additional ERA was performed to evaluate the potential environmental risk (PECsurracewater) from the
use of lenvatinib for the additional indication of second line EC, as well as for different combinations of
indications. The individual PECsurracewater Value of lenvatinib for second line EC is below the action limit
of 0.01 ug/L. Based on worst-case assumptions for patient populations eligible for treatment, the total
of the lenvatinib PECsyrracewater values for all the indications (RR-DTC, HCC, 1L or 2L RCC & 2L EC) just
exceeds the action limit of 0.01 pg/L. However, refining the calculation for the patient population eligible
for 2nd line treatment for EC resulted in PECsurracewaTer Values below the action limit for all combinations.
In conclusion, lenvatinib is unlikely to represent a risk for the environment when used in accordance
with the Summary of Product Characteristics.

2.2.4. Discussion on non-clinical aspects

Lenvatinib is an oral multiple RTK inhibitor that selectively inhibits the kinase activities of VEGF receptors
VEGFR1 (FLT1), VEGFR2 (KDR), and VEGFR3 (FLT4), in addition to other proangiogenic and oncogenic
pathway-related RTKs including FGF receptors FGFR1, 2, 3, and 4; the PDGF receptor PDGFRa; KIT; and
RET. In vivo human tumour xenograft studies in athymic mice have shown that lenvatinib exerts
antitumor activity against various tumour types including RCC, thyroid cancer, HCC, non-small cell lung
cancer, melanoma, colorectal cancer, gastric cancer, and ovarian cancer, mainly through its potent
inhibition of tumour angiogenesis driven by VEGFR and FGFR signalling.
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The new non-clinical studies conducted with lenvatinib investigated the antitumor activity of lenvatinib
and the combination of lenvatinib with an anti-PD-1 mAb (used as a surrogate antibody for
pembrolizumab), in murine tumour isograft models of RCC, HCC, colon carcinoma and lung carcinoma.
No non-clinical studies were performed in murine model of endometrial cancer, but this is considered
acceptable in line with ICH S9. In addition, the immunomodulatory activity of lenvatinib in murine tumour
isograft models using immunocompetent mice and athymic mice was investigated to determine the
effects of lenvatinib on the host immune systems in the tumour microenvironment.

Lenvatinib (10 mg/kg) in combination with anti-PD-1 mAb (10 mg/kg, 200 pg/animal, or 500 pg/animal)
showed significant tumour growth inhibition compared to the control group against the isografts of RAG
murine RCC, LL/2 murine Lewis lung carcinoma, Hepal-6 murine HCC, and CT26 murine colon carcinoma
in immunocompetent mice. Lenvatinib monotherapy and lenvatinib in combination with anti-PD-1 mAb
showed inhibition of tumour growth, however, the antitumor activity of the combination of lenvatinib
and anti-PD-1 mAb was only slightly greater than that of lenvatinib monotherapy in every model
investigated. Severe body weight loss (i.e., >20% compared to the initial day of dosing) was not noted
for any treatment groups in these models.

Lenvatinib showed greater antitumor activity in immunocompetent mice than in athymic mice in the
Hepal-6 and CT26 isograft models, and antitumor activity in immunocompetent mice was significantly
decreased by CD8* T-cell depletion with the prior and concomitant injection of an anti-CD8a mAb in both
models. Flow cytometric analysis revealed that the population of tumour-associated macrophages in the
tumour microenvironment was significantly decreased and populations of IFN-y*CD8* T cells and
granzyme B*CD8* T cells (both considered activated cytotoxic T cells) were significantly increased in the
groups treated with lenvatinib and lenvatinib plus anti- PD-1 mAb. However, these experiments could
not convincingly demonstrate an additive effect of anti-PD-1 treatment to the lenvatinib monotherapy.

In addition, the antitumor activity of lenvatinib as well as lenvatinib plus anti-PD-1 mAb was significantly
reduced by the prior and concomitant injection of an IFN-y neutralizing anti-murine IFN-y mAb, but the
antitumor activity of anti-PD-1 mAb monotherapy was not changed by anti-IFN-y mAb in this model.

These results suggested that in addition to its anti-angiogenesis activity, the immunomodulatory activity
of lenvatinib involving the decrease of immunosuppressive tumour-associated macrophages, increase of
activated cytotoxic T cells, and an activation of IFN-y signalling contributes to its antitumor activity in
immunocompetent mice.

No new PK or toxicology studies were conducted with lenvatinib or pembrolizumab to support this
application, which is considered acceptable based on the available clinical data on lenvatinib and
pembrolizumab.

No formal drug-drug interaction studies have been conducted with lenvatinib and pembrolizumab.
However, since pembrolizumab is enzymatically catabolized to individual amino acids while lenvatinib is
cleared via aldehyde oxidase and cytochrome P450 mediated metabolism, as well as spontaneous
hydrolysis, no metabolic drug interactions are expected.

Because pembrolizumab was well tolerated in chronic toxicity studies, the potential of a toxicologic
interaction with lenvatinib is considered low.

The toxicities observed with the two agents were consistent with their respective mechanisms of action,
and the combination of lenvatinib plus an anti-PD-1 mAb (surrogate for pembrolizumab) was well
tolerated when studied in mouse isograft models. No significant mortality or body weight loss was
observed in these studies.

In the chronic toxicity studies in rats and cynomolgus monkeys with lenvatinib, target organ toxicity was
primarily observed in the kidneys, gastro-intestinal tract, artery/arteriole in various organs, bone, and
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male and female reproductive organs (testis and ovary) in both species, and in the incisor and adrenals
in rats. All these findings were expected, as similar findings have already been reported in animals
treated with receptor tyrosine kinase inhibitors and are considered related to the pharmacologic
(antiangiogenic) effects of lenvatinib. These findings were reversible and most were not evident at the
end of a recovery period of 4 weeks. The no observed adverse effect levels (NOAELs) for the 26- and
39-week toxicity studies in rats and cynomolgus monkeys, respectively, were the lowest doses tested in
those studies (0.4 and 0.1 mg/kg, respectively). The exposure margins at the NOAELs based on systemic
exposure (area under the concentration-time curve from time zero to 24 hours; AUC(o-24)) compared to
exposures at the maximum recommended human dose (24 mg) were 0.7- to 0.8-fold in rats and 0.1-
fold in monkeys.

Overall, the clinical adverse effect profiles of both agents have been well characterized in the various
clinical trials conducted with each agent. In addition, the efficacy, safety and tolerability of lenvatinib in
combination with pembrolizumab is being evaluated in completed/ongoing clinical studies (KEYNOTE-
146 and KEYNOTE-523 Phase 1b studies in subjects with solid tumours including EC, KEYNOTE-581
Phase 3 in advanced RCC, KEYNOTE-775 Phase 3 study in subjects with EC). Additional data for the
ERA regarding the prevalence of the disease population targeted by the second line EC, as well as for
different combinations of indications were provided. Based on the updated data submitted in this
application, the new indication does not lead to a significant increase in environmental exposure
further to the use of lenvatinib. Considering the above data, lenvatinib is not expected to pose a risk to
the environment.

2.2.5. Conclusion on the non-clinical aspects

The available pharmacodynamic studies in mice tumour isograft models (RCC, HCC, colon carcinoma and
lung carcinoma) showed that the antitumor activity of the combination therapy of lenvatinib and the
anti-PD-1 mAb (pembrolizumab) was greater than either monotherapy, however the difference to
lenvatinib monotherapy was not striking.

Nevertheless, the previously established antiangiogenic activity of lenvatinib resulting from the inhibition
of VEGFR and FGFR signalling and its immunomodulatory activity with a different mode of action from a
PD-1 immune checkpoint inhibitor (decrease of TAMs, increase of activated cytotoxic T cells and
activation of IFN-y signalling) could lead to an additive effect of both components. No non-clinical studies
were performed in murine model of endometrial cancer, but this is considered acceptable in line with
ICH S9 and taking into account the ongoing/completed clinical trials of lenvatinib in combination with
pembrolizumab in subjects with EC.

The updated data submitted with this application does not lead to a significant increase in
environmental exposure further to the use of lenvatinib. Considering the above data from the
environmental risk assessment, lenvatinib is not expected to pose a risk to the environment.

2.3. Clinical aspects

2.3.1. Introduction

GCP

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

. Tabular overview of clinical studies
Primary
Study Design Participant Population Endpoint(s) Status
Study E7080- A Multicenter, Open- 124 participants with endometrial Phase 1b: Ongoing
A001- Label Phase 1b/2 Trial carcinoma were enrolled. The Determination of
111/KEYNOTE- of Lenvatinib (E7080) endometrial carcinoma cohort has | the MTD for
146 Plus Pembrolizumab in completed enrollment. lenvatinib plus
Supjects with Selected Participants must have had pembrolizumab
Solid Tumors histologically and/or cytologically 200 mg .IV Q3w
confirmed metastatic selected pembrolizumab.
solid tumors that had progressed Phase 2-
after treatment (if previously Expansion:
treated). Phase 1b: no limit to ORR(Weekaz4)
number of prior treatments;
Phase 2 expansion: 0 to 2 prior
treatments.
Study E7080- A Multicenter, Open- 827 participants were randomized PFS Fully
GO000- label, Randomized, (697 pMMR and 130 dMMR os Enrolled
309/KEYNOTE- Phase 3 Trial to participants). Participants must Ongoing
775 Compare the Efficacy have had radiographic evidence of
and Safety of Lenvatinib | disease progression after 1 prior
in Combination with systemic, platinum-based
Pembrolizumab Versus chemotherapy regimen for
Treatment of Physician’s | endometrial carcinoma.
Choice in Participants Participants may have received up
With Advanced to 1 additional line of platinum-
Endometrial Cancer based chemotherapy if given in
the neoadjuvant or adjuvant
treatment setting.
Study E7080- A Phase 3 Randomized, Approximately 720 total PFS Enrolling
G000-313/MK- Open-Label, Study of participants will be enrolled oS Ongoing
7902-001 Pembrolizumab (MK- (approximately 612 pMMR and
3475) Plus Lenvatinib 108 dMMR participants).
Versus Chemotherapy
for First-line Treatment
of Advanced or
Recurrent Endometrial
Carcinoma
dMMR = defective mismatch repair; IV Q3W = intravenously every 3 weeks; MTD = Maximum Tolerated Dose;
ORR = objective response rate; OS = overall survival; PFS = progression-free survival; pMMR = mismatch repair
proficient.

2.3.2. Pharmacokinetics

Data from additional studies in support of the new indication were included. No new results were
presented related to the effect of intrinsic factors or related to drug-drug interactions, except an updated
population PK analysis (CPMS-E7080-015P-v1) based on pooled PK data from 22 studies, including Study
309/KEYNOTE-775. Additional clinical pharmacology information is available from previous submissions
made in support of the following indications:

o Differentiated thyroid cancer (DTC).

e Second line (2L) renal cell carcinoma (RCC) (following one prior anti-angiogenic therapy), in
combination with everolimus.

e First line (1L) RCC, in combination with pembrolizumab.

e First line hepatocellular carcinoma (monotherapy).
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e First line HCC, in combination with pembrolizumab.

Bioanalytical methods

Bioanalytical methods used for the determination of lenvatinib concentration in human plasma

The main biopharmaceutics information has been previously presented in the submissions for DTC,
second line RCC in combination with everolimus and HCC.

A sensitive, specific, and reproducible method was developed and validated for the determination of
lenvatinib (free base concentration) in human plasma (sodium heparinized) and was previously reported
in DTC, 2L RCC, HCC and 1L RCC indications. This method was transferred from one laboratory to another
where it was fully validated (18718AUWZ) with successful cross-validation (study RPT05042).

ADME

An updated lenvatinib population PK analysis including data from updated lenvatinib population PK
information from participants treated with lenvatinib plus pembrolizumab in Study 309/KEYNOTE-775
was provided.

Pembrolizumab PK and ADA were not collected in Study 309/KEYNOTE-775.

Study KEYNOTE-775/E7080-G000-309 (hereafter Study 309/KEYNOTE-775)

The study is a multicenter, Open-label, Randomized, Phase 3 Trial to compare the Efficacy and Safety of
lenvatinib in Combination with Pembrolizumab Versus Treatment of Physician’s Choice in Participants
with Advanced Endometrial Cancer.

One of the secondary objectives is to characterize the population pharmacokinetics (PK) of lenvatinib
when co-administered with pembrolizumab in pMMR participants and in all-comer participants, especially
to compare the PK of lenvatinib in subjects with advanced EC (Study KEYNOTE-775/309) to that in
subjects with other types of cancer across available studies of the lenvatinib clinical program and assess
the effect of concomitant pembrolizumab on the PK of lenvatinib.

Table 3: Study 309/KEYNOTE-775

Study No. Study Design and  [Treatments Bubjects Results/
{Status) Objective Dose of Lenvatinib, MNo. of Subjects (M/F) IConclusions
Dosage Form, Route,
Product 1)
IClinical Pharmacology Studies: Clinical Safety and Efficacy Studies
KMN7T75/ A Multicenter, Open Dioses: Number of Subjects Population PK
E7080- label, Randomized, Lenvatimb: 20 mg QD, | Treated: 794 and PK /safety
GO00-309 Phase 3 Tnal to PO Ongoing (No. on analyses for
Compare the Efficacy | 4-mg and 10-mg oral Treatment at Data lenvatinib are
and Safery of capsules Cutoff): 134 reported in
Lenvatimb in Final PFS analysis: this CPMS-ET0R0-
Combination with Pembrolizumab: 200 mg, | is LA not final analysis 015R-v1.
Pembrolizumab Versus | Q4W Days, IV
Treatment of
Physician's Choice
LA 1=Interim Analysis 1, IV = intravenous, M/F = male/female, no. = number, PFS = progression-free survival,

PK = pharmacokinetic, PO = per oral, Q4W = every 4 weeks, QD = once a day (drug dosing), v = vear.
Source: CSR for Study KN-775/ET080-G000-309.

CPMS-E7080-015P-v1

Population PK analysis of lenvatinib was based on pooled PK data from the 22 studies, including Study
Study 309/KEYNOTE-775 in EC subjects. In the previous PK analysis (CPMS-E7080- 013R), lenvatinib
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PK was best described by a 3-compartment model with simultaneous first and zero order absorption and
linear elimination from the central compartment parameterized for CL/F, apparent volume of the central
compartment (V1/F), apparent volume of peripheral compartments (V2/F and V3/F), inter-
compartmental clearance between V1/F and V2/F and V1/F and V3/F (Q2/F and Q3/F), absorption rate
constant (Ka), and duration of zero-order absorption (D1) and relative bioavailability (Firel).

The PK model included the following covariates: body weight on clearances and volume parameters,
healthy subjects on CL/F, RCC and HCC subjects on CL/F, albumin <30 g/L and alkaline phosphatase
(ALP) > upper limit of normal (ULN) on CL/F, cytochrome P450 (CYP)3A4 inhibitors on CL/F, and capsule
formulation on relative bioavailability (F1lrel).

In the current analysis, due to the large dataset, which resulted in a very long run time, Ka, D1, Flrel,
V3/F and effect of healthy subjects and CYP3A inhibitors on CL/F were similar to those from many
previous PK analyses.

As such, these parameters were fixed to those from the recent PK analysis (CPMS-E7080-013R) and only
effects of albumin, ALP and tumour type were re-evaluated in the PK model in addition to the effect of
sex and co-medication of pembrolizumab (categorical) on CL/F. Estimation of model parameters was
performed using first order conditional estimation method with interaction (FOCEI).

The final PK model was a 3-compartment model with simultaneous zero and first order absorption and
first order elimination from the central compartment parameterized for CL/F, V1/F, V2/F, V3/F, Q1, Q2,
Ka, D1, and F1rel for capsule formulation compared to tablet.

The full covariate model included body weight as an allometric constant on clearances and volume
parameters, albumin < 30 g/L and ALP > ULN on CL/F, and concomitant CYP3A4 inhibitors on CL/F.
Lenvatinib CL/F differences for EC, DTC, RCC, HCC and healthy subjects, as well as sex and concomitant
pembrolizumab were also included in the full covariate model. Population PK parameter estimates from
the final model are presented in the table below.
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Table 4: Population Pharmacokinetic Parameter Estimates of Lenvatinib

Parameter

NOMNMEM Estimates

Point Estimate

YaRSE

95% Confidence
Interval

L (-:.|".1I! mll'r.‘n:\:.- ‘H'!i'.-.:\. SEX

CL/F | L | = I:-:.n:'|,‘{ WGT 740 .In"'-}|_'5.'_-1|'_-|.NI:H‘I:-],'.| II-'\v.'..l'nn,[_.]lll.I B.‘.I Ht(_}w. HY t{_J;”l:_l:lll: ‘{-J'_-JL'L'HLT‘HR( . H.['l't(.}l.l:.l-.li'

Basal Q2F in L'h |£-Ju:|

Basal CL/F for subjects with other type of solid 6.63 206 638 =692

tumor in L' & |
CL

Effect of CYP3A4 inhibitors on CLF [& ] 0.89%6 Fixed

Effect of ALP (>ULN) on CL/F e, 0.939 0.724 0.926 - 0.952

Effect of ALB (<30 g/L) on CL/F 2, .l 0856 1.92 (824 — (L ERE

Effect of healthy subjects on CL/F [Ey] 1.19 Fixed

Effect of DTC population on CL/F [@Eyc] 0.970 274 0918 = 1.02

Effect of HCC population on CL/F [© ] 0.824 27 0.780 - (LB6R

Effect of RCC population on CL/F [@ ] 0.802 231 (0. 766 - (L.E38

Effect of EC population on CL/F [ ] 0.751 164 0.697 = (LBOS

Effect on concomitant pembrolizumab on CL/F 1.o7 220 1.02-1.12
I.[:-:""-‘"-"-'I

Effect on females on CLJF [Skex] (.886 L.od 0.858 = 0.914
VIF[L] =8, *WGT74

Basal VI/Fin L [@, ] 45.1 44 438464
VIF[L] =@ *WGT/T4

Basal VXZFm L |8, | 21.7 376 2001 =23.3
VIF[L] =8 *WGT74

Basal ViFin L [®, ] 30.9 Fixed
QUEF [L/h] =@ WWGT/T4)

Basal Q1/F i L'h |{-JU|| 36l 2.55 343379
QF [L/h] = {-J.;.-"t"n-'r"(]'['-'?m"

0.847 273 0.802 - (L8922
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NOMNMEM Estimates

Parameter Point Estimate “aRSE 95% Confidence
Interval

Ka [1/h] = B,

Basal Ka in l'h [Eya] | 0.803 Fixed | |
D1 [h] = &y

Basal D1 in h [y | 1.27 Fixed | |
Fl = &g

Relative bioavailability of capsule vs tablet 0.882 Fixed

formulation [Ey
Inter-individual variability (% (V)
CL/F 335 3.00
VI/F 43.6 4.64
VF 65.0 981
Vi RN B.14
ka 52.0 12.5
D1 104 4.56
Residual variability
Proportional (%CV) (Clin pharm studies) 16.6 0.960
Proportional (%CV) (Patients studies) 40.2 1.7
Proportional (%CV) (TAD = 2 h) 485 2095
Addinonal (ng/mL) (TAD = 2 h) 17.5 0915

Abbreviations: “aRSE: percent relative standard error of the estimate = SE/parameter estimate * 100,

[he %eCY for both inter-subject and proportional residual vanability 15 an approximation taken as the square root of the
vanance * 100; CL/F = apparent clearance, ¥ 1/F = apparent volume of central compartment; ¥2'F and ¥3/F = apparent
volume of penpheral compartment; Q1 = inter-compartment clearance between V1 and V2; ()2 = inter-compartment
clearance between %1 and V3; Ka = absomption rate constant; [ = duration of zero order absorption; F1 = relative
bioavallability of capsule to tablet formulation; TAD = Time after dose; Cl = confidence interval; WGT = weight (kz);
INHIB = CYP3A4 inhibitors; ALB =albumin, 0 (= ALB 30 gLy or 1 (= ALB 30 g/L); ALP = Alkaline phosphatase
measurement ([L/L) 0 {ALP < upper limit of normal) or 1 (ALP > upper limit of normal value); HY = 0 {cancer patients)
or | (healthy subjects); DTC = 0 {non-DTC patients) or 1 {(DTC patients); RCC = 0 {non-ROCC patients) or 1 (RCC
patients); HCC = 0 (non-HOC patients) or 1 (HOC patients); EC =0 {non-EC patients) or 1 {EC patients); Pembro =
pembrolizumab, ULN = upper limit of normal

Source: Table % of CPMS-ETORD-015R-v1

Individual lenvatinib CL/F and AUC for EC subjects receiving lenvatinib 20 mg in combination with
pembrolizumab in Study 309/KEYNOTE-775are summarized in Table 5. The median values and range
of parameter values were comparable with CL/F and AUC dose normalized to 20 mg in subjects with RCC
and other tumour types received lenvatinib monotherapy or concomitantly with everolimus or
pembrolizumab in the pooled PK dataset (Table 6).
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Table 5: Summary of Individual Model-Predicted Lenvatinib Pharmacokinetic Parameters in
EC Subjects from Lenvatinib + Pembrolizumab Arm (Arm A) in Study 309/KEYNOTE-775

Starting Dose Parameter (unit) | Mean 5D Median Min Max
20 mg CL/F (L/h) 4403 4.69 1.39 4.60 1.78 1015
20 mg AUC (mg=h/mlL) 403 4134 1350 3H35 1738 9932

ALIC = area under the concentration = time curve, CL/F = apparent clearance, EC = endometnal carcinoma, N = number,
SD = standard deviation
Source: Table 10 of CPMS-ETO80-015R-v1

Table 6: Summary of Individual Model-Predicted Lenvatinib CL/F and AUC Dose-Normalized
to 20 mg by Tumour Type in Subjects Receiving Lenvatinib Monotherapy or Concomitantly
with Pembrolizumab or Everolimus in Pooled PK Dataset

Tumor type Parameter {unit) N Mean S0 Median Min Max
RCC CL/F (L/h) 1188 573 2.02 549 1.36 14.38
AUC (ng=h/ml) 1188 3520 1438 3215 1227 13017
DTC CL/F (L'h) 542 .42 2.00 6.22 1 .66 1518
ALC (ng=h/mlL) 542 3115 10s 2807 1162 10656
HCC CL/F {Lh) 534 4.94 1.50 4.78 1.54 10.22
ALC (ng+h/mL) 534 4007 1381 3747 1726 11474
Other solid CL/F (L'h) 161 6435 287 589 1.47 193
fumors AUC (ngeh/mL) 161 | 3633 | 1619 | 3372 | 1036 | 13588
ALIC = area under the concentration = time curve, CL/F = apparent total clearance following oral administration, DTC =

differentiated thyroad cancer, HCC = hepatic cell carcinoma, N = number, SID = standard deviation, PK = pharamecokinetic,

RCC = renal cell carcinoma

Source: Table 11 of CPMS-ET080-015R-v1
Goodness-of-fit-plots for the final PK model for lenvatinib based on the pooled dataset were presented
(data not shown). The scatter plots of CWRES vs. population predicted concentrations and vs. time
showed the CWRES to be distributed around zero. Plots of ETA (CL/F) vs covariates (tumour type and
concomitant pembrolizumab) appeared to be normally distributed with a mean of 0. The Final PK model
was also evaluated using pcVPC.

Special populations

No additional information was provided (see discussion on clinical pharmacology).

Pharmacokinetic interaction studies

No additional information was provided (see discussion on clinical pharmacology).

PK data of pembrolizumab have been collected in a nhumber of other studies investigating the same
combination therapy (pembrolizumab and lenvatinib) including KEYNOTE-581 / E7080-G000-307 in 1L
RCC where PK results confirmed no impact to the exposures of pembrolizumab and lenvatinib in presence
of each other in the combination setting.
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2.3.3. Discussion on clinical pharmacology

Clinical pharmacokinetics

Bioanalytical methods

Lenvatinib method validation (Project n. 187184AUWZ) as well as the bioanalytical report (MK-3475-
775) were submitted. The method for the determination of MK-7902 was proven to be precise, accurate,
sensitive and selective over the validated range from 0.25 to 250 ng/mL. Dilution integrity was shown
using QC samples at 2500 ng/mL, diluted 20 folds and showed that it does not affect precision and
accuracy. The method is considered reliable and reproducible, and the analyte and the internal standard
were stable under all conditions tested. Long-Term stability of lenvatinib in matrix (human sodium
heparinized plasma) has been evaluated and demonstrated for a period of 6, 153, 343 and 675 days at
-20°C and -80°C, whereas the maximum sample storage duration from collection to analysis of study
samples was 927 days at -20°C.

Long-term stability data available so far (i.e. up to 675 days) were provided. Since only 6 samples are
not covered by long-term stability data, which accounts for 0.2% of the total samples analysed, no
impact on the outcome of BA study is expected. Long term stability data up to 927 days will be available
early 2022.

Only 2452 samples out of 4423 were analysed which corresponds to more than half samples. It is
adequately clarified that the Aliquot 2 samples were back-up samples that were only used if the Aliquot
1 sample was not available or not viable. An adequate justification was also provided by the applicant to
explain why 6 samples were not analyzed.

Three different instruments for LC-MS/MS analysis, coded LC MS MS 4000 01, LC MS MS 4000 13 and
LC MS MS 4000 17 were used; Multiple LC MS/MS systems were used and found to be equivalent during
assay development and the performances (calibration curves, Y intercept, slope) were comparable across
systems. It was also clarified that no changes were made to the validated instrument platform and
therefore partial validations were not warranted.

Lenvatinib POP PK analysis

An updated lenvatinib population PK analysis (CPMS-E7080-015R-v1) including data from updated
lenvatinib population PK information from participants treated with lenvatinib plus pembrolizumab in
Study 309/KEYNOTE-775 was provided. The PK of lenvatinib was described by a 3-compartment model
with elimination from the central compartment and simultaneous first and zero order absorption. The
model was parameterized for CL/F, V1/F, Q2/F, V2/F, Q3/F, V3/F, Ka, D1 and F1. The final pooled
lenvatinib PK dataset included 25738 observations from a total of 3025 subjects. For EC subjects, there
were 2178 lenvatinib concentrations available from 403 subjects from Study 309/KEYNOTE-775. The
updated lenvatinib PK profile containing data from Study 309/KEYNOTE-775 is consistent with the
current population PK profile of lenvatinib.

Of note, a lot of Lenvatinib observations were excluded from PK Dataset as “outlier, inconsistent with
the PK profile. It was clarified that only 1.4% of total observations were excluded due to BLQ TAD<
200h. It is agreed that exclusion of these BLQ samples does not bias the parameter estimates.
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According to the provided model, EC subjects had 24.9% lower apparent total clearance following
extravascular (e.g. oral) administration (CL/F) than that in subjects with other types of solid tumour
excluding DTC, RCC and HCC. The lower CL of lenvatinib observed in EC patients would appear not to
be due to the effect of the combination with pembrolizumab, as lenvatinib CL is equal in both the
presence (yes) and absence (no) of pembrolizumab, indicating that there is no effect of pembrolizumab
co-administration on lenvatinib. The reason why the CL of lenvatinib is lower in EC patients compared
with RCC and HCC patients is currently unknown. However, as the magnitude of this effect in EC patients
(24.9%) is within the inter-subject variability for CL (33.5%), this is of no apparent clinical relevance.

Concomitant pembrolizumab dosing had no clinically relevant effect on lenvatinib pharmacokinetic (PK).
There was a statistically significant small effect of gender on lenvatinib PK, which is not considered
clinically relevant.

Goodness-of-fit-plots for the final PK model for lenvatinib based on the pooled dataset were presented,
the scatter plots of CWRES vs. population predicted concentrations and vs. time showed the CWRES to
be distributed around zero.

Plots of ETA (CL/F) vs covariates (tumour type and concomitant pembrolizumab) appeared to be normally
distributed with a mean of 0.

During the first round, the Final PK model was also evaluated using pcVPC. Prediction-Corrected Visual
Predictive Check of Observed and Predicted Lenvatinib concentrations in overall population considered
in the final model (popPK analysis of lenvatinib from all studies) both including and excluding Study
309/KEYNOTE-775 (pcVPC including the 21 studies considered other than Study 309/KEYNOTE-775 and
also pcVPC for all subjects considered from the 22 studies included in the updated final popPK model)
were provided.

In summary, the final model fitting performance on EC data is overall acceptable.

The information on special populations is unchanged from the original DTC (Lenvima) and RCC
(Kisplyx) indications. It has been reflected in section 4.2 of the SmPC that no adjustment of starting
dose was required on the basis of hepatic function or renal function in Study 309/KEYNOTE775. Dose
adjustments in this population may be necessary on the basis of individual tolerability.

No pharmacokinetic interaction studies were provided. In general, the potential of DDI between biologics
and small molecules is negligible. Given the divergent metabolic pathways for both compounds, no DDI
liability is expected on pembrolizumab and lenvatinib when administered in combination with each other.
Based on the review of the submitted data, no change in the SmPC is needed from a PK perspective,
except in section 5.2., the subsection on age, sex, weight and race which has been revised to reflect
that based on a population pharmacokinetic analysis of patients receiving up to 24 mg lenvatinib once
daily, age, sex, weight, and race (Japanese vs. other, Caucasian vs. other) had no clinically relevant
effects on clearance (see section 4.2).

Finally, as the pembrolizumab dosage of 400 mg Q6W has been approved for all adult indications for
monotherapy and combination indications in the US and the EU, the 400 mg Q6W dosing regimen is
expected to have a similar benefit-risk profile as the 200 mg Q3W (or 2 mg/kg Q3W) dosing regimen in
the clinical use of pembrolizumab in combination with lenvatinib in adults with advanced EC. Therefore,
the alternate 400 mg Q6W dosing has been included in the Lenvima SmPC section 4.2.
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2.3.4. Conclusions on clinical pharmacology

The updated lenvatinib PK model containing data from Study 309/KEYNOTE-775 was consistent with the
current population PK profile of lenvatinib.

2.4. Clinical efficacy

2.4.1. Dose response study

Study E7080-A001-111/KEYNOTE-146

The proposed clinical dose is lenvatinib 20 mg QD combined with pembrolizumab 200 mg IV Q3W for
the patients with confirmed advanced EC. This dose was defined based on the efficacy and safety
results from the phase 1b/2 E7080-A001-111/KEYNOTE-146 study.

Study E7080-A001-111/KEYNOTE-146 is a multicenter, open-label, Phase 1b/2 study of the
combination of lenvatinib plus pembrolizumab in subjects with metastatic solid tumour including EC.

03DLT |——» Confimmanon.
Dwyse Leval 1 T Subjects
24 mg legvatinik (PO, daily)
+ 200 me pembrolizomab IV, Q30 MID
V6DLT | ——————|  (Comfmmanen
 —— 4 Suhbjects
l >23 or> 26 DLTs
03 DLT » C-o::cﬁ.‘rl:l:..ﬁ:lo-n:
Diose Level 2 7 Suibjects
20 me lenrvatinib (PO, daily) MTD
+ 20 mg pembrolmamat (TV, Q3W) Confimmation:
- _
LGDLT 4 Subjects
l =23 or = 26 DLT:"
Confitmation:
. ——
Diose Level 3 03 DLT 7 Subjects

14 mg lemvatinib (PO, daily)

- MID
+ 200 me pembrolizamsb (T, Q3%

16 DLT - c riom:
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Figure 6: Study E7080-A001-111 Phase 1b design schematic - Determination and
Confirmation of the MTD
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Phase 1b
N=13

Determine and confirm MTD and EP2D

Phase 2
lenvatinib 20 mg plos pembrolizumab 200 mg
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l
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Figure 7: Study E7080-A001-111 Phase 2 desigh schematic - cohort expansion in selected

tumours

In the phase 2 stage, a total of 108 patients received lenvatinib 20 mg QD plus pembrolizumab 200
mg Q3W as the second-Line or later line treatment (EC 2L+).

AN EC Set
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N=117
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EC subjects enrolled after 1 Jul 2018
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Previously treated with systemic
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Figure 8: Enrollment in the Endometrial Carcinoma Cohort in Study E7080-A001-111,

Including the EC 2L+ Set

Table 7: Data Analysis Sets in the Endometrial Carcinoma Cohort in Study E7080-A001-111

Lenvatinib 20 mg QD +Pembrolizumab 200 mg Q3W

n (%)
EC 2L+

Non-MSI-H/ MSI-H/ ANEC +

Total PMME dMMER ALEC Non-EC Non-EC

(N=108) (N=04) W=11) (WN=114) N=159) (N=183)
Full Analysis Set 108 (100.0) 94 (100.0) 11 {100.0) 124 (100.0) 159 (100.0) 283 (100.0)
Safery Analysis Set 108 (100.0) 94 (100.0) 11 {100.0) 124 (100.0) 159 (100.0) 283 (100.0)

Endometrial Carcinoms (EC) Analysis Set 108 (100.0) 94 (100.0) 11 {10007 124 (100.0) NA HA

Data cutoff date: 10 Jan 2019,

Table 8: Summary of Tumour Response per RECIST 1.1 by Independent Imaging Review -

Endometrial Carcinoma Set

Lenvatinib 20 mg QD + Pembrolizumab 200 mg Q3W

EC 2L+
Non-MSI-H/ MSI-H/ All
Total pMAIR dMME EC

Parameter (IN=108) (IN=04) (IN=11) (N=124)
Best Overall Response (BOR), n (%a)"

Complete Response (CR) 11(10.2) 10 (10.6) 1(9.1) 12(9.7)

Partial Fesponse (PR) 33 (30.6) 26277 6(34.5) 40 (32.3)

Stable Disease (SD) 42 (38.9) 38 (404 3(27.3) 48 (38.7)

Progressive Disease (PD)) 14 (13.0) 12 (12.8) 1{9.1) 15(12.1)

Not Evaluable (NE)© 8 (74 8 (83) 0(0.0) 9(73)

Unknown (UNK)4 0(0.0) 0(0.0) 0(0.0) 0 (0.0
Objective Response Rate (CE.+ PE), n (%2)* 44 (40.7) 36 (38.3) 7(63.68) 52{41.9)

05% CT of Objective Response Rate® (31.4 50.8) (28.5,489) | (308 80.1) (33.1,51.1)
Disease Control Rate (CE.+ PR + SD). n (%)® 86 (79.6) T4 (78.7) 10 (90.9) 100 (80.6)

03% CI of Disease Control Rate® (70.8, 86.8) (69.1,86.5) | (58.7,90.8) (72.6,872)
Clinical Benefit Rate (CE. + PR + Durable 61 (56.5) 52(55.3) B(72.T 70 (36.5)
SD), n (%)

05% CI of Clinical Benefit Rate® (46.6, 66.0) (44.7.65.6) | (39.0,94.0) (47.3,653)
Maximum Tumor Shrinkage in Sum of
Diameters of Target Lesions, n'm" (%)

(% B4/98 (85.7) | T2/B4(85.7) | 10/11(90.9y| 97/112 (86.6)

=50% 33/98(33.7) | 26/84 (31.0) | &11(34.5) | 39/112(34.8)

=75% 15/08 (15.3) | 13/84(15.5) 1/11 (9.1) 16/112 (14.3)

Data cutoff date: 10 Jan 2019.

No new safety signal or risk was identified for either lenvatinib or pembrolizumab or the combination
from this trial. Observed toxicities were generally similar to those previously reported with either study
drug when used as monotherapy, except for an overall higher incidence of AEOSIs observed for the
combination of lenvatinib plus pembrolizumab versus pembrolizumab monotherapy, primarily driven by

a higher frequency of hypothyroidism.
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2.4.2. Main study

Study E7080-G000-309 (Study 309)/KEYNOTE-775

A Multicenter, Open-label, Randomized, Phase 3 Trial to Compare the Efficacy and Safety of
Lenvatinib in Combination with Pembrolizumab Versus Treatment of Physician’s Choice in
Participants with Advanced Endometrial Cancer

Methods

This is an ongoing multicenter, open-label, randomized, Phase 3 trial to compare the efficacy and
safety of pembrolizumab plus lenvatinib versus treatment of physician’s choice (TPC) in the patients
with advanced endometrial carcinoma.

Participants were 1:1 ratio randomly assigned to receive either pembrolizumab plus lenvatinib or TPC
with either doxorubicin or paclitaxel.

Period: Screening Treatment Post Treatment

Lenvatinik plus
pembrolizumab
(Arm A)?

30 day Safety follow-up®
Follow-up for disease assessment®,

ICF R survival status, and PFS2
Signed TPC of doxorubicin

or paclitaxel

(Arm B)®
— . ,
Day -28 to Tumor assessment
Day -1 Every 8 weeks®
Cycle 1 End of
Day 1 Treatment Visit

Figure 9: Study 309/KEYNOTE-775 design schematic

Study participants

Key Inclusion Criteria

- Histologically confirmed diagnosis of endometrial carcinoma; documented evidence of advanced,
recurrent or metastatic EC.

- Radiographic evidence of disease progression after 1 prior systemic, platinum-based chemotherapy
regimen for EC. Participants may have received up to 1 additional line of platinum-based
chemotherapy if given in the neoadjuvant or adjuvant treatment setting. Note: There is no restriction
regarding prior hormonal therapy.
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- Available historical or fresh tumor biopsy specimen for determination of MMR status.

- At least 1 measurable target lesion according to RECIST 1.1 and confirmed by BICR, including the
following criteria: Non-nodal lesion that measures >1.0 cm in the longest diameter; Lymph node (LN)
lesion that measures as >1.5 cm in the short axis; The lesion is suitable for repeat measurement using
computed tomography/magnetic resonance imaging (CT/MRI). Lesions that have had external beam
radiotherapy (EBRT) or locoregional therapy must show radiographic evidence of subsequent growth.

- ECOG performance status of 0 or 1 within 7 days of starting study treatment.

- Female participant age >18 years is eligible to participate if she is not pregnant, not breastfeeding,
and at least one of the following conditions applies:

a.) Not a WOCBP as defined in Appendix 2 of the protocol, OR

b.) A WOCBP who agrees to follow the contraceptive guidance in Appendix 2 during the treatment
period and for at least 120 days (for participants treated with lenvatinib plus pembrolizumab) or at
least 180 days (for participants treated with TPC) after the last dose of study treatment.

- Adequately controlled blood pressure (BP) with or without antihypertensive medications, defined as
BP <150/90 mm Hg at Screening and no change in antihypertensive medications within 1 week before

CiD1.

- Have adequate organ function. Specimens must be collected within 7 days prior to the start of study
treatment.

Key Exclusion Criteria

- Carcinosarcoma (malignant mixed Mlllerian tumor), endometrial leiomyosarcoma and endometrial
stromal sarcomas.

- Participants with CNS metastases are not eligible, unless they have completed local therapy (eg,
whole brain radiation therapy [WBRT], surgery or radiosurgery) and have discontinued the use of
corticosteroids for this indication for at least 4 weeks before starting treatment in this study. Any signs
(eg, radiologic) or symptoms of CNS metastases must be stable for at least 4 weeks before starting
study treatment.

- Active malignancy (except for endometrial cancer, definitively treated in-situ carcinomas [e.g. breast,
cervix, bladder], or basal or squamous cell carcinoma of the skin) within the past 24 months.

- Gastrointestinal malabsorption, gastrointestinal anastomosis, or any other condition that might affect
the absorption of lenvatinib; has a pre-existing Grade >3 gastrointestinal or non-gastrointestinal

fistula.

- Radiographic evidence of major blood vessel invasion/infiltration. The degree of tumor
invasion/infiltration of major blood vessels should be considered because of the potential risk of severe
hemorrhage associated with tumor shrinkage/necrosis following lenvatinib therapy.

- Clinically significant hemoptysis or tumor bleeding within 2 weeks prior to the first dose of study
drug.

- Significant cardiovascular impairment within 12 months of the first dose of study drug: such as
history of congestive heart failure greater than New York Heart Association (NYHA) Class II, unstable
angina, myocardial infarction or cerebrovascular accident (CVA) stroke, or cardiac arrhythmia
associated with hemodynamic instability.

- Active infection (any infection requiring systemic treatment).
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- Participants who have not recovered adequately from any toxicity and/or complications from major
surgery prior to starting therapy.

- Participants known to be positive for Human Immunodeficiency Virus (HIV). No HIV testing is
required unless mandated by local heath authority

- Known active Hepatitis B (eg, HBsAg reactive) or Hepatitis C (eg, HCV RNA [qualitative] is detected).
No testing for hepatitis B or C is required unless mandated by local health authority. Refer to Appendix
9 for country-specific requirements.

- Has a history of (non-infectious) pneumonitis that required treatment with steroids, or has current
pneumonitis.

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

- Active autoimmune disease (with the exception of psoriasis) that has required systemic treatment in
the past 2 years (ie, with use of disease modifying agents, corticosteroids or immunosuppressive
drugs). Replacement therapy (eg, thyroxine, insulin, or physiologic corticosteroid replacement therapy
for adrenal or pituitary insufficiency) is not considered a form of systemic treatment; has had an
allogenic tissue/solid organ transplant.

- Females who are breastfeeding or pregnant at Screening or Baseline (as documented by a positive
beta-human chorionic gonadotropin [B-hCG] (or hCG) test with a minimum sensitivity of 25 IU/L or
equivalent units of B-hCG [or hCG]). A separate baseline assessment is required if a negative
screening pregnancy test was obtained more than 72 hours before the first dose of study drug.

- Participants with proteinuria >1+ on urine dipstick testing will undergo 24-h urine collection for
quantitative assessment of proteinuria. Participants with urine protein >1 g/24 h will be ineligible.

- Prolongation of QTc interval to >480 ms; left ventricular ejection fraction (LVEF) below the
institutional (or local laboratory) normal range as determined by multigated acquisition scan (MUGA)
or echocardiogram (ECHO)

Prior/Concomitant Therapy

- Greater than 1 prior systemic chemotherapy regimen (other than adjuvant or neoadjuvant) for EC.
Participants may receive up to 2 regimens of platinum-based chemotherapy in total, as long as one is
given in the neoadjuvant or adjuvant treatment setting.

- Prior anticancer treatment within 28 days (or 5 times the half-life time, whichever is shorter). All
acute toxicities related to prior treatments must be resolved to Grade <1, except for alopecia and
Grade <2 peripheral neuropathy.

- Prior treatment with any treatment targeting VEGF-directed angiogenesis, any anti-PD-1, anti-PD-L1,
or anti-PD-L2 agent; participants who received prior treatment with an agent directed to a stimulatory
or co-inhibitory T-cell receptor (eg, CTLA-4, OX 40, CD137) other than an anti-PD-1, anti-PD-L1, or
anti-PD-L2 agent, and who discontinued from that treatment due to a Grade 3 or higher immune-
related adverse event (irAE).

- Prior radiation therapy within 21 days prior to start of study treatment with the exception of palliative
radiotherapy to bone lesions, which is allowed if completed 2 weeks prior to study treatment start.
Participants must have recovered from all radiation-related toxicities and/or complications prior to
randomization.
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- Received a live vaccine within 30 days of planned start of study treatment (C1D1). Intranasal
influenza vaccines (e.g., FlIuMist®) are live attenuated vaccines and are not allowed.

- Prior enrollment on a clinical study evaluating pembrolizumab and lenvatinib for endometrial

carcinoma, regardless of treatment received.

Treatments

The eligible patients were randomised to one of the following two treatment arms in a 1:1 ratio:

e Arm A: lenvatinib 20 mg QD plus pembrolizumab 200 mg Q3W

e Arm B: Treatment of Physician’s Choice (TPC)

Table 9: Study 309/KEYNOTE-775 treatments

Study -

L . Unit Dose Dosage Route of -
I_;f;‘;:meut Dose Formulation Strength(s) Level(s) Administration Use
Lenvatimnib Capsule 10 mg, 4 mg* 20 mg Oyrally QD Expernimental
Pembrolizumab | Soletion for infiusion | 25 me/ml 200 mg Q3W | IV Experimental
Dioxorebicin Solution for infusion | Variable 60 mg/m® Q3W | IV Comparator
Paclitaxel Solution for infusion | Variable 80 mg/m” QW* | IV Comparator

Abbreviations: IV = intravenous; Q3W = every 3 weeks; QD = once daily; QW = every week.

a. 4 mg capsules provided for successive dose reduction of lenvatinib, if needed, as described in Section 6.6.1.

b. Provided centrally by the Sponsor except in specific countries where commercial product may be sourced locally.

c. 28-day cycle with weekly administration; 3 weeks on and 1 week off.

Objectives/outcomes/endpoints

Objective/Hypothesis

Endpoint

Primary

Objective: To demonstrate that lenvatinib in
combination with pembrolizumab is superior to
Treatment of Physician’s Choice (TPC) in improving
progression-free survival (PFS).

Hypothesis (H1): The combination of lenvatinib and
pembrolizumab is superior to TPC as assessed by PFS
in pMMR participants.

Hypothesis (H4): The combination of lenvatinib and
pembrolizumab is superior to TPC as assessed by PFS
in all-comer participants.

PFS, defined as the time from date of
randomization to the date of the first
documentation of disease progression, as
determined by blinded independent central
review (BICR) per RECIST 1.1, or death
from any cause (whichever occurs first).

Objective: To demonstrate that lenvatinib in
combination with pembrolizumab is superior to TPC
in improving overall survival (0OS).

0S, defined as the time from date of
randomization to date of death from any
cause.
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Hypothesis (H2): The combination of lenvatinib and
pembrolizumab is superior to TPC as assessed by OS
in pMMR participants.

Hypothesis (H5): The combination of lenvatinib and
pembrolizumab is superior to TPC as assessed by OS
in all-comer participants.

Secondary

Objective: To compare the objective response rate
(ORR) of participants treated with lenvatinib in
combination with pembrolizumab versus TPC by
BICR.

Hypothesis (H3): The combination of lenvatinib and
pembrolizumab is superior to TPC as assessed by
ORR in pMMR participants.

Hypothesis (H6): The combination of lenvatinib and
pembrolizumab is superior to TPC as assessed by
ORR in all-comer participants.

ORR, defined as the proportion of
participants who have best overall response
of either complete response (CR) or partial
response (PR), as determined by BICR per
RECIST 1.1.

Objective: To evaluate the impact of treatment on
Health-Related Quality of Life (HRQoL) as assessed
by using the global score of the European
Organization for the Research and Treatment of
Cancer (EORTC) QLQ- C30 for participants treated
with lenvatinib in combination with pembrolizumab
versus TPC in pMMR and in all-comer participants.

HRQoL will be assessed using the global
score of the EORTC QLQ-C30.

Objective: To assess safety and tolerability of
treatment with lenvatinib in combination with
pembrolizumab versus TPC in pMMR participants and
in all-comer participants.

Incidence of treatment-emergent
adverse events (TEAEs), serious AEs
(SAEs), and immune-related AEs.

Proportion of participants discontinuing
study treatment due to TEAEs.

Time to treatment failure due to toxicity,
defined as the time from the date of
randomization to the date that a
participant discontinues study treatment
due to TEAEs.

Objective: To characterize the population
pharmacokinetics (PK) of lenvatinib when co-
administered with pembrolizumab in pMMR
participants and in all-comer participants.

Plasma concentration of lenvatinib versus
time.

Objective: To assess the relationship between
exposure to lenvatinib and safety events related to
lenvatinib in pMMR participants and in all-comer
participants.

Clearance and area under the
concentration-time curve (AUC) for
lenvatinib.

Assessment report
EMA/CHMP/618201/2021

Page 34/154




Objective/Hypothesis

Endpoint

Exploratory

Objective: To compare the ORR of
participants treated with lenvatinib in
combination with pembrolizumab versus
TPC.

ORR, defined as the proportion of participants who
have best overall response of either CR or PR, as
determined by investigator per RECIST 1.1.

Objective: To compare the PFS of
participants treated with lenvatinib in
combination with pembrolizumab versus
TPC.

PFS, defined as the time from date of randomization
to the date of the first documentation of disease
progression, as determined by investigator per
RECIST 1.1, or death from any cause, whichever
occurs first.

Objective: To assess duration of response
(DOR) in both treatment arms in pMMR
participants and in all-comer participants.

DOR, defined as the time from the date a response
was first documented until the date of the first
documentation of disease progression, by BICR and
investigator assessment of objective radiographic
disease assessment per RECIST 1.1, or date of
death, whichever occurs first.

Objective: To assess disease control rate
(DCR) and clinical benefit rate (CBR) of
participants treated with lenvatinib in
combination with pembrolizumab versus TPC
in pMMR participants and in all-comer
participants.

DCR, defined as the proportion of participants who
have best overall response of CR, PR, or stable
disease (SD) by BICR and investigator assessment
per RECIST 1.1. SD must be achieved at >7 weeks
after randomization to be considered best overall
response.

CBR, defined as the proportion of participants who
have best overall response of CR, PR, or SD by BICR
and investigator assessment per RECIST 1.1
(duration of SD >23 weeks after randomization).

Objective: To assess efficacy outcomes
using modified RECIST 1.1 for immune-
based therapeutics (iRECIST) in participants
treated with lenvatinib in combination with
pembrolizumab versus TPC by investigator
assessment in pMMR participants and in all-
comer participants.

PFS, ORR, DOR, DCR, and CBR as determined by
investigator assessment using iRECIST. PFS using
iRECIST will be defined as the time from the date of
randomization to the date of the first documentation
of confirmed immune-related progressive disease
(iPD) or death (whichever occurs first).

Objective: To assess PFS on next line
therapy (PFS2) by investigator assessment
in pMMR participants and in all-comer
participants.

PFS2, defined as the time from randomization to
disease progression, as determined by investigator
assessment, on next-line of treatment or death
(whichever occurs first).

Objective: To identify molecular (genomic,
metabolic, and/or proteomic) biomarkers
that may be indicative of clinical
response/resistance, safety,
pharmacodynamic activity, and/or the
mechanism of action of lenvatinib and

Molecular (genomic, metabolic, and/or proteomic)
determinants of response or resistance to
treatments, using blood and/or tumor tissue.
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pembrolizumab in pMMR participants and in
all-comer participants.

Sample size

The sample size is estimated based on the primary endpoints PFS and OS.

A total of approximately 780 participants (including 660 participants from pMMR and 120 participants
from dMMR participants) were planned to be randomized in a 1:1 ratio (approximately 330 participants
from pMMR and 60 participants from dMMR participants in each treatment arm).

The study was considered to have completed enrollment when 660 pMMR participants have enrolled.
Enrollment of dMMR participants was planned to be capped at 120.

Sample size and power calculations are based on pMMR participants:

The study is designed to have 90% power to detect a statistically significant difference in OS at one-
sided a=0.0245 and as a result, the study will also have at least 99% power to detect a statistical
significant difference in PFS at one-sided a=0.0005.

Assuming an accrual period of 19 months and a follow-up period of 24 months, a total of 660
participants are required to observe 526 death events by the time of 43 months after the first
participant is randomized (19 months enrollment plus 24 months follow-up period).

For OS, a total of 526 OS events are required to detect a statistically significant difference at 0.0245
level with 90% power, under the following assumptions that: 1) the hazard ratio is 0.75 (median OS is
16.4 months in Arm A and 12.3 months in Arm B), 2) the first interim analysis is performed when
approximately 368 OS events are observed (i.e. 70% of the total target death events), 3) the second
interim analysis is performed when approximately 463 OS events are observed (i.e. 88% of the total
target death events), and 4) Lan-DeMets spending function with O’Brien-Fleming boundary is used.

The final PFS analysis is planned to be performed at the time of the first OS interim analysis (IA1) at
27 months after the first participant is randomized. A total of 564 PFS events are estimated to be
observed to detect a statistically significant difference at 0.0005 level with >99% power under the
assumption that the hazard ratio is 0.55 (median PFS is 7.3 months in Arm A and 4 months in Arm B).

Power calculations are based on pMMR and dMMR participants combined (all comer):

Assuming an accrual period of 19 months and a follow-up period of 24 months, a total of 780
participants are required in the all comer population to observe 618 death events by the time of 43
months after the first participant is randomized (19 months enrollment plus 24 months follow-up
period). For OS, a total of 618 OS events are required to detect a statistically significant difference at
0.02205 level with 93.5% power, under the following assumptions that: 1) the hazard ratio is 0.75
(median OS is 16.4 months in Arm A and 12.3 months in Arm B), 2) the first interim analysis is
performed when approximately 433 OS events are observed (i.e. 70% of the total target death
events), 3) the second interim analysis is performed when approximately 544 OS events are observed
(i.e. 88% of the total target death events), and 4) Lan-DeMets spending function with O’Brien-Fleming
boundary is used.
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Randomisation

Treatment allocation/randomization occurred centrally using an interactive response technology (IRT)
system. Participants will be assigned randomly in a 1:1 ratio to either Arm A or Arm B. Treatment
allocation/randomization was stratified according to the following factors:

1. MMR status (pMMR or dMMR)
2. ECOG performance status (0 or 1)

3. Geographic region (Region 1 [Europe, USA, Canada, Australia, New Zealand, and Israel] or Region 2
[rest of the world])

4. Prior history of pelvic radiation (yes or no)

First, participants will be stratified according to MMR status. Then, only within the pMMR stratum,
participants will be further stratified according to ECOG performance status, geographic region, and
prior history of pelvic radiation. A total of 9 strata will be utilized for the study.

Blinding (masking)

This study 309/KEYNOTE-775 is an open-label study.

Statistical methods

The Intention-to-Treat (ITT) population served as the population for the primary efficacy analyses.
Efficacy analyses were planned to be performed in two subsets of subjects: All-comer participants and
pMMR participants. In addition, select analyses may be performed for dMMR participants. All analyses
performed in dMMR participants will be based on unstratified models for each endpoint. Although MMR
status is a stratification factor in the trial, summary of pMMR and dMMR participants will be based on
actual MMR status defined by immunohistochemistry (IHC) performed by a central vendor on tumor
tissue provided by sites. If a participant is stratified as dMMR, but is determined to be pMMR by IHC,
then stratification factors for the participant will be imputed based on clinical data.

Efficacy results for pMMR participants and all-comer participants that will be deemed to be statistically
significant after consideration of the Type I error control strategy described below. Nominal p-values
will be computed for other efficacy analyses, but should be interpreted with caution due to potential
issues of multiplicity.

The stratification factors used for randomization (see below) will be applied to all stratified analyses, in
particular, the stratified log-rank test, stratified Cox model, and stratified Miettinen and Nurminen
method. In the event that there are small strata, for the purpose of analysis, strata will be combined
to ensure sufficient number of participants, responses and events in each stratum.

Since, stratification is layered in this study, first according to the MMR status for all subjects and then
by ECOG, region and pelvic radiation history only within the pMMR stratum, the stratification will be
different for the pMMR and all-comer analyses. All stratified analyses based on the all-comer
population will include all 4 stratification variables in the model (9 strata), while the model for the
pPMMR population will include stratification variables for ECOG, region and pelvic radiation history (8
strata).

Analysis sets
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The All-comer Full Analysis Set (FAS) consists of all randomized participants who have received at
least one dose of study medication, and have completed at least one PRO assessment beyond baseline.

Participants in the All-comer Full Analysis Set who have pMMR status are included in the pMMR Full
Analysis Set.

Unless otherwise specified, all the analyses were performed for the pMMR Full Analysis Set as well as
the All-comer Full Analysis Set.

Multiplicity testing strategy

The study initially allocated a = 0.0005, one-sided, to test PFS for pMMR participants and initially
allocated a =0.0245, one-sided, to test OS for pMMR participants between the 2 treatment arms. If the
null hypothesis for PFS for pMMR was rejected, a = 0.0005 was then passed to the test for PFS for all-
comer participants. And if the null hypothesis for PFS for all-comer participants was rejected, a =
0.0005 was then passed to the test for OS for pMMR; therefore, OS for pMMR was tested at a =0.025.

The study was considered positive if either testing of PFS or testing of OS was significant in pMMR
participants.

The total family-wise error rate (Type-I error) among the dual-primary PFS and OS and the secondary
ORR endpoints is strongly controlled at one-sided 0.025 level. The multiplicity strategy will follow the
graphical approach of Maurer and Bretz (Figure below) shows the initial one-sided a-allocation for each
hypothesis in the ellipse representing the hypothesis. The initial weights for reallocation from each
hypothesis to the others are represented in the boxes on the lines connecting hypotheses.

H1: PFS
pMMR
alpha=0.0005

H4: PFS
All-comer
alpha=0

H2:0S
pMMR
alpha=0.0245

H5: 0S8
All-comer
alpha=0

H6:0RR
All-comer
alpha=0

Figure 10: Multiplicity Graph for Type I Error Control of Study Hypotheses

Abbreviations: ORR = objective response rate; OS = overall survival; PFS = progression-free survival; pMMR =
mismatch repair proficient.

The non-parametric Kaplan-Meier method was used to estimate the PFS curve and survival curves
respectively and the treatment differences in PFS and OS were assessed by the stratified log-rank test.

Stratified Miettinen and Nurminen’s method was used for comparison of the ORR between two
treatment groups.
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For PFS, OS, and ORR, the following subgroups will be summarized: Age (<65,>65); Age (<65, >65 to
<75, >75 to <85, >85); Race (White, Asian, Other): ECOG Status (0, 1): Region (Region 1, Region2);
Prior History of Pelvic Radiation (Yes, No); Histology (Endometrioid, Non-endometrioid); Prior Lines of
Therapy (1, 2, >3); MMR Status (pMMR, dMMR).

The safety monitoring and efficacy interim analyses were conducted by the external DMC.
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Censoring rules for PFS are presented below.

Table 10: Censoring Rules for Primary Analysis of Progression-Free Survival Based on
RECIST 1.1

Situation Primary Analysis Sensitivity Analysis 1 | Sensitivity Analysis 2
PD or death documented Progressed at date of Progressed at date of | Progressed at date of
after < 1 missed disease docunmented PD or death documented PD or documented PD or death
assessment, and before death
new anti-cancer therapy, if
any
Death or progression Censored at last disease Progressed at date of | Progressed at date of
immediately after =2 assessment prior to documented PD or documented PD or death
consecutive missed disease | the earlier date of = 2 death
assessments. or after new consecutive missed
anti-cancer therapy disease assessment and

new anti-cancer therapy, if

any
No PD and no death; and Censored at last disease Censered at last Progressed at treatment
new anticancer treatment is | assessment disease assessment discontinuation due to
not mitiated reasons other than

complete response;
otherwise censored at
last dizease asseszment 1
still on study treatment
of completed study

treatment.
No PD and no death; new Censored at last disease Censored at last Progressed at date of new
anticancer treatment 13 azseszment before new dizease assessment anficancer treatment if new
Initiated anticancer treatment anfi-cancer regtment iz

imfiated; otherwise
progressed at treatment
discontinuation if treatment
1s discontimued due to
reasons other than complete
response; otherwise
censored at last disease
assessment if still on study
therapy or completed the
study therapy

Abbreviations: PD = progressive disease; RECIST = Response Evaluation Cnteria in Solid Tumors.

The safety analyses were conducted using all subjects as treated (APaT) population, which included all
randomized subjects who received at least 1 dose of study treatment. The analysis of safety results
will follow a tiered approach. The tiers differed with respect to the analyses that was being performed
including methods of statistical inferential test and descriptive statistics.

Two interim analyses are planned in this study:
e Interim Analysis 1 (IA1)
v" Primary purpose: final efficacy analysis for PFS and interim efficacy analysis for OS
e Interim Analysis 2 (IA2)
v" Primary purpose: interim efficacy analysis for OS

® Final Analysis (FA)

Primary purpose: final efficacy analysis for OS
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Table 11: Summary of Interim and Final Analysis Strategy for the pMMR Participants

Estimated Time
after First

and at least 18 months
after last participant
randomized '

Key Participant
Analvses Endpoints | Timing BRandomized Primary Purpose of Analvsis
1Al PES Both ~368 OS events | ~27 months Final PFS analysis
0s and at least 6 months Interim OS analysis
after last participant
randomized
1A2 05 Both ~463 OS events | ~35 months Interim OF analysis
and at least 12 months
after last participant
randomized
FA 05 Both ~526 OS events | ~43 months 7 Final OS analysis

Abbreviations: FA = final analysis; IA1 = interim analysis 1; IA2 = interim analysis 2;

T Note that if events accrue slower than expected for the FA, the Sponsor may conduct the analysis up to 3 months
after the estimated timing of the FA (ie., ~46 months after first participant randomized).

Table 12: Boundary Properties for Planned Analyses of OS Based on Potential Alpha-Levels
to be Used for Testing in the pMMR Participants

Analvsis Value a=0.0245 a =0.025
IAl z 2448 2.440
N 660 p (1-sided) T 0.0072 0.0073
0S events: 368 (70%2%) HR af bound * 0.7747 0.7753
h-il)].lth:l_u" " at boun: NEE Y, N
P(Cross) if HR=1 ¢ 0.0072 0.0073
P(Cross) if HR=0.75 ' 0.6234 0.6259
IA2 z 2187 2178
N: 660 p (1-sided) T 0.0144 0.0147
OS Events: 463 (88%%) " -
Vonth. 33 HR at bound T 0.8160 0.8167
P(Cross) if HR=1§ 0.0163 0.0169
P(Cross) if HR=0.75 ! 0.8260 0.8285
A z 2.069 2.061
N: 660 p (1-sided) T 0.0193 0.0196
OS Events: 5326 HR at bound * 0.8348 08355
Month: 43 - at bownd * : 40
P(Cross) if HR=1§ 0.0245 0.0250
P(Cross) if HR=0.75 ' 0.9009 0.9025

Abbreviation: HR = hazard ratio; IA= interim analysis; FA= final analysis. The number of events and timings are
estimated. * Percentage of total planned events at the interim analysis.

T p (1-sided) is the nominal a for group sequential testing.

F# HR at bound is the approximate observed HR required to reach an efficacy bound.

§ P(Cross) if HR=1 is the probability of crossing a bound under the null hypothesis.

|| P(Cross) if HR=0.75 is the probability of crossing a bound under the alternative hypothesis
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Results

Participant flow

Nonrandomized participants: n=351
Stratification Cap Met: n=7

n=344
Reasons:

Assessed for eligibility:
n=1178

Inadequate organ function: n=64
ECOG was not qualified: n=49

Lack of measurable target lesion per

Randomly allocated:
=827

RECIST 1.1: n=40
History or current condition may
confound the results: n=32

Failed to provide written informed
consent: n=30
Other reason: n=129

Not meeting inclusion/exclusion criteria:

T,

Lenvatinib + pembrolizumab: n=411 (ITT)
Treated: n=406 (APaT)

TPC: n=416 (ITT)
Treated: n= 388 (APaT)

}

l

Continuing study treatment:
n=124 (30.5%)

Continuing study treatment:
u= 10 (2.6%)

|

.

Completed study treatment:
=0 (0%)

Completed study treatment:
n=93 (24%)

:

b

Discontinued study treatment:
n=282 (69.5)
Reasons for discontinuation

Adverse event n=73 (18.0%)
Clinical progression n=135 (3.7%)
Complete Response n=2 (0.5%)

Non-compliance with study drug n=0 (0%)
Non-study anti-cancer therapy n=0 (0%0)

Physician decision n=4 (1.0%%)
Progressive disease n=170 (41.9%)
Withdrawal by subject n=18 (4 4%)

Adverse event 1n=33 (8.5%)
Clinical progression n=24 (6.2%)
Complete Response n=3 (0.8%)

Non-compliance with study drug n=1 (0.3%)
Non-study anti-cancer therapy =2 (0.5%)

Physician decision n=20 (5.2%)
Progressive disease n=173 (44.6%)
Withdrawal by subject 1=29 (7.5%)

Discontinued study treatment:
n=283 (73.3%)
Reasons for discontinuation

Figure 11: Participant Flow Diagram (KEYNOTE-775) in All-comer Participants

Abbreviations: APaT=all participants as treated; ITT=intent to treat; ECOG= Eastern Cooperative Oncology Group;
RECIST=Response Evaluation Criteria in Solid Tumor.

Recruitment

Participants with advanced endometrial carcinoma were randomly assigned from 11-JUN-2018 to 03-
FEB-2020 across 167 global sites in 21 countries. At the data cutoff date of 26-OCT-2020 for the first
interim analysis, 827 participants were randomized (411 in lenvatinib plus pembrolizumab group, 416

in TPC group).
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Conduct of the study

All changes in the conduct of the study were implemented by protocol amendment(s), generally listed
as follows (see the details in protocol amendments). There were no changes in the planned conduct of
the study due to the COVID-19 pandemic before data cutoff (26-OCT-2020).

Protocol amendments

Table 13: Protocol amendments Study 309/KEYNOTE-775

Document Date of Issue

Key changes

Original protocol 13-Feb-2018

Not applicable.

Amendment 01 21-Mar-2018

Germany-specific amendment to address country-specific
request for HIV/HBV/HCV testing and pregnancy testing at
screening.

Amendment 02 06-Jun-2018

United Kingdom-specific amendment to address country-specific
requests for HIV/HBV/HCV testing at screening and
contraception use.

Amendment 03 31-Aug-2018

Global protocol amendment to provide clarity with respect to the
number of prior lines of treatment in order to be eligible for the
study.

Amendment 04 01-Oct-2018

Germany-specific amendment to address country-specific
requests for HIV/HBV/HCV testing and pregnancy testing and to
incorporate changes implemented in Amendment 03 to provide
clarity with respect to the number of prior lines of treatment in
order to be eligible for the study.

Amendment 05 02-0ct-2018

United Kingdom-specific amendment to address country-specific
requests for HIV/HBV/HCV testing and to incorporate changes
implemented in Amendment 03 to provide clarity with respect to
the number of prior lines of treatment in order to be eligible for
the study.

Amendment 06 18-Feb-2020

Revision to the statistical analysis plan to add an interim efficacy
analysis to evaluate the superiority of PFS and OS.

Amendment 07 12-Jun-2020

Revision to the statistical analysis plan to revise the timing of
interim efficacy analysis following communications with health
authorities.

Protocol deviations

Protocol deviations were classified as per the ICH E3 classification of protocol deviations as important
(those that may significantly impact the quality or integrity of key study data or that may significantly
affect a participant’s rights, safety, or well-being) or not important. Important protocol deviations were
further classified as either clinically important (deviations that may compromise critical data analyses
pertaining to primary efficacy and/or safety endpoints or the participant’s safety) or not clinically

important.
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Important protocol deviations were reported for 51 participants in this study. The number of
participants with important deviations was 27 (6.6%) in the lenvatinib plus pembrolizumab and 24
(5.8%) in the TPC groups respectively.

Of the important protocol deviations, 20 participants had deviations that were considered to be
clinically important and are categorized as follows:

e Study intervention (n=7 for lenvatinib plus pembrolizumab; n=5 for TPC)
e Received improperly stored study intervention (n=6 for lenvatinib plus pembrolizumab; n=3 for TPC)

e Study intervention was dispensed that was not assigned in the allocation schedule (n=1 for
lenvatinib plus pembrolizumab; n=2 for TPC). For the 3 participants with important protocol deviations
under this category, they received the wrong dosage of medications.

¢ Discontinuation criteria were met, but participants were not discontinued from the study medication
(n=5 for lenvatinib plus pembrolizumab; n=3 for TPC)

¢ Prohibited medication (n=1 for TPC)
No participant’s data were excluded from analyses due to an important protocol deviation.
Table 14: Summary of Important Protocol Deviations Considered to be Clinically Important

(ITT Population)

Lemvatinib + Pembrolimmmab TPC Taotal
n (%a) n (%) n (*a)
Participants i population 411 416 827
with one or more impartant protocol devizions 27 (6.6) 24 (58) il (6.2)
with no mmportant protocel deviations 384 (934 362 (54.2) 176 (93.8)
Dizcontinuation Criteria 5 (L.2) 3 0.7y § (L.0)
Parhicipant developed sindy mtervention disconfimuahion crifenia, but was 4 (1.0 3 0.7 7 (0.8)
not discontimued from study miervention.
Participant developed trial specific discontinuation citeria but was not 1 0.2y a 0.0y 1 (0.1}
discontinued from the trial.
Inclusion’ Exclusion Criteria 1 (0.2) ] (0.0 1 (0.1
Participants prior therapy for endometnal cancer mmest melude at least 1 1 0.2y ] 0.0y 1 (0.1)
prior platimum based systemuc therapy.
Prohibited Medications 1] (0.0 1 0.2y 1 (0.1
Concmrant anficancer therapies such as chemotherapy, targeted therapies 0 (0.0 1 0.2y 1 (0.1)
(&.z.tyromine kinase mhibitors), hormonal therapy directed at EC,
radiotherapy (with the exception of palliairve radictherapy as specified m
Section 6.3.1), antitumor interventions (surgical resection, surgical
debulking of tumer, etc.), Inve vaccmes (wathin 30 days) or concwrent
investigational therapies, while on treatment or before study entry during
screening unless allowed per protocol.
Safety Reporting 15 (3.6) 17 4.1) 3z (3.9)
Participant had a repertable Safety Event and'or follow up Safety Event 15 (3.6) 17 41) 3z (3.5)
information that was not reported per the fimelines outlined m the
protocal.
Study Intervention T 0.7 ] (L) 1 (L.5)
Participant was admimistered improperly stored smdy mfervention that was 6 (1.5) 3 0.7 E (1.1}
deemed unzcceptable for use.
Study Intervention 7 0.7 ] (1.2) 12 (1.5)
Participant was dispensed study mtervention other than what was assigned 1 (0.2 2 (0.3 3 0.4
in the allocation schedule, 1 e. meomect medication or potential cross-
t
Ewery parficipant 1s counted a sinzle time for each applicable row and cohmm.
TPC = Treatment Phy=ician's Chotce of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Source: [PTTSVOIME3475: adam-adsI] [PT75V0OIME347T5: sdim-dv; suppdv]
Baseline data

All randomized participants were female with a diagnosis of advanced EC who had been treated with at
least 1 prior platinum-based chemotherapy regimen (except for 1 participant).

The baseline demographic characteristics of participants with pMMR EC, all-comer, and dMMR
participants were generally balanced between the 2 treatment groups, had a median age 65 years
(65.0 years in Lenvatinib plus pembrolizumab arm and 66.0 years in TPC arm respectively; 64 in the
dMMR subgroup).
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Most patients (61.3%) are white, 21.4% are Asian, and had an ECOG performance status of 0
(58.9%). 84.3% patients (346 in Lenvatinib plus pembrolizumab and 351 in TPC arm) had a pMMR

tumour.

The baseline disease characteristics of participants with pMMR EC and all-comer participants were
generally balanced between the 2 treatment groups and were reflective of the patient population with
advanced EC. Of 827 all-comer participants, 497 participants had endometroid carcinoma, and 330

participants had non-endometroid carcinoma. Of 697 pMMR participants, 386 had endometroid

carcinoma, and 311 had non-endometroid carcinoma. Of 130 dMMR participants, 111 had endometroid
carcinoma, and 19 had non-endometroid carcinoma.

Table 15: Participant Characteristics in All-comer Participants (ITT Population)

Lenvatinib + TPC Total
Pembrolizumab
n (%) n (%) n (%)
Participants in population 411 416 827
Sex
Female 411 (100.0) 416 (100.0) 827 (100.0)
Age (Years)
< 65 206 (50.1) 204 (49.0) 410 (49.6)
>= 65 205 (49.9) 212 (51.0) 417 (50.4)
Mean 63.2 63.8 63.5
SD 9.1 9.2 9.1
Median 64.0 65.0 65.0
Range 30 to 82 35 to 86 30 to 86
Race
American Indian Or Alaska 4 (1.0) 7 (1.7) 11 (1.3)
Native Asian 85 (20.7) 92 (22.1) 177 (21.4)
Black Or African 17 (4.1) 14 (3.4) 31 (3.7)
American Multiple 7 (1.7) 13 (3.1) 20 (2.4)
American Indian Or Alaska Native 1 (0.2) 2 (0.5) 3 (0.4)
Black Or African American
American Indian Or Alaska Native 5 (1.2) 8 (1.9) 13 (1.6)
White Black Or African American 1 (0.2) 3 (0.7) 4 (0.5)
White 1 (0.2) 0 (0.0) 1 (0.1)
Native Hawaiian Or Other Pacific 261 (63.5) 246 (59.1) 507 (61.3)
Islander White 36 (8.8) 44 (10.6) 80 (9.7)
Missing
Ethnicity
Hispanic Or Latino 60 (14.6) 73 (17.5) 133 (16.1)
Not Hispanic Or Latino 308 (74.9) 287 (69.0) 595 (71.9)
Not Reported 34 (8.3) 46 (11.1) 80 (9.7)
Unknown 9 (2.2) 10 (2.4) 19 (2.3)
Age (Years) Group
<75 376 (91.5) 373 (89.7) 749 (90.6)
>=75 35 (8.5) 43 (10.3) 78 (9.4)
Age (Years) at Initial Diagnosis
< 65 253 (61.6) 255 (61.3) 508 (61.4)
>= 65 158 (38.4) 161 (38.7) 319 (38.6)
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Age (Years) at Initial Diagnosis

Participants with data 411 416 827
Mean 61.3 61.5 61.4
SD 9.1 9.3 9.2
Median 62.4 62.1 62.3
Range 30 to 81 27 to 84 27 to 84
Region 2
Region 1 234 (56.9) 240 (57.7) 474 (57.3)
Region 2 177 (43.1) 176 (42.3) 353 (42.7)
MMR Status
pMMR 346 (84.2) 351 (84.4) 697 (84.3)
dMMR 65 (15.8) 65 (15.6) 130 (15.7)
ECOG
0 246 (59.9) 241 (57.9) 487 (58.9)
1 164 (39.9) 175 (42.1) 339 (41.0)
3 1 (0.2) 0 (0.0) 1 (0.1)
Prior History of Pelvic Radiation
Yes 168 (40.9) 173 (41.6) 341 (41.2)
No 243 (59.1) 243 (58.4) 486 (58.8)
Elapsed Time (Years) from Initial Diagnosis
Participants with data 411 416 827
Mean 2.4 2.9 2.7
SD 2.4 2.8 2.6
Median 1.7 2.1 1.9
Range 0to 21 0 to 26 0 to 26
Histology of Initial Diagnosis
Clear Cell Carcinoma 30 (7.3) 17 (4.1) 47 (5.7)
Endometrioid Carcinoma 83 (20.2) 103 (24.8) 186 (22.5)
Endometrioid Carcinoma With 7 (1.7) 7 (1.7) 14 (1.7)
Differentiation
High Grade Endometrioid Carcinoma 94 (22.9) 90 (21.6) 184 (22.2)
High Grade Mucinous Carcinoma 0 (0.0) 1 (0.2) 1 (0.1)
High Grade Serous 65 (15.8) 65 (15.6) 130 (15.7)
Low Grade Endometrioid Carcinoma 59 (14.4) 54 (13.0) 113 (13.7)
Low Grade Mucinous Carcinoma 1 (0.2) 0 (0.0) 1 (0.1)
Mixed 22 (5.4) 16 (3.8) 38 (4.6)
Neuroendocrine 2 (0.5) 0 (0.0) 2 (0.2)
Serous Carcinoma 38 (9.2) 50 (12.0) 88 (10.6)
Unclassified 0 (0.0) 3 (0.7) 3 (0.4)
Undifferentiated Histology 4 (1.0) 3 (0.7) 7 (0.8)
Other 6 (1.5) (1.7) 13 (1.6)
FIGO Stage at Initial Diagnosis
I 10 (2.4) 11 (2.6) 21 (2.5)
1A 54 (13.1) 64 (15.4) 118 (14.3)
1B 47 (11.4) 64 (15.4) 111 (13.4)
II 32 (7.8) 26 (6.3) 58 (7.0)
11 5 (1.2) 8 (1.9) 13 (1.6)
ITIA 28 (6.8) 33 (7.9) 61 (7.4)
111B 11 (2.7) 11 (2.6) 22 (2.7)
ITIC 30 (7.3) 24 (5.8) 54 (6.5)
I1IC1 17 (4.1) 25 (6.0) 42 (5.1)
I11C2 27 (6.6) 27 (6.5) 54 (6.5)
v 27 (6.6) 26 (6.3) 53 (6.4)

Assessment report
EMA/CHMP/618201/2021

Page 46/154




IVA 7 (1.7) 8 (1.9) 15 (1.8)
IVB 116 (28.2) 89 (21.4) 205 (24.8)
Brain Metastasis €
Yes 2 (0.5) 2 (0.5) 4 (0.5)
No 409 (99.5) 414 (99.5) 823 (99.5)
Bone Metastasis €
Yes 39 (9.5) 33 (7.9) 72 (8.7)
No 372 (90.5) 383 (92.1) 755 (91.3)
Liver Metastasis €
Yes 101 (24.6) 98 (23.6) 199 (24.1)
No 310 (75.4) 318 (76.4) 628 (75.9)
Lung Metastasis €
Yes 164 (39.9) 152 (36.5) 316 (38.2)
No 247 (60.1) 264 (63.5) 511 (61.8)
Intra-abdominal Metastasis P €
Yes 164 (39.9) 166 (39.9) 330 (39.9)
No 247 (60.1) 250 (60.1) 497 (60.1)
Lymph node Metastasis €
Yes 224 (54.5) 225 (54.1) 449 (54.3)
No 187 (45.5) 191 (45.9) 378 (45.7)
@ Region 1: Europe, USA, Canada, Australia, New Zealand, Israel; Region 2: Rest of World.
b Includes reported locations of colon, abdominal cavity, omentum, small intestine, peritoneal
cavity, and peritoneum. Does not include lymph nodes or other organs.
C Lesion location as determined by investigator review.
TPC = Treatment Physician s Choice of doxorubicin or
paclitaxel. Database Cutoff Date: 260CT2020
Table 16: Participant Characteristics in pMMR Participants (ITT Population)
Lenvatinib + TPC Total
Pembrolizumab
n (%) n (%) n (%)
Participants in population 346 351 697
Sex
Female 346 (100.0) 351 (100.0) 697 (100.0)
Age (Years)
< 65 171 (49.4) 165 (47.0) 336 (48.2)
>= 65 175 (50.6) 186 (53.0) 361 (51.8)
Mean 63.3 64.0 63.7
SD 8.9 9.2 9.0
Median 65.0 66.0 65.0
Range 30 to 82 35 to 86 30 to 86
Race
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American Indian Or Alaska 4 (1.2) 6 (1.7) 10 (1.4)
Native Asian 74 (21.4) 80 (22.8) 154 (22.1)
Black Or African 15 (4.3) 9 (2.6) 24 (3.4)
American Multiple 3 (0.9) 9 (2.6) 12 (1.7)
American Indian Or Alaska Native 0 (0.0) 1 (0.3) 1 (0.1)
Black Or African American
American Indian Or Alaska Native 3 (0.9) 5 (1.4) 8 (1.1)
White Black Or African American 0 (0.0) 3 (0.9) 3 (0.4)
White 1 (0.3) 0 (0.0) 1 (0.1)
Native Hawaiian Or Other Pacific 220 (63.6) 211 (60.1) 431 (61.8)
Islander White 29 (8.4) 36 (10.3) 65 (9.3)
Ethnicity
Hispanic Or Latino 48 (13.9) 58 (16.5) 106 (15.2)
Not Hispanic Or Latino 261 (75.4) 247 (70.4) 508 (72.9)
Not Reported 28 (8.1) 37 (10.5) 65 (9.3)
Unknown 9 (2.6) 9 (2.6) 18 (2.6)
Age (Years) Group
<75 318 (91.9) 312 (88.9) 630 (90.4)
>=75 28 (8.1) 39 (11.1) 67 (9.6)
Age (Years) at Initial Diagnosis
< 65 212 (61.3) 211 (60.1) 423 (60.7)
>= 65 134 (38.7) 140 (39.9) 274 (39.3)
Age (Years) at Initial Diagnosis
Participants with data 346 351 697
Mean 61.3 61.7 61.5
SD 9.0 9.4 9.2
Median 62.5 62.9 62.6
Range 30 to 81 27 to 84 27 to 84
Region 2
Region 1 202 (58.4) 204 (58.1) 406 (58.2)
Region 2 144 (41.6) 147 (41.9) 291 (41.8)
MMR Status
pMMR 346 (100.0) 351 (100.0) 697 (100.0)
ECOG
0 212 (61.3) 207 (59.0) 419 (60.1)
1 133 (38.4) 144 (41.0) 277 (39.7)
3 1 (0.3) 0 (0.0) 1 (0.1)
Prior History of Pelvic Radiation
Yes 136 (39.3) 139 (39.6) 275 (39.5)
No 210 (60.7) 212 (60.4) 422 (60.5)
Elapsed Time (Years) from Initial Diagnosis
Participants with data 346 351 697
Mean 2.5 2.9 2.7
SD 2.4 2.8 2.6
Median 1.7 2.1 1.9
Range 0to21 0 to 26 0 to 26
Histology of Initial Diagnosis
Clear Cell Carcinoma 29 (8.4) 17 (4.8) 46 (6.6)
Endometrioid Carcinoma 60 (17.3) 74 (21.1) 134 (19.2)
Endometrioid Carcinoma With 5 (1.4) 6 (1.7) 11 (1.6)
Differentiation
High Grade Endometrioid Carcinoma 73 (21.1) 77 (21.9) 150 (21.5)
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High Grade Mucinous Carcinoma 0 (0.0) 1 (0.3) 1 (0.1)
High Grade Serous 62 (17.9) 64 (18.2) 126 (18.1)
Low Grade Endometrioid Carcinoma 50 (14.5) 41 (11.7) 91 (13.1)
Low Grade Mucinous Carcinoma 1 (0.3) 0 (0.0) 1 (0.1)
Mixed 18 (5.2) 13 (3.7) 31 (4.4)
Neuroendocrine 2 (0.6) 0 (0.0) 2 (0.3)
Serous Carcinoma 37 (10.7) 48 (13.7) 85 (12.2)
Unclassified 0 (0.0) 2 (0.6) 2 (0.3)
Undifferentiated Histology 4 (1.2) 2 (0.6) 6 (0.9)
Other 5 (1.4) 6 (1.7) 11 (1.6)
FIGO Stage at Initial Diagnosis
I 9 (2.6) 10 (2.8) 19 (2.7)
IA 41 (11.8) 53 (15.1) 94 (13.5)
1B 40 (11.6) 51 (14.5) 91 (13.1)
II 30 (8.7) 22 (6.3) 52 (7.5)
111 5 (1.4) 6 (1.7) 11 (1.6)
ITIA 23 (6.6) 29 (8.3) 52 (7.5)
I11B 11 (3.2) 8 (2.3) 19 (2.7)
I1IC 22 (6.4) 20 (5.7) 42 (6.0)
I1IC1 14 (4.0) 20 (5.7) 34 (4.9)
I1IC2 22 (6.4) 20 (5.7) 42 (6.0)
v 25 (7.2) 23 (6.6) 48 (6.9)
IVA 4 (1.2) 7 (2.0) 11 (1.6)
IVB 100 (28.9) 82 (23.4) 182 (26.1)
Brain Metastasis €
Yes 1 (0.3) 2 (0.6) 3 (0.4)
No 345 (99.7) 349 (99.4) 694 (99.6)
Bone Metastasis €
Yes 33 (9.5) 28 (8.0) 61 (8.8)
No 313 (90.5) 323 (92.0) 636 (91.2)
Liver Metastasis ©
Yes 90 (26.0) 90 (25.6) 180 (25.8)
No 256 (74.0) 261 (74.4) 517 (74.2)
Lung Metastasis €
Yes 140 (40.5) 130 (37.0) 270 (38.7)
No 206 (59.5) 221 (63.0) 427 (61.3)
Intra-abdominal Metastasis P €
Yes 143 (41.3) 141 (40.2) 284 (40.7)
No 203 (58.7) 210 (59.8) 413 (59.3)
Lymph node Metastasis €
Yes 183 (52.9) 191 (54.4) 374 (53.7)
No 163 (47.1) 160 (45.6) 323 (46.3)
@ Region 1: Europe, USA, Canada, Australia, New Zealand, Israel; Region 2: Rest of World.
b Includes reported locations of colon, abdominal cavity, omentum, small intestine, peritoneal cavity, and
peritoneum. Does not include lymph nodes or other organs.
C Lesion location as determined by investigator review.
DCO: 260CT2020 Source: [P775V01MK3475: adam-adsl]
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Table 17: Prior Therapies for Endometrial Cancer (ITT Population)

Lenvatinib + TPC Total
Pembrolizumab
n (%) n (%) n (%)

Participants in population 411 416 827
Prior Lines of Systemic Therapy

1 297 (72.3) 27 (66.6) 574 (69.4)

2 103 (25.1) 12 (30.3) 229 (27.7)

>=3 11 (2.7) 13 (3.1) 24 (2.9)
Prior Lines of Platinum Based Therapy

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

1 326 (79.3) 31 (75.7) 641 (77.5)

2 83 (20.2) 10 (24.3) 184 (22.2)

>=3 1 (0.2) 0 (0.0) 1 (0.1)
Neo-adjuvant/Adjuvant

Yes 224 (54.5) 25 (60.3) 475 (57.4)

No 187 (45.5) 16 (39.7) 352 (42.6)
Primary Therapy

Yes 74 (18.0) 48 (11.5) 122 (14.8)

No 337 (82.0) 36 (88.5) 705 (85.2)
Progressive Disease/Relapse

Yes 197 (47.9) 21 (51.4) 411  (49.7)

No 214 (52.1) 20 (48.6) 416 (50.3)
Palliative Hormonal Therapy

Yes 36 (8.8) 44 (10.6) 80 (9.7)

No 375 (91.2) 37 (89.4) 747  (90.3)
Prior Systemic Therapies Received by Setting @

Neo-adjuvant/adjuvant only 144 (35.0) 15 (38.2) 303 (36.6)

Primary therapy 69 (16.8) 43 (10.3) 112 (13.5)

Progressive disease/relapse only 114 (27.7) 11 (28.1) 231 (27.9)
Treatment in both neo-adjuvant/adjuvant| 79 (19.2) 92 (22.1) 171 (20.7)

and PD/relapse setting

Not Applicable 5 (1.2) 5 (1.2) 10 (1.2)
Interval from End of Most Recent Therapy to First Dose (mos)

Participants with data 406 388 794

Mean 7.6 8.5 8.0

SD 8.9 11.4 10.2

Median 4.8 5.4 5.0

Range Oto74 0 to 100 0 to 100
History of Prior Hysterectomy

Yes 296 (72.0) 32 (79.1) 625 (75.6)

No 115 (28.0) 87 (20.9) 202 (24.4)
History of Prior External Beam Radiotherapy

Yes 189 (46.0) 19 (47.8) 388 (46.9)

No 222 (54.0) 21 (52.2) 439 (53.1)
History of Prior Brachytherapy

Yes 103 (25.1) 12 (29.3) 225 (27.2)

No 308 (74.9) 29 (70.7) 602 (72.8)

@ Does not include the therapeutic setting of palliative hormonal therapy.TPC = Treatment Physician “s Choice
of doxorubicin or paclitaxel. Database Cutoff Date: 260CT2020 Source: [P775V01MK3475: adam-adsl]
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In general, the lenvatinib plus pembrolizumab and TPC groups were balanced for baseline clinical
characteristics, prior systemic therapies for EC and concomitant medications, in all randomized patient
population as well as in pMMR patient subgroup. Patients recruited globally. White and Asian
population account for the majority of patients enrolled Median Age (range) is 65.0 years (65.0 years
in Lenvatinib plus pembrolizumab arm and 66.0 years in TPC arm respectively). Most patients (about
60%) are white, one fifth are Asian, and more than half patients had an ECOG performance status of 0
in both treatment groups. No differences on the distribution of metastatic lesions were observed.

Numbers analysed

Efficacy Analysis Population

Efficacy analyses were based on the ITT population, which included participants in the treatment arm
to which they were randomly assigned, regardless of whether they received treatment. The following
ITT populations were included: all-comer participants and pMMR participants. No participants were
excluded from the analyses. The analyses included 1 participant who was stratified with a dMMR
status, but actually had a pMMR status; stratification factors for this participant are derived from actual
ECOG performance status, geographic region, and prior history of pelvic radiation.

PRO Analysis Population

The HRQoL analyses are based on the HRQoL Full Analysis Set (PRO FAS) population, defined as all
randomized participants who had at least one HRQoL assessment available for the specific endpoint
and had received at least 1 dose of study intervention. Participants were analyzed in the treatment
group to which they were randomized. HRQoL analysis populations included an all-comer FAS and a
pMMR FAS.

Safety Analysis Population

Safety analyses were based on the APaT population, which included all randomly assigned participants
who received at least 1 dose of study treatment. APaT populations: all-comer and pMMR participants.

Table 18: Study Population in All-comer Participants

Lenvatinib + TPC Total
Pembrolizumab
Number of Participants Screened 1178
Number of Participants Randomized (ITT) 411 416 827
Number of Participants Received Treatment (Actual Treatment) (APaT) 406 388 794
Number of Participants Randomized and Did not Receive Treatment 5 28 33
TPC = Treatment Physician s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260.CT2020
Source: [PTTSVOIME3475: adam-adsl]
Table 19: Study Population in pMMR Participants
Lenvatinil + TPC Total
Pembrolizumab
Number of Participants Randomized (ITT) 346 351 6o7
Number of Participants Received Treatment (Actual Treatment) (APaT) 342 325 667
Number of Participants Randomized and Did not Receive Treatment 4 26 30
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Source: [PTTSVOIMES3475: adam-adsl]
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Outcomes and estimation

The MAH provided the results of IA1- final efficacy analysis for PFS and interim efficacy analysis for OS
in both pMMR and all-comer participants. As of the data cutoff date (26-0OCT-2020), the median
duration of follow-up was 12 months in the lenvatinib plus pembrolizumab group and 10.8 months in

the TPC group.

Table 20: Summary of Follow-up Duration in pMMR Participants (ITT Population)

Lenvatinib + Pembrol izumab PC Total
Follow-up duration (monihs y* (N=346) {(N=351) (N=69T)
Median {Range) 12.00(0.3, 26.9) 10.8 (0.3, 26.3) 11.4(0.3, 26.9)
Mean (SD) 12.5(6.3) 11.2{5.7) 11.8 (6.0)

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel,
Database Cutoff Date: 260CT2020

* Follow-up duration is defined as the time from randomization to the date of death or the database cutofT date if the participant is still alive,

Source: [PTTSVOIMES475: adam-ads])
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Table 21: Summary of Follow-up Duration in All-comer Participants (ITT Population)

Lenvatmib + Pembrolizumab TrC Total
Follow-up duration (months (N=411) N=416) (N=82T)
Median (Range) 122003, 26.9) 10.7 (0.3, 26.3) 11.4003,26.9)
Mean (8D) 12.7 (6.3) 11.0(59) 1LB(6.1)

Database Cutoff Date: 260CT2020

* Follow-up duration 1s defmed as the time from randomization to the date of death or the database cutoft date if the participant 1s sull alive.
TPC = Treatment Physician's Choice of doxorubicin or paclitaxel.

PFS primary endpoint

pMMR

Source: [PTT3VOIME3475: adam-ads])

Table 22: PFS by BICR Assessment per RECIST 1.1 in pMMR Participants (ITT)

Event Rate Median PFS 2 PFS Rate at
Number of Person 100 Person (months ) 6 months in % *
Treatment N momnth months (95% CT) (95% CTy
Lenvatnnib + Pembrohzumab 346 2538.0 9.7 52.1(46.5,57.3)
TPC 5l 1458.8 6.3 36.2030.5, 41.9)

Pairwise Comparisons

Hazard Ratio? (95°

p-Vahe

Lenvatmib + Pembrolizumab vs. TPC

0.60 (0.50,0.72)

<0000 1€

a From product-limit (Kaplan-Meier) method for censored data. b Based on Cox regression model with Efron’s method of tie handling
with treatment as a covariate stratified by ECOG performance status, geographic region, and prior history of pelvic radiation. c One-
sided p-value based on log-rank test stratified by ECOG performance status, geographic region, and prior history of pelvic radiation.
Analysis includes one participant who was stratified with a dMMR status, but actually had a pMMR status; stratification factors for
this participant are derived from actual ECOG performance status, geographic region, and prior history of pelvic radiation. BICR=
Blinded Independent Central Review. TPC = Treatment Physician “s Choice of doxorubicin or paclitaxel. Database Cutoff Date:

260CT2020

Table 23: Summary Of PFS Rate Over Time Based on BICR Assessment per RECIST 1.1
(Primary Censoring Rule) in pMMR Participants

Lenvatinib + Pembrolizumab
(N=346)
% (95% C1y*

TPC
(N=351)
% (95% C1)y*

Summary of Progression-Free Survival rate at time point

6 months
12 months
18 months

24 months

52.1(46.5.5

27.6(22.5.3

21.1(16.3.26.3
2

16.8 (11.8.

36.2(30.5,41.9)
13.1 (8.9, 18.3)
60.6(3.0.12.1)
3.3(0.5.11.4)

Database Cutoff Date: 260CT2020

* From product-limit (Kaplan-Meier) method for censored data.
BICR = Blinded Independent Central Review
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel

Source: [P775VOIMK3475: adam-ads]: adtte]
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Figure 12: Kaplan-Meier Estimates of Progression-Free Survival Based on BICR Assessment

per RECIST 1.1 (Primary Censoring Rule) in pMMR Participants (ITT Population)
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All-comers

Table 24: PFS by BICR Assessment per RECIST 1.1 in All-comer Participants (ITT)

Event Rate

Median PFS =

PFS Rate at

Number of Person |00 Person (months ) 6 months i % *
Treatment N Events (%) month months (95% CI) (95% CT)

Lenvatinib + Pembrolizumab 411 281 (68.4) ] 5.8 72057, 7.6) 531.5(484, 58.3)

TPC 416 286 (68.8) 1 6.6 1803.6,42) 34.3(29.2,39.4)
Pairwise Comparisons Hazard Ratio® (95% CI)° p-Value
Lenvatmib + Pembrolizumab vs, TRC 056 (0.47,0.66) <0.0001¢

a From product-limit (Kaplan-Meier) method for censored data. b Based on Cox regression model with Efron’s
method of tie handling with treatment as a covariate stratified by MMR status, ECOG performance status,
geographic region, and prior history of pelvic radiation. c One-sided p-value based on log-rank test stratified by
MMR status, ECOG performance status, geographic region, and prior history of pelvic radiation. Database Cutoff

Date: 260CT2020

Table 25: Summary Of PFS Rate Over Time Based on BICR Assessment per RECIST 1.1
(Primary Censoring Rule) in All-comer Participants

Lenvatinib + Pembrolizumab
(N=411)
% (95% CI)*

TPC
(N=416)
% (95% CI)*

Summary of Progression-Free Survival rate at time point

6 months

12 months
1% months
24 months

48.4, 58.3)

34.3(29.2, 39.4)

(

(264, 36.0)
(204, 29.9)
(16.0,26.2)

13.2(9.3, 17.8)
7.6(4.1.12.6)
3.8(0.6,12.7)

* From product-limit (Kaplan-Meier) method for censored data
BICR = Blinded Independent Central Review

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel
Database Cutoff Date: 260CT2020

Source: [P775VOIMK3475: adam-adsl; adtte]
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Figure 13: Kaplan-Meier Estimates of Progression-Free Survival Based on BICR Assessment
per RECIST 1.1 (Primary Censoring Rule) in All-comer Participants (ITT Population)

OS primary endpoint

At IA1, the median OS in the lenvatinib plus pembrolizumab group was 18.3 months, showing a
statistically significant improvement compared with that in the TPC group 11.4 months, HR of 0.62
(95% CI: 0.51, 0.75; p<0.0001) crossed the pre-specified boundary for statistical significance at IA1
of <0.0064.

pMMR
Table 26: OS in pMMR Participants (ITT)

Event Rate Median OS ® OS Rate at
Number of Person- 100 Person- (months) 12 months in % *
Treatment N Events (%) month months (95% CI) (95% CI)
Lenvatimib + Pembrohzumab 346 165(47.7) 4128.6 4.0 174 (142, 19.9) 61.6 (56.1. 66.6)
TPC 351 203 (57.8) 35648 5.7 12.0 (10.8,13.3) 49.5 (43.8,55.0)
Pairwise Comparisons Hazard Ratio® (95% C1)P p-Value
Lenvatinib + Pembrolizumab vs. TPC (.68 {0.56, (1.84) 0.0001¢

a From product-limit (Kaplan-Meier) method for censored data. b Based on Cox regression model with Efron’s method of tie handling
with treatment as a covariate stratified by ECOG performance status, geographic region, and prior history of pelvic radiation. c One-
sided p-value based on log-rank test stratified by ECOG performance status, geographic region, and prior history of pelvic radiation.
Analysis includes one participant who was stratified with a dMMR status, but actually had a pMMR status; stratification factors for
this participant are derived from actual ECOG performance status, geographic region, and prior history of pelvic radiation. Database
Cutoff Date: 260CT2020
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Table 27: OS in All-comer Participants (ITT)

28

w

11 3

n pMMR Participants (ITT

Event Rate Median OS * OS Rate at
Number of Person- 100 Person- (months) 12 months in % *

Treatment N Events (%) month months (93% C1) (95% CI)
Lenvatinib + Pembrolizumab 411 188 (45.7) 5009.2 3.8 18.3 (15.2.20.5) 62.5(57.5.67.1)
TPC 416 245 (58.9) 4122.6 5.9 11.4(10.5.12.9) 47.9 (42.7, 53.0)

Pairwise Comparisons

Hazard Ratio® (95% CI)®

p-Value

Lenvatinib

Pembrolizumab vs. TPC

0.62 (0.51,0.75)

<0.0001¢

a From product-limit (Kaplan-Meier) method for censored data. b Based on Cox regression model with Efron’s method of tie handling
with treatment as a covariate stratified by MMR status, ECOG performance status, geographic region, and prior history of pelvic
radiation. c One-sided p-value based on log-rank test stratified by MMR status, ECOG performance status, geographic region, and
prior history of pelvic radiation. Database Cutoff Date: 260CT2020
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Figure 15: Kaplan-Meier Estimates of Overall Survival in All-comer Participants (ITT)
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Secondary Efficacy Endpoints

Objective response rate (ORR)

In all randomised patients, ORR was 31.9% in the lenvatinib plus pembrolizumab group and 14.7% in
the TPC group respectively, with an estimated difference of 17.2% (95% CI: 11.5, 22.9; p<0.0001)

For pMMR patients, ORR was 30.3% in the lenvatinib plus pembrolizumab group and 15.1% in the TPC
group respectively, with an estimated difference of 15.2% (95% CI: 9.1, 21.4.7; p<0.0001)

Quality of Life (EORTC QLQ-30)

The global health status/quality of life (GHS/QoL) score of EORTC QLQ-30 was a secondary endpoint.
The schedule for PRO data collection is described in supplemental SAP-01 (17 NOV 2020) and was
planned to occur at least until week 24. At each scheduled visit, three instruments, EORTC QLQ-C30,
EORTC QLQ-EN24 and EQ-5D, were collected.

In pMMR participants, completion rate of the EORTC QLQ-C30 was above 95% in both the lenvatinib
plus pembrolizumab and TPC groups at baseline. The completion rate for pMMR participants remained
above 60% through Week 12 (77.8% vs 61.7% for the lenvatinib plus pembrolizumab and TPC groups,
respectively). Compliance rates at baseline were also above 96% in both arms. Compliance remained
high through Week 12 (91.8% for lenvatinib plus pembrolizumab group and 86.9% for TPC group).

In All-comer Participants, completion rate of the EORTC QLQ-C30 was above 95% in both the
lenvatinib plus pembrolizumab and TPC groups at baseline. The completion rate for all-comer
participants remained above 60% through Week 12 (79.9% vs 62.4% for the lenvatinib plus
pembrolizumab and TPC groups, respectively). Completion rates dropped gradually for both arms as
the trial progressed likely because of the reduction in the number of patients scheduled to finish the
guestionnaires at each time point as a result of disease progression, adverse event, or death.
Compliance rates at baseline were also above 96% in both arms. Compliance remained high through
Week 12 (91.8% for Lenvatinib plus pembrolizumab and 86.9% for TPC).

The completion rates and compliance rates in both pMMR and all-comer participants for EORTC QLQ-
EN24 and EQ-5D were consistent with those for EORTC QLQ-C30.

In both Al-comer patients and pMMR population, the differences in score change from baseline to week
12 for EORTC-QLQ-C30 GHS/QoL scale between lenvatinib plus pembrolizumab and TPC groups were
not significantly different.

Table 28: Analysis of Change from Baseline in EORTC QLQ-C30 Global Health Status to Week
12 (All-comer Full Analysis Set)

Baseline Week 12 Change from Baseline to Week 12
Treatment N Mean (SD) N Mean (SD) N LS Mean (95% CI@
Lenvatinib + Pembrolizumab 370 6574 (21.87) 3l 60.56(21.35) 386 5.97(-8.36,-3.58)
TrC 351 6569(22.71) 227 6G2T0(21.08) 363 698 (963, 433)
Pairwise Comparison Difference in LS Means* p-Vale*
(95% CI)

Lenvatinib + Pembrolizumab vs. TPC 1.01(-2.28.4.31) 0.5460
* Based on a cLDA model 1e PRO scores as the response variable with covariates for treatment by study visit interaction. stratification factors MMR status, ECOG

performance status, geog region, and pr v of pelvic radiation.
For baseline and W 12, N is the mumber of subjects in each treatment group with non-missing assessments at the specific time point; for change from baseline, N is the

number of subjects in the analysis population in each treatment group.
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Source: [PT75V0OIMK 3475: adam-adsl; adpro]
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Figure 16: Change from Baseline to Week 12 and 95% CI in EORTC QLC-C30 Global Health
Status and Physical Functional Scores (All-comer Full Analysis Set)

Exploratory endpoints

Duration of Response (DOR) and Time to Response (TTR)

Table 29: Summary of Time to Response and DOR Based on BICR Assessment per RECIST
1.1 in Participants with Confirmed Response in pMMR Participants (ITT Population)

Lenvatinib + TPC
Pembrolizumab
(N=346) (N=351)

Number of participants with response* 105 53
Time to Response (months)

Mean (SD) 32(1.8) 3.0(1.3)

Median (Range) 2.1(1.5-94) 3.5(1.0-74)
Response Duration® (months)

Median (Range) 9.2 (1.6+-23.7+) 5.7 (0.0+-24.2+)

a Includes participants with complete response or partial response b 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: 260CT2020 Source: [P775V01MK3475: adam-adsl; adtte; adrs]
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Table 30: Summary of Time to Response and DOR Based on BICR Assessment per RECIST
1.1 in Participants with Confirmed Response in All-comer Participants (ITT Population)

Lenvatinib TPC
Pembrolizumab
(N=411) (N=416)

Number of participants with response® 131 61
Time to Response (months)

Mean (SD) 33(2.1) 29(1.2)

Median (Range) 2.1 (1.5-16.3) 2.1 (1.0-7.4)
Response Duration® (months)

Median (Range) [4.4(1.6+-23.7+)| 57(0.0+-242+)

a Includes participants with complete response or partial response b 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: 260CT2020 Source: [P775V01MK3475: adam-adsl; adtte; adrs]

Ancillary analyses
PFS sensitivity analyses

Table 31: Analysis of Progression-Free Survival Based on BICR Assessment per RECIST 1.1
(Sensitivity Censoring Rule 1) in All-comer Participants (ITT Population)

Event Rate/ Median PFS * PFS Rate at
Number of Person- 100 Person- (months) 6 months in % *
Treatment N Events (%) month months (95% CT) (95% CT)
Lenvatinib + Pembrolizumab 411 301(73.2) 3308.0 01 72(37,1.6) 53.6(48.6.58.3)
TPC 416 337(81.0) 2110.0 16.0 39(37.54) 382(333.43.1)
Pairwise Comparisons Hazard Ratiob (95% CI)* p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.58 (0.49, 0.68) <0.0001e

 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 MMR status, ECOG performance status,
geographic region, and prior history of pelvic radiation.

© One-sided p-value based on log-rank test stratified by MMR status, ECOG performance status, geographic region. and prior history of pelvic radiation.

BICR= Blinded Independent Central Review.

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel

Database Cutoff Date: 260CT2020

Source: [P775VOIME3475: adam-adsl; adtte]

Table 32: Analysis of Progression-Free Survival Based on BICR Assessment per RECIST 1.1
(Sensitivity Censoring Rule 2) in All-comer Participants (ITT Population)

Event Rate/ Median PFS ? PES Rate at
Number of Person- 100 Person- (menths) & months in % *
Treatment N Events (%) month months (95% CT) (95% CI)
Lenvatinib + Pembrolizumab 411 328 (79.8) 32854 10.0 6.4 (5.6.7.4) 51.6 (46.6. 56.3)
TRC 416 391 (94.0) 2080.0 18.8 38(3.6.42) 34.4(29.8.39.09
Pairwise Comparisons Hazard Ratiob (95% Cl']b p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.53 (0.45, 0.61) =0.0001c

? 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 MMR status, ECOG performance status.
geographic region. and prior history of pelvic radiation.

© One-sided p-value based on log-rank test stratified by MME. status, ECOG performance status, geographic region, and prior history of pelvic radiation.

BICR= Blinded Independent Central Review.

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.

Database Cutoff Date: 260CT2020

Source: [PT75VOIME3475: adam-adsl; adtte]
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Table 33: Analysis of Progression-Free Survival Based on Investigator Assessment per
RECIST 1.1 (Primary Censoring Rule) in All-comer Participants (ITT Population)

Event Rate/ Median PFS * PES Rate at
Number of Person- 100 Person- (months) 6 months in % *
Treatment N Events (%) month months (95% CI) (95% CI)
Lenvatinib + Pembrolizumab 411 293 (71.3) 32739 89 73(5.7.7.6) 54.0 (49.0. 58.8)
TPC 416 302 (72.6) 18492 16.3 42(3.7.54) 33.6 (28.6. 38.6)
Pairwise Comparisons Hazard Ratiob (95% CI)° p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.56 (0.47,0.66) =0.0001e

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

b Based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by MMR status, ECOG performance status,
geographic region, and prior history of pelvic radiation.

° One-sided p-value based on log-rank test stratified by MMR status, ECOG performance status, geographic region. and prior history of pelvic radiation.

TPC = Treatment Physician’s Cheice of doxorubicin or paclitaxel.

Database Cutoff Date: 260CT2020

Source: [PT75VOIME3475: adam-adsl; adtte]
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Figure 17: Kaplan-Meier Estimates of PFS Based on Investigator Assessment per RECIST 1.1
(Primary Censoring Rule) in All-comer Participants (ITT Population)

Table 34: Analysis of Progression-Free Survival Based on Investigator Assessment per
iRECIST (Primary Censoring Rule) in All-comer Participants (ITT Population)

Event Rate/ Median PFS ® PFS Rate at
Number of Person- 100 Person- (months) 6 months in % *
Treatment N Events (%) month months (95% CI) (95% CI)
Lenvatinib + Pembrolizumab 411 | 214(52.1) 3560.6 6.0 10.3 (9.0, 12.0) 67.7(62.7.72.2)
TPC 416 | 239 (575) 1854.6 129 56(53.5.7) 42.8(37.1,484)
Pairwise Comparisons Hazard Ratiob (95% CI)° p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.47 (0.39, 0.57) <0.0001c

? 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 MMR status, ECOG performance status,
geographic region, and prior history of pelvic radiation.

¢ One-sided p-value based on log-rank test stratified by MMR status, ECOG performance status, geographic region. and prior history of pelvic radiation

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel

Database Cutoff Date: 260CT2020

Source: [P775V0IME3475: adam-adsl; adtte]
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Figure 18: Kaplan-Meier Estimates of PFS Based on Investigator Assessment per iRECIST
(Primary Censoring Rule) in All-comer Participants (ITT Population)
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Subgroup analyses

Table 35: PFS by Subgroup Factors Based on BICR Assessment per RECIST 1.1 (Primary
Censoring Rule) in All-comer Participants (ITT Population)

Lenvatinib + Pembrolizumab TPC Lenvatinib +
Pembrolizumab vs. TPC
(N=411) (N=416)
N |Number of (%0) N |Number of (%) Hazard Ratio (95% CI)*
Events Events
Overall 411 281 (68.4) | 416 286 (68.8) 0.56 (0.47. 0.66)
Age Group 1
<63 206 138 (67.0) | 204 146 (71.6) 0.49 (0.38. 0.62)
>= 63 205 143 (69.8) |212 140 (66.0) 0.61 (0.48.0.78)
Age Group 2
<63 206 138 (67.0) | 204 146 (71.6) 0.49 (0.38. 0.62)
65-74 170 118 (69.4) 169 112 (66.3) 0.62 (0.47. 0.80)
==T5 35 25 (71.4) 43 28 (65.1) 0.58 (0.33.1.02)
Race
White 261 177 (67.8) | 246 163 (66.3) 0.56 (0.45,0.70)
Asian 85 39 (69.4) 92 62 (67.4) 0.63 (0.44.0.91)
Other 29 20 (69.0) 34 28 (82.4) 0.42(0.23.0.78)
Region
Region 1 234 160 (68.4) | 240 169 (70.4) 0.50 (0.40. 0.63)
Region 2 177 121 (68.4) 176 117 (66.5) 0.61 (0.47.0.79)
pMMIR Status
pMME. 346 247 (7T1.4y | 351 238 (67.8) 0.60 (0.50, 0.72)
dMDMIR Status
dMME. 63 34 (32.3) 63 48 (73.8) 0.36(0.23.0.57)
ECOG Status
0 246 166 (67.5) |241 162 (67.2) 0.53 (0.42, 0.66)
1 164 115 (70.1) 175 124 (70.9) 0.58 (0.45. 0.75)
Prior History of Pelvic
Radiation
Yes 168 111 (66.1) 173 114 (65.9) 0.52 (0.40, 0.69)
Neo 243 170 (70.0y | 243 172 (70.8) 0.56 (0.45. 0.69)
Histology
Endometrioid 243 150 (61.7) | 254 173 (68.1) 0.52(0.41,0.65)
Non-endometrioid 168 131 (78.0) 162 113 (69.8) 0.56 (0.43,0.73)
Prior Lines of Therapy
1 297 207 (69.7y | 277 203 (73.3) 0.49 (0.40. 0.60)
2 103 71 (68.9) 126 79 (62.7) 0.66 (0.48. 0.92)
==3 11 3 (27.3) 13 4 (30.8) 0.51(0.11,2.30)

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

Subgroup analyses were conducted using an unstratified Cox model, with the exception of the 'Overall' and 'pMMER'
rows, which utilized the same stratified Cox models as conducted for the primary analysis of All-comer and pMMR
participants, respectively.

Database Cutoff Date: 260CT2020

[P775V01IMK3475: adam-adsl; adtte]
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Figure 19: PFS by Subgroup Factors Based on BICR Assessment per RECIST 1.1 (Primary
Censoring Rule) in All-comer Participants (ITT Population)

Note: Region 1: Europe, USA, Canada, Australia, New Zealand, and Israel or Region 2: rest of the world

Database Cutoff Date: 260CT2020 Source: [P775V01MK3475: adam-adsl; adtte]
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Figure 20: OS by Subgroup Factors in All-comer Participants (ITT Population)

MMR status (pMMR or dMMR)

In the study 309, 130 enrolled patients had dMMR EC (65 in each group) and the analyses of primary
and secondary efficacy endpoints were based on the ITT population (n=130). The dMMR subgroup was
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not prespecified in the multiplicity strategy for Type I error control, so only nominal p-values are provided
for the efficacy endpoints.

The clinical characteristics in dMMR participants were comparable between the two treatment groups,
with a median age of 65 years, nearly 60% white race as well as almost 20% Asian, and had half patients
with ECOG performance status of 0.

Table 36: Study 309: Disease characteristics in dMMR participants (ITT population)

Lenvatinib + TPC Total
Pembrolizuma
n (%) n (%) n (%)

Participants in population 65 65 130

Prior History of Pelvic Radiation

Yes 32 (49.2) 34 (52.3) 66 (50.8)
No 33 (50.8) 31 (47.7) 64 (49.2)
Elapsed Time (Years) from Initial Diagnosis

Participants with data 65 65 130

Mean 2.2 2.9 2.5

SD 2.0 2.6 2.3

Median 1.7 2.4 1.9

Range 0to 13 Oto 17 Oto17
Histology of Initial Diagnosis

Clear Cell Carcinoma 1 (1.5) 0 (0.0) 1 (0.8)
Endometrioid Carcinoma 23 (35.4) 29 (44.6) 52 (40.0)
Endometrioid Carcinoma With 2 (3.1) 1 (1.5) 3 (2.3)
Differentiation

High Grade Endometrioid Carcinoma 21 (32.3) 13 (20.0) 34 (26.2)
High Grade Serous 3 (4.6) 1 (1.5) 4 (3.1)
Low Grade Endometrioid Carcinoma 9 (13.8) 13 (20.0) 22 (16.9)
Mixed 4 (6.2) 3 (4.6) 7 (5.4)
Serous Carcinoma 1 (1.5) 2 (3.1) 3 (2.3)
Unclassified 0 (0.0) 1 (1.5) 1 (0.8)
Undifferentiated Histology 0 (0.0) 1 (1.5) 1 (0.8)
Other 1 (1.5) 1 (1.5) 2 (1.5)
FIGO Stage at Initial Diagnosis

I 1 (1.5) 1 (1.5) 2 (1.5)
IA 13 (20.0) 11 (16.9) 24 (18.5)
1B 7 (10.8) 13 (20.0) 20 (15.4)
II 2 (3.1) 4 (6.2) 6 (4.6)
III 0 (0.0) 2 (3.1) 2 (1.5)
IIIA 5 (7.7) 4 (6.2) 9 (6.9)
I11B 0 (0.0) 3 (4.6) 3 (2.3)
I1IC 8 (12.3) 4 (6.2) 12 (9.2)
I1IC1 3 (4.6) 5 (7.7) 8 (6.2)
I11C2 5 (7.7) 7 (10.8) 12 (9.2)
v 2 (3.1) 3 (4.6) 5 (3.8)
IVA 3 (4.6) 1 (1.5) 4 (3.1)
IvB 16 (24.6) 7 (10.8) 23 (17.7)
Brain Metastasis €

Yes 1 (1.5) 0 (0.0) 1 (0.8)
No 64 (98.5) 65 (100.0) 129 (99.2)
Bone Metastasis €

Yes 6 (9.2) 5 (7.7) 11 (8.5)
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No 59 (90.8) 60 (92.3) 119 (91.5)
Liver Metastasis €

Yes 11 (16.9) 8 (12.3) 19 (14.6)

No 54 (83.1) 57 (87.7) 111 (85.4)
Lung Metastasis €

Yes 24 (36.9) 22 (33.8) 46 (35.4)

No 41 (63.1) 43 (66.2) 84 (64.6)
Intra-abdominal Metastasis P €

Yes 21 (32.3) 25 (38.5) 46 (35.4)

No 44 (67.7) 40 (61.5) 84 (64.6)
Lymph node Metastasis €

Yes 41 (63.1) 34 (52.3) 75 (57.7)

No 24 (36.9) 31 (47.7) 55 (42.3)

C Lesion location as determined by investigator review.
Database Cutoff Date: 260CT2020

@ Region 1: Europe, USA, Canada, Australia, New Zealand, Israel; Region 2: Rest of World.

b Includes reported locations of colon, abdominal cavity, omentum, small intestine,
peritoneal cavity, and peritoneum. Does not include lymph nodes or other organs.

Source: [P775V01MK3475: adam-adsl]

Table 37: Study 309: Summary of Efficacy Results Based on BICR Assessment per RECIST 1.1
in dMMR Participants

Endpoint Lenvatinib +
Pembrolizumab TPC (Chemotherapy)
(N=65) (N=65)
PFS?
Median PFS, months (95% CI) 10.7 (5.6, NR) | 3.7 (3.1, 4.4)

HR (95% CI)b, p-value®

0.36 (0.23, 0.57), <0.0001

os?

Median OS, months (95% CI)

NR (NR, NR)

| 8.6 (5.5, 12.9)

HR (95% CI)P, p-value ©

0.37 (0.22, 0.62), <0.0001

ORR

Response Rate (%) (95% CI)

40.0 (28.0, 52.9)

| 12.3 (5.5, 22.8)

Difference in % vs. TPC (95% CI)9, p-value®

27.7 (12.9, 41.7), 0.0002

Abbreviations: BICR = blinded independent central review; CI = confidence interval; dMMR = mismatch repair

deficient; HR = hazard ratio; NR = not reached; OS = overall survival; PFS = progression-free survival;

RECIST 1.1 = Response Evaluation Criteria in Solid Tumors version 1.1; TPC = treatment physician’s choice of

doxorubicin or paclitaxel.

a
b
c

d

(5]

Progression-Free Survival (%)

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

One-sided p-value for testing. HO: difference in % = 0 versus H1: difference in % > 0.
Source: [Ref. 5.3.5.1: P775V01MK3475: Table 11-24, 11-25, 11-26].
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Figure 21: Kaplan-Meier Estimates of PFS Based on BICR Assessment per RECIST 1.1 (Primary
Censoring Rule) and OS in dMMR Participants (ITT Population)

Table 38: Study 309: Summary of Efficacy Results for the Lenvatinib + Pembrolizumab Group:
Endometrial Carcinoma All-Comer Population, pMMR Population and dMMR Population

Lenvatinib + Pembrolizumab
All-Comer Population pMMR Population dMMR Population
Endpoint (N=411) (N=346) (N=65)
Overall Survival
Median  0S?, months 18.3 17.4 NR
(95% CI) (15.2, 20.5) (14.2, 19.9) (NR, NR)
Progression Free Survival (BICR Assessment per RECIST 1.1)
Median PFS?, months 7.2 6.6 10.7
(95% CI) (5.7, 7.6) (5.6, 7.4) (5.6, NR)
Objective Response Rate (BICR Assessment per RECIST 1.1)
% (95% CI) 31.9 30.3 40.0
(27.4, 36.6) (25.5, 35.5) (28.0, 52.9)

CR, n (%) 27 (6.6) 18 (5.2) 9 (13.8)

(95% CI) (4.4,9.9) (3.1,8.1) (6.5, 24.7)
Median Duration of N=131 N=105 N=26
Response months 14.4 9.2 NR
(range) (1.6+ - 23.7+4) (1.6+ - 23.74) (2.1+ - 20.4+)

BICR = blinded independent central review; CI = confidence interval; CR = complete response; dMMR = mismatch
repair deficient; ECOG = Eastern Cooperative Oncology Group; NR = not reached; ORR = objective response rate;
OS = overall survival; PFS = progression-free survival; pMMR = mismatch repair proficient; RECIST = Response
Evaluation Criteria in Solid Tumors version; TPC = treatment of physician’s choice.

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

Data cutoff: 26-0OCT-2020. Source: [P775V01MK3475: adam-adsl; adtte; adrs].

Subsequent Systemic Anti-Cancer Treatment

For all randomised patients, 28% patients in the lenvatinib plus pembrolizumab group and 48%
patients in the TPC group received at least 1 subsequent systemic anticancer therapy. 7.7% patients
(n=32) in the TPC group switched to lenvatinib and pembrolizumab afterwards. Compared with the
lenvatinib and pembrolizumab group, more patients in TPC group switched to the subsequent PD 1/PD
L1 checkpoint and VEGF/ VEGFR inhibition treatment (PD 1/PD L1 checkpoint: 12.7% patients (n=53)
vs 1.0% patients (n=4), VEGF/VEGFR inhibitor: 11.1% patients (n=46) VS 2.4% patient (n=10)). Of
note, 2 patients in the lenvatinib plus pembrolizumab group received subsequent oncologic surgeries
compared with 13 cases in TPC group. A total of 82 patients (9.9%) received subsequent radiation,
including 27 case in combination treatment group (6.6%) and 55 cases in TPC (13.2%). In pMMR
patients, the similar differences on the subsequent systemic treatment were observed.

Assessment report

EMA/CHMP/618201/2021 Page 67/154



Ancillary analyses

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 39: Summary of Efficacy for trial 309/KEYNOTE-775

Title: A Multicenter, Open-label, Randomized, Phase 3 Trial to Compare the Efficacy and
Safety of Lenvatinib in Combination with Pembrolizumab Versus Treatment of Physician’s
Choice in Participants with Advanced Endometrial Cancer

Study identifier

P775V01MK3475 (IND: 118808 EudraCT number: 2017- 004387-35; NCT

number: 03517449)

Design Phase 3, two-arm, multicenter, open-label, randomized, controlled study
Duration of main phase: Enrollment started on 11-JUN-2018; Data cut
off: 26-0OCT-2020. Study ongoing.
Duration of run-in phase: not applicable
Duration of extension phase: .
not applicable
Hypothesis Superiority

Treatments groups

Lenvatinib + Pembrolizumab

Lenvatinib 20 mg orally (PO) once daily (QD)
plus pembrolizumab 200 mg intravenously (1V)

N=411 every 3 weeks (Q3W)
TPC Doxorubicin 60 mg/m?2 IV Q3W or
N=416 Paclitaxel 80 mg/m? IV every week, 3 weeks

on/1 week off

Endpoints and
definitions

Dual Primary PFS
endpoint

PFS, defined as the time from date of
randomization to the date of the first
documentation of disease progression, as
determined by BICR per RECIST 1.1, or death
from any cause (whichever occurred first).

Dual Primary 0s
Endpoint

0OS, defined as the time from date of
randomization to date of death from any
cause.

Secondary ORR ORR, defined as the proportion of participants
who have best overall response of either CR or
PR, as determined by BICR per RECIST 1.1.
Database lock 20-NOV-2020

Results and Analysis

Analysis description

Primary Analysis (Interim Analysis 1)

Analysis population
and time point
description

Descriptive statistics
and estimate
variability

Intent-to-treat (ITT) population

ITT Population — All Randomised

Treatment group Lenvatinib +

Pembrolizumab TPC
Number of subjects 411 416
PFS median (months) 7.2 3.8
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Effect estimate per
comparison

95% CI 5.7,7.6 3.6, 4.2
0OS median (months) 18.3 11.4
95% CI 15.2, 20.5 10.5, 12.9
ORR (%) 31.9 14.7
95% CI 27.4, 36.6 11.4, 18.4
PFS (p_rimary Comparison groups Lenvatinib + Pembrolizumab
endpoint) TPC
HR 0.56
95% CI 0.47, 0.66
P-value* <0.0001
0s (pr.imary Comparison groups Lenvatinib + Pembrolizumab
endpoint) TPC
HR 0.62
95% CI 0.51, 0.75
P-value* <0.0001

ORR (secondary
endpoint)

Comparison groups

Lenvatinib + Pembrolizumab

TPC
ORR (%) 17.2
95% CI 11.5, 22.9
P-value* <0.0001
Descriptive statistics ITT Population - pMMR
and estimate —
variability Treatment group Lenvatinib + TPC
Pembrolizumab
Number of subjects 346 351
PFS median (months) 6.6 3.8
95% CI 5.6,7.4 3.6, 5.0
0OS median (months) 17.4 12.0
95% CI 14.2, 19.9 10.8, 13.3
ORR (%) 30.3 15.1
95% CI 25.5, 35.5 11.5, 19.3
Effect estimate per PFS (primary Comparison groups Lenvatinib + Pembrolizumab
comparison endpoint) TPC
HR 0.60
95% CI 0.50, 0.72
P-value* <0.0001
OS (primary Comparison groups Lenvatinib + Pembrolizumab
endpoint) TPC
HR 0.68
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95% CI 0.56, 0.84
P-value <0.0001
ORR (secondary Comparison groups Lenvatinib + Pembrolizumab
endpoint) TPC
ORR (%) 15.2
95% CI 9.1,21.4
P-value* <0.0001
Analysis description |Subgroup Analysis -dMMR Participants (ITT Population)
Descriptive statistics |Treatment group Lenvatinib + TPC
and_ estimate Pembrolizumab
variability Number of subjects 65 65
PFS median (months) 10.7 3.7
95% CI 5.6, Not reached (NR) 3,14.4
0OS median (months) NR 8.6
95% CI NR, NR 5.5,12.9
ORR (%) 40.0 12.3
95% CI 28.0, 52.9 5.5,22.8
Effect e_stimate per PFS Comparison groups Lenvatinib + Pembrolizumab
comparison TPC
HR 0.36
95% CI 0.23, 0.57
P-value* <0.0001
oS Comparison groups Lenvatinib + Pembrolizumab
TPC
HR 0.37
95% CI 0.22, 0.62
P-value* <0.0001
ORR Comparison groups Lenvatinib + Pembrolizumab
TPC
ORR (%) 27.7
95% CI 12.9,41.7
P-value* 0.0002

* All p-values are one-sided

Supportive study(ies)

Data from Study 204, KEYNOTE-028, and KEYNOTE-158 are provided to demonstrate the individual
contributions of lenvatinib and pembrolizumab to that of the combination.
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Table 40: Summary of Study Designs of Clinical Studies

tumors, including endometrial
carcinoma regardless of PD-L1
expression, which had progressed
after standard of care therapy.

Study Design Number of Data Cutoff Date
Participants

Study Phase 2, global, open-label, single- N=133 21-MAY-2012
E7080- arm study of lenvatinib monotherapy | MMR status not
G000-204 in participants with advanced determined
CSR endometrial carcinoma and PD after

first-line platinum-based

chemotherapy.
KEYNOTE- Phase 2 multicohort, multicenter, Cohort D: N=107 06-DEC-2018
158 open-label, study of pembrolizumab pMMR: n=90
CSR monotherapy in participants with dMMR: n=11

multiple types of advanced solid Unknown: n=6

tumors, including endometrial Cohort K: N=79 dMMR

carcinoma regardless of PD-L1

expression, which had progressed

after standard of care therapy.
KEYNOTE- Phase 1b multicohort, multicenter, N=24 23-JAN-2019
028 open-label study of pembrolizumab pMMR: n=18
CSR monotherapy in participants with dMMR: n=1

PD-L1 positive advanced solid Unknown: n=5

tumors, including endometrial

carcinoma.
KEYNOTE- Phase 2 multicohort, multicenter, N=79 dMMR with =6 Updated dMMR
158 open-label, study of pembrolizumab months of follow up. statistical
Statistical monotherapy in participants with analysis:
Report multiple types of advanced solid 05-0CT-2020

Cohort D dMMR: n=11
Cohort K dMMR: n=68

Abbreviations: dMMR = mismatch repair deficient; MMR = mismatch repair; MSI-H = microsatellite
instability-high; PD = progressive disease; PD-L1= programmed cell death ligand 1; pMMR =
mismatch repair proficient; TPC = treatment physician "s choice of doxorubicin or paclitaxel.
Source: [Ref. 5.3.5.2: PE204V01: Table 8]) [Ref. 5.3.5.2: P158V05MK3475: Table 14.1-13] [Ref.
5.3.5.2: P028V06MK3475: Table 10-3] [Ref. 5.3.5.2: P158MK3475ENDO: Table 4-5].
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Table 41: Key Baseline Characteristics Across Study 309/KEYNOTE-775 and Monotherapy

Studies
309/KEYNOT EYNOTE-158
E-775 309/KEYNOT KEYNOTE-15 dMMR/ KEYNOTE-
pMMR E-775 2042 pPMMR/MSSP MSI-H¢ 028
(N=346) dMMR (N=65) (N=133) (N=90) (N=79) (N=24)
Age (year)
Median 65.0 64.0 . 62.0] » 63.0 64.0 67.0
Min, Max 30 to 82 38 to 81 . 38, e 41, o 42 34, 87
80 80 to 86
Sex, n (%)
Female 346 (100.0) | 65 (100.0) . 133 o 90 | e 79 24 (100.0)
(100.0) (100.0) (100)
Race, n (%)
. White . 220] 41 [ 112] 67 17 (70.8)
(63.6) (63.1) (84.2) (74.4) 68 (86.1)
. Black or African| e 15 . 2 . 10 . 9 1(4.2)
American (4.3) (3.1) (7.5) (10.0) 3 (3.8) )
. Asian . 74 . 11 . 6 . 14 3 (12.5)
(21.4) (16.9) (4.5) (15.6) 4 (5.1)
. American Indian| e 4 . 0 . 1 . 0 0
or Alaska Native (1.2) (0.8) 1(1.3)
. A NativefHawaiian . 1 . 2
or Other Pacific . 0 . 0 . 0 0
Islander (0.3) (1.5)
Other . 2 . 0 0
3 (0.9) 4 (6.2) (1.5) 2 (2.5)
Missing . NA . 0 3 (12.5)
29 (8.4) 7 (10.8) 1(1.3)
ECOG PS at Baseline
0 212 (61.3) 34 (52.3) . 50 . 43 7 (29.2)
(37.6) (47.8) 31 (39.2)
1 133 (38.4) 31 (47.7) . 71 . 47 17 (70.8)
(53.4) (52.2) 48 (60.8)
2 NA 0 . 12 . NA . 0 NA
(9.0)
3 1 (0.3)¢ 0 . NA | o NA[ 0 NA
MMR/MSI-H Status, n (%
pMMR 346 (100) 0 . NC . 90 | o NA 18 (75.0)
(100)
dMMR NA 65 (100) . NC | e NA | o 79 1(4.2)
(100)
Missing 0 NA . NC . 0 . NA 5 (20.8)
(0)
Number of prior anticancer medication regimens, n (%)
1 244 (70.5) NA . 132 | o 26 | o 38 7 (29.2)
(99.2) (28.9) (48.1)
2 92 (26.6) NA . 1 . 21| o 19 6 (25.0)
(0.8) (23.3) (24.1)
>3 10 (2.9) NA . 0 . 43 | 22 11 (45.8)
(47.8) (27.8)
PD-L1 status, n (%)
Positive NC NC . NC . 56 24 (100.0)
(62.2) 17 (21.5)
Negative NC NC . NC . 32 NA
(35.6) 6 (7.6)
NA/NE NC NC . NC . 2 . 56 NA
(2.2) (70.9)

Abbreviations: dMMR = mismatch repair deficient; ECOG PS = Eastern Cooperative Oncology Group performance
status; MMR = mismatch repair; MSI-H = microsatellite instability-high; MSS = microsatellite stable; NA = not

applicable/available; NC = not collected; NE = not evaluable; PD-L1 = programmed death ligand 1;
pMMR = mismatch repair proficient.

In Study 204, MMR status in participants was not assessed.
Data cutoff date: 06-OCT-2018.
Data cutoff date: 05-OCT-2020.
This participant was enrolled in error.

f

g
h

i
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Source: Study 309/KEYNOTE-775: [Ref. 5.3.5.1: P775V01MK3475: Table 10-6, 11-23, 14.2-19]; Study 204: [Ref.
5.3.5.2: PE204V01: Table 10, 12] ; KEYNOTE-158 (data cutoff date: 06-OCT-2018): [Ref. 5.3.5.2:
P158V05MK3475: Table 14.1-13]; KEYNOTE-158 (data cutoff date: 05-OCT-2020): [Ref. 5.3.5.2:
P158MK3475ENDO: Table 4-5]; KEYNOTE-028: [Ref. 5.3.5.2: P028V06MK3475: Table 10-3].
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Table 42: Summary of Efficacy Results in Subjects with pMMR Endometrial Carcinoma in
Study 309/KEYNOTE-775 and KEYNOTE-158, and in All Subjects in Study 204 and KEYNOTE-
028

Study ini Pembrolizumab Monothera
309/KEYNOTE-775 Lenvatinib Py
Parameters Combinati Monotherapy
ombination Study-204° KEYNOTE-028¢ KEYNOTE158
Therapy?
Lenvatinib Lenvatinib . .
Therapy +Pembrolizumab (24 mg) Pembrolizumab Pembrolizumab
. . PD after . PD-L1+ Advanced Advanced EC
. =1 previous systemic 1 prior systemic - : ) .
Population . EC with 21 previous |=1 previous systemic
therapy platinum-based systemic thera thera
chemotherapy Y Py Py
No. of subjects pMMR _ _ pMMR¢
(N=346) (N=133) (N=24) (N=90)
Median OS 17.4 10.6 13.6 10.1
(months) (95% CI) (14.2, 19.9) (8.9, 14.9) (2.2, 25.2) (7.7, 14.9)
Median PFS 6.6 5.6 1.8 2.1
(months), (95% CI) (5.6, 7.4) (3.7, 6.3) (1.6, 2.7) (2.1, 2.2)
30.3 14.3 9.5 7.8
o) 0,
ORR (%) (95% CI) (25.5, 35.5) (8.8, 21.4) (1.2, 30.4) (3.2, 15.4)
CR n (%) 18 (5.2) 1(0.8) 1(4.8) 0 (0.0)
Median DOR 9.2 7.2 NR NR
(months), (range) (1.6+ - 23.74) (4.5 to NE)
DOR = duration of response; NE = not estimable; NR = not reached; ORR = objective response rate; OS = overall survival; PD =
progressive disease; PFS = progression-free survival; pMMR = mismatch repair proficient; TPC = treatment of physician’s choice.
a: Data cutoff date: 26-OCT-2020.
b: Data cutoff date: 21-MAY-2012 (for primary analysis); 6 Nov 2012 for OS in Study 204 (based on the updated analysis of OS,
6 months after the cutoff for the primary analysis). In Study 204, subjects were not assessed for MMR status.
c: Data cutoff date: 23-JAN-2019. For KEYNOTE-028, all subjects are included (pMMR n+18; dMMR n=1; unknown n=5)
d: Data cutoff date: 06-DEC-2018.
Source: Module 2.5.
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Table 43: Summary of Efficacy Results in Subjects with dMMR Endometrial Carcinoma in
Study 309 and KEYNOTE-158, and in All Subjects in Study 204 and KEYNOTE-028

Study Study KEYNOTE158 KEYNOTE158
309/KEYNOTE- | 309/KEYNOTE- | Pembrolizumab | Pembrolizumab
Parameters 775° 7752 Monotherapy Monotherapy
Combination TPC (data cutoff date: | (data cutoff date:
Therapy (Chemotherapy) | 06-DEC-2018) 05-0CT-2020)
No. of participants MSI-H/dMMR MSI-H/dMMR MSI-H/dMMR MSI-H/dMMR
- Of particip (N = 65) (N = 65) (N = 49) (N = 79)
ORR, (%) (95% CI) 40.0 (28.0,52.9) | 12.3 (5.5, 22.8) 57.1 (42.2,71.2) | 48.1 (36.7, 59.6)
CR, n (%) 9 (13.8) 2 (3.1) 8 (16.3) 11 (13.9)
PR, n (%) 17 (26.2) 6 (9.2) 20 (40.8) 27 (34.2)
) n=26° n=8° n=28"°
DOR (months) Median n=38°
R NR (2.1+ - 4.1 (1.9+ - NR (2.9, 27.0+) ) c
(Range: min, max) 20.4+) 15.6+) NR (2.9 - 49.7+)
Median PFS (months)
(95% CI) 10.7 (5.6, NR) 3.7 (3.1, 4.4) 25.7 (4.9, NE) 13.1 (4.3, 34.4)
Median OS (months)
(95% CI) NR (NR, NR) 8.6 (5.5, 12.9) NR (27.2, NE) NR (27.2, NR)
Follow-up duration
(months) median 13.5 (0.4, 25.1) 8.8 (1.0, 23.8) 24.4 (0.5, 34.2) 16.5 (0.5, 56.1)
(range)

Abbreviations: CI = confidence interval; CR = complete response; dMMR = mismatch repair deficient; DOR = duration of response;
max = maximum; min = minimum; MSI-H = microsatellite instability-high; NE = not evaluable; NR = not reached; ORR = objective
response rate; OS = overall survival; PFS = progression-free survival; PR = partial response; TPC = treatment of physician’s choice.

J Data cutoff date: 26-0CT-2020.
k

1

Number of participants with responses.

"+" indicates there is no progressive disease by the time of last disease assessment.

2.4.3. Discussion on clinical efficacy

Design and conduct of clinical studies

Dose response study

The lenvatinib dose of 20 mg QD used in combination with pembrolizumab 200 mg Q3W in treating
advanced EC was established in a Phase 1b/2 Study E7080-A001-111/KEYNOTE-146. In the dose-finding
phase, 3 subjects received 24 mg QD of lenvatinib (i.e. the recommended monotherapy dose in DTC)
however due to DLT (G3 arthralgia and G3 fatigue) the dose was de-escalated to 20 mg QD, no further
DLT were observed and this was considered the RP2D. Pembrolizumab was used only at its recommended
dose of 200 mg /Q3W. In the KEYNOTE-775, approximately 66% of subjects had to reduce the dose of
lenvatinib due to side effect.

Pivotal study

This application is based on the results of a single pivotal phase 3 trial Study 309/KEYNOTE-775.

The open-label design is not optimal, though understood in the context of the differences of treatment
in the two arms and different toxicities. The blinded review of images to determine ORR and PFS is
endorsed. In the control arm more patients did not receive the treatment they were randomized to and
more patients discontinued therapy due to subject or physician’s decision.

780 participants were planned to be randomized, and a total of 827 participants were actually enrolled
in this study (697 pMMR and 130 dMMR).
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The number of OS and PFS events at each respective final analyses has increased (in particular PFS)
with the last protocol amendment 7 compared to the original protocol and prior amendments, which
were mainly related to the additional follow-up.

The total family-wise error rate (Type-I error) among the 2 primary PFS and OS analyses, ORR analysis,
and for pMMR and all-comer participants was controlled at one-sided 0.025 level. Doxorubicin and
paclitaxel were still regarded as valid second-line treatment options after platinum-based first-line
treatment of endometrial cancer during the scientific advice.

In this study, all patients were first stratified by MMR status, then only within the pMMR stratum,
participants were further stratified with 3 stratification factors, according to ECOG performance status
(0 or 1), geographic region (Region 1 [Europe, US, Canada, Australia, New Zealand, and Israel] or Region
2 [rest of the world]), and prior history of pelvic radiation (yes or no), which were considered important
prognostic factors for this study population.

Either lenvatinib in combination with pembrolizumab or TPC chemotherapy were used in patients who
have disease progression after prior systemic therapy, and are not eligible for curative surgery or
radiation. More precisely, per the inclusion criterion 3, the eligible patients should have previously
been treated with a total of 1 or 2 prior systemic, platinum-based chemotherapy regimens for EC
(including up to one prior line of chemotherapy in adjuvant and/or neoadjuvant setting), which is
currently considered the standard first-line treatment in EC and received nearly by all patients.
Therefore, the indication was modified in order to specify the use of prior platinum-based therapy and
add “recurrent” to the wording in the Lenvima SmPC section 4.1.

Approximately 35% of subjects in both arms received study treatment as first line for
advanced/metastatic setting, after relapse to platinum-based chemotherapy received as (neo)adjuvant
therapy. This population appear balanced between the two arms regarding platinum-free interval (PFI),
with overall few patients with PFI>12 months, as expected. Benefit of lenvatinib + pembrolizumab as
compared to standard chemotherapy is retained also in patients treated in first line.

Only patients with ECOG performance status 0 or 1 were enrolled in this trial. The exclusion of patients
with ECOG =2 from clinical studies (except for thyroid carcinoma) is mentioned in section 4.4 of the
SmPC. In the description of Study 309- KEYNOTE-775 study in section 5.1 of the SmPC the baseline
ECOG is reported as "ECOG PS of 0 (59%) or 1 (41%)”. The combination may be used also in less fit
patients based on physician’s judgment thanks to the manageable safety profile of the treatment.

In terms of the prior treatments, the lenvatinib plus pembrolizumab and TPC groups were comparable
for all reported prior therapies used for EC including the pMMR population. Per inclusion criteria, there
was no restriction regarding prior hormonal therapy. The use of prior hormonal therapy was low in
both all-comer participants (9.7%) and pMMR participants (9.3%) and generally comparable between
the 2 treatment groups.

Despite both doxorubicin and paclitaxel were deemed as prevailing treatment options after platinum-
based first-line treatment of endometrial cancer, heterogeneity within this control group due to
different objective response to advanced EC in the second line is of concern. Less than 30% of subjects
in the control arm received paclitaxel (both in the ITT as well as in the pMMR population). For patients
in the control arm receiving paclitaxel outcome is similar regardless whether they have received
paclitaxel previously.

When analyzed by chemotherapy chosen prior to randomization for all randomized participant, an
advantage of the lenvatinib + pembrolizumab combination is maintained vs each control chemotherapy
paclitaxel and doxorubicin, with the exception of a modestly shorter OS for patients treated with
lenvatinib and pembrolizumab compared with participants treated with paclitaxel. However, the

Assessment report
EMA/CHMP/618201/2021 Page 76/154



performance of patients treated with doxorubicin in the control arm appear unexpectedly inferior to
patients who received paclitaxel. Considering the number of patients who received paclitaxel is limited,
no definitive conclusion could be drawn on it.

Efficacy data and additional analyses

At the data cut-off date of 26 October 2020, within all 827 randomised patients, 411 patients received
lenvatinib plus pembrolizumab and 416 received TPC. The results of the Interim Analysis 1 (i.e. final
for PFS, interim for OS) were provided. The median duration of follow up in the overall population of
11.4 months (range 0.3, 26.9).

Baseline characteristics

The baseline characteristics was generally well balanced between the 2 arms in unselected patients.
Median age (range) is 65.0 years (65.0 years in lenvatinib plus pembrolizumab arm and 66.0 years in
TPC arm, respectively). Most patients (about 60%) are white, one fifth are Asian, and more than half
patients had an ECOG performance status of 0 in both treatment groups. No differences on the
distribution of metastatic lesions were found. Similar prior anti-cancer therapies were given between
groups.

A biomarker-defined patient population (negative selection) represents 84.3% of the all-comers
population. 697 patients (346 in Lenvatinib plus pembrolizumab and 351 in TPC arm) had a pMMR
tumour, while the remaining patients had dMMR tumours defined by a biomarker assay. Similarly,
there were no notable differences in the baseline characteristics between two arms in pMMR and dMMR
patients.

In total, all randomised 827 patients were included as ITT population for primary analysis (411 in
Lenvatinib plus pembrolizumab group and 416 in TPC group), 697 patients were analysed as pMMR ITT
population.

As histology is a prognostic factor, the available data on histology (endometrioid/non endometrioid)
were provided in all the populations in Study 309/KEYNOTE-775 and supportive studies. Most
participants were enrolled with an endometrioid histology. No relevant differences are seen in histology
(endometrioid vs non endometrioid). In the dMMR population of KEYNOTE-775 study, most of the
subjects have also endometrioid histology, which is in line with the characteristics of dMMR EC.

Primary endpoint

At the time of data cut-off date (26 October 2020), the median follow-up duration was about 11
months in each treatment group. In lenvatinib plus pembrolizumab group, 184 (44.8%) deaths were
observed among 406 treated patients. In TPC group, 236 deaths (56.7%) were observed in 388
treated patients. Overall, 124 patients (30.5%) in the combination treatment group and 10 (2.6%) in
TPC group continued the study treatment.

For all randomised patients, a gain of 3.4 months (7.2 months vs 3.8 months) in median PFS by BICR
was shown in patients treated with lenvatinib plus pembrolizumab compared with TPC, with HR of 0.56
(95% CI: 0.47, 0.66; p<0.0001, one-sided).

An alike proportion of patients in both arms had PD due to progression of a target or non-target lesion,
or developing new lesions. Overall, 101 (24.6%) patients in the combination therapy group vs 35
(8.4%) patients in the TPC group were progression-free at the time of analysis.

Both PFS rates over time and the shape of KM curves for PFS indicated the superiority in PFS outcome
in lenvatinib plus pembrolizumab over TPC. The effect was maintained throughout the duration of the
evaluation period in all randomised patients.
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The efficacy results for the TPC arm (doxorubicin and paclitaxel) in the all-comers population are
consistent with those from other randomized Phase 3 studies in a similar treatment setting.

The results for the PFS by investigator assessment (HR 0.56; 95% CI 0.47 to 0.66; p<0.0001, one
sided; median PFS 7.3 months vs 4.2 months for Lenvatinib plus pembrolizumab vs TPC, respectively)
were consistent with the PFS analysis by BICR. The median PFS based on investigator assessment per
iRECIST in the lenvatinib plus pembrolizumab group was substantially longer than that of TPC group
(10.3 months vs 5.6 months, HR 0.56, 95% CI 0.39 to 0.57 p<0.0001, one-sided). Both sensitivity
analyses support primary analysis. The rate of agreement between INV and BICR was approximately
80-85%.

The median OS in the lenvatinib plus pembrolizumab group was 18.3 months, indicating an
improvement compared the median OS in TPC group of 11.4 months, HR of 0.62 (95% CI: 0.51, 0.75;
p<0.0001, one-sided). However, OS analysis is not mature yet as in lenvatinib plus pembrolizumab
and TPC groups, 44.8% and 56.7% maturity was reported, respectively.

In the pMMR population, a statistically significant improvement in median PFS by BICR was shown for
the lenvatinib plus pembrolizumab treatment compared with TPC (median PFS of 6.6 months vs 3.8
months, HR of 0.60 (95% CI: 0.50, 0.72; p<0.0001, one-sided). The favouring trend of the PFS rates
over time and KM curves supported better efficacy of lenvatinib plus pembrolizumab over TPC
consistently throughout the duration of the evaluation period. The results from both sensitivity analyses
with a different set of censoring rules supported the robustness of PFS results in pMMR population.

Even though the median OS improvement was found in the lenvatinib plus pembrolizumab group over
TPC in all comers and in the pMMR population, OS data is not fully mature yet and this limits the efficacy
estimation at this moment. The MAH is recommended to submit the results from the final OS analysis in
the overall population and by MMR biomarker by Q4 2022.

The significant superiority in terms of PFS and OS is maintained after multiplicity correction in all
randomised patients and pMMR subgroup.

The subsequent treatment after progression, especially PD-1/PD-L1 checkpoint inhibitors and/ or VEGF/
VEGFR inhibitors use, has to be considered as a confounding factor for the long-term survival data
analysis. Despite more patients in TPC group received the subsequent systemic treatment (including PD-
1/PD-L1 checkpoint and VEGF/ VEGFR inhibition) compared with the combination treatment group, the
improved outcomes for OS in the lenvatinib plus pembrolizumab group compared with the TPC group
were still observed.

Approximately 30% of subjects in the pembrolizumab + lenvatinib arm received treatment beyond
RECIST 1.1-defined and investigator assessed disease progression for a median of 2.8 months, compared
to <5% in the control arm who continued chemotherapy for a median of 1.7 months. This difference is
not unexpected, as indicated in the Keytruda SmPC "It is recommended to continue treatment for
clinically stable patients with initial evidence of disease progression until disease progression is
confirmed.”

Efficacy data in patients who continued treatment with lenvatinib and/or pembrolizumab beyond RECIST
1.1 disease progression were consistent with the primary analysis, raising no concern. However, the
number of participants in the TPC arm who continued treatment with chemotherapy beyond disease
progression by Investigator Assessment (n=16) is small and thus a meaningful analysis cannot be
performed.

Among patients discontinuing due to AE, subsequent therapies were administered less frequently after
lenvatinib + pembrolizumab compared to patients in the control arm (23.3% vs 39.4%). There is
insufficient data to determine why participants did not start subsequent systemic anticancer therapy
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following discontinuation of study treatment due to AE, as well as limited information on subsequent
anticancer therapies may have been available for participants who discontinued study treatment due to
an AE and then withdrew consent from further participation in the study.

Time from discontinuation due to AE to disease progression was shorter in the lenvatinib +
pembrolizumab arm than in the control arm, however the outcome in terms of OS and PFS of patients
who discontinued treatment due to AE in the two arms appear similar.

Secondary endpoints
The results of secondary endpoints generally support the PFS and OS results.

In all randomised patients, ORR was 31.9% in the lenvatinib plus pembrolizumab group and 14.7% in
the TPC group respectively, with an estimated difference of 17.2% (95% CI: 11.5, 22.9; p<0.0001).
For pMMR patients, ORR was 30.3% in the lenvatinib plus pembrolizumab group and 15.1% in the TPC
group respectively, with an estimated difference of 15.2% (95% CI: 9.1, 21.4.7; p<0.0001). ORR
results supported the relevant results on PFS and OS favouring lenvatinib plus pembrolizumab
treatment.

Exploratory Endpoints

For all randomised patients, the median TTR in both treatment groups are the same: 2.1 months;
however in pMMR population, the median TTR for doxorubicin-treated patients is longer at 3.6 vs 2.1
months in the all comers. These data should be interpreted with caution due to the limited number of
responding patients for whom TTR is calculated.

For other endpoints, lenvatinib plus pembrolizumab treatment prolonged median DOR, DCR, CBR and
PFS2 relative to TPC.

Patient reported outcomes (PRO)

The main PRO variable for HRQoL analysis was Global HRQoL score (global health status/QoL) of the
EORTC QLQ-C30 reviewed as a secondary endpoint. EORTC QLQ-C30 physical functioning score, EORTC
QLQ EN24 urological symptoms score, and EuroQolL EQ-5D-5L VAS score were exploratory endpoints.

In both all randomised patients and pMMR population, comparable score change from baseline to week
12 for EORTC-QLQ-C30 GHS/QoL scale was informative to ensure a similar impact on quality of life for
both lenvatinib plus pembrolizumab and TPC groups.

The overall compliance rates for the QLQ-C30 were high in both treatment arms up to 12 weeks. The
treatment arms were balanced in terms of baseline scores. Within the all-comers population, the adjusted
mean change from baseline in EORTC QLQ-C30 global HRQoL score at week 12 was -5.97 in the
combination treatment group (386 evaluable patients) and -6.98 in TPC group (363 evaluable patients),
with a corresponding estimated difference of LS mean score change from baseline between two
treatment groups at Week 12 was (1.01 points; 95% CI: -2.28, 4.31, p=0.5460).

In pMMR population, there was also no significant difference observed in LS mean score change from
baseline between two treatment groups at Week 12 was (1.16 points; 95% CI: -2.49, 4.81, p=0.5316).

EORTC QLQ-30 physical functioning scores and EQ-5D-5L VAS scores decreased slightly in both the
lenvatinib plus pembrolizumab group and TPC group and were generally similar between the 2 groups
during the evaluation period EORTC QLQ-EN24 urological symptoms scores were maintained over time
and were also generally similar between two treatment groups.

In conclusion, no major differences are seen between arms in the PRO. However, PRO data in the context
of an open-label study should be interpreted with caution.
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Subgroup analyses

In the subgroup analyses for all randomised patients and pMMR population, the treatment benefit for
PFS and OS for lenvatinib plus pembrolizumab compared with TPC is generally consistent across the
major subgroups. There is a sign that non-white patients and the patients who have received more
than one line previous systemic therapies are less likely to benefit from lenvatinib plus pembrolizumab
treatment over TPC, but the number of patients is limited to draw any firm conclusion.

dMMR

In Study 309/KEYNOTE-775, dMMR participants represent a relatively small subset of the all-comers
population, reflecting its low prevalence in clinical practice. Despite the upper 95% CI for the PFS and
OS are still not reached at time of data cutoff date, the currently available data indicated PFS and OS
benefit, similarly to both ITT populations.

The median follow-up duration was 13.5 months in the lenvatinib plus pembrolizumab group and 8.8
months in the TPC group. In dMMR patients, the median PFS in the lenvatinib plus pembrolizumab
group was 10.7 months compared with 3.7 months in the TPC group, HR 0.36 (0.23, 0.57), p<0.0001.
The median OS in the lenvatinib plus pembrolizumab group was not reached compared to 8.6 months
in the TPC group, HR 0.37 (0.22, 0.62) p<0.0001.

The improved ORR (per RECIST 1.1 by BICR) was observed in the lenvatinib plus pembrolizumab group
(40.0%) compared with 12.3% for the TPC group, with an estimated difference of 27.7% (95% CI: 12.9,
41.7; nominal p=0.0002).

The median DOR assessed by BICR was not reached as of the IA1 data cutoff date in the lenvatinib plus
pembrolizumab group and was 4.1 months in the TPC group. The median TTR (per RECIST 1.1 by BICR)
was 2.9 months in the lenvatinib plus pembrolizumab group and 1.9 months in the TPC group.

Determination of MSI/MMR status

Available tumour samples were tested centrally to determine tumour MSI status. Tumour MSI status
was determined by IHC. Tumour MMR status was determined using the Ventana MMR IHC assay.

All patients were assessed centrally for MMR status with IHC, using a clinical trial assay (CTA) of Roche
Tissue Diagnostics. All four MMR proteins (MLH1, MSH2, MSH6 and PMS2) were tested, as usually
recommended. Compared to MSI PCR results, its precision (repeatability and reproducibility) met the
acceptance criteria.

Additionally, if available, local testing results for both MSI and MMR status were also collected. Overall,
MSI/MMR status was derived based on central assessment if both central and local assessments results
were available, and then based on central MMR IHC testing if both MMR and MSI status were available.
If central testing results were not available, then local testing results were used to derive MSI and MMR
status. Similar to central testing, if both local MSI and MMR results were available, MMR results were
used to derive MSI/MMR status.

In the EC 2L+ Set, 104 of the 108 subjects submitted tumour samples (no tumour samples were obtained
from 4 subjects). Central testing results for MMR/MSI status were available for 97 subjects (7 samples
did not meet testing criteria). There were 86 Non-MSI-H/pMMR (45 Non-MSI-H and 41 pMMR) and 11
MSI-H/dMMR (6 MSI-H and 5 dMMR) tumours. Among the 86 Non-MSI-H/pMMR centrally tested samples,
12 samples were tested by both assay platforms, and the results were 100% concordant. Among the 11
subjects whose tumor MSI/MMR status was not available by central testing, 8 subjects (7 Non-MSI-H
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and 1 pMMR) had local testing results available, for a total of 94 Non-MSI-H/pMMR subjects defining the
EC 2L+ Set. For 3 subjects, there was no central or local MMR/MSI status available.

Among the 108 subjects in the EC 2L+ Set, 62 subjects (58 Non-MSI-H/pMMR and 4 MSI-H/dMMR) had
MMR/MSI local testing results available with a high concordance to central testing results (95%
concordance, n=59; 5% discordance, n=3). Among the 94 Non-MSI-H/pMMR subjects, 58 had local
testing results available with a high concordance to central testing results (96.6% concordance, n=56;
3.4% discordance n=2).

PD-L1 status was not assessed in Study 309/KEYNOTE-775.
Supportive study

The results from an ongoing phase 1b/2 E7080-A001-111/KEYNQOTE-146 trial in which a total of 108
patients received lenvatinib 20 mg QD plus pembrolizumab 200 mg Q3W as the second-Line or later line
treatment at stage II, whose results support the demonstration of the efficacy of combination treatment
activity in advanced EC.

Contribution of components within lenvatinib-pembrolizumab combination
The pivotal trial did not include the monotherapy arms and no direct comparative data are available.

Results from Study 204, KEYNOTE-158, and KEYNOTE-028 were provided in order to provide evidence
of the contribution of lenvatinib and pembrolizumab monotherapies to the efficacy of the combination.
KEYNOTE-158 is a phase 2 study of pembrolizumab monotherapy in participants with multiple types of
advanced solid tumors progressing after standard of care therapy. Efficacy results for a total of 79 dMMR
and 90 dMMR endometrial cancer patients have been provided, together with 24 subjects who received
pembrolizumab in the phase 1 study KEYNOTE-028. The evidence for lenvatinib monotherapy comes
from 133 patients treated within the phase II single arm Study-204, for whom however the MMR status
was not determined. The dose of lenvatinib used in Study-204 (24 mg OD) was higher than what was
used in the combination with pembrolizumab in KEYNOTE-775 (20 mg OD). On the contrary, the same
dose of pembrolizumab (200 mg Q3W) was used in KEYNOTE-775 and -158. When comparing the
baseline characteristics of the four studies, some differences are noted, most relevant being that patients
in KEYNOTE-775 have better performance status compared to patients enrolled in the supportive studies,
and that patients in the pembrolizumab monotherapy studies KEYNOTE-158 and -028 were more
pretreated. It cannot be excluded that this could have possibly improved the outcome of KEYNOTE-775
population with respect to subjects receiving monotherapy in the supportive studies. The lack of data on
PD-L1 expression in KEYNOTE-775 at this stage is a limit for data interpretation. The key efficacy results
of the combination and monotherapy studies are summarized below:

. The ORR for lenvatinib plus pembrolizumab in pMMR participants with advanced EC was higher
relative to what was observed for either lenvatinib monotherapy in Study 204 or pembrolizumab
monotherapy in KEYNOTE-028 and KEYNOTE-158. The lower bound of the 95% CI of the ORR for
lenvatinib plus pembrolizumab was greater than that of the observed point estimate for either lenvatinib
or pembrolizumab administered as monotherapy.

. The observed CR rate was higher in participants who received lenvatinib plus pembrolizumab
compared with those who received lenvatinib monotherapy in Study 204 or pembrolizumab monotherapy
in KEYNOTE-158 and KEYNOTE-028.

. Among responders, the median DOR for lenvatinib plus pembrolizumab in pMMR participants
with advanced EC was longer compared with lenvatinib monotherapy in Study 204. The median DOR
was not reached for participants with advanced EC who received pembrolizumab monotherapy in
KEYNOTE-158 and in KEYNOTE-028.
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. The median PFS for lenvatinib plus pembrolizumab in pMMR participants with advanced EC was
longer relative to what was observed for either lenvatinib monotherapy in Study 204 or pembrolizumab
monotherapy in KEYNOTE-028 and KEYNOTE-158.

. As of the cut-off date, the median OS for lenvatinib and pembrolizumab in pMMR participants
with advanced EC was longer relative to what was observed for either lenvatinib monotherapy in Study
204 or pembrolizumab monotherapy in KEYNOTE-028 and KEYNOTE-158.

In the pMMR subgroup, considering the ORR and PFS data reported in the supportive studies, and the
apparent limited activity of both pembrolizumab and lenvatinib as single agents in previously treated
advanced/metastatic endometrial cancer with pMMR based on single-arm data, the overall results seem
to support the hypothesis that each component is contributing to the treatment effect in the combination
regimen. The limit of cross-study comparison should be however noted. However, the limits of cross-
study comparison hamper the possibility to draw definitive conclusions. No meaningful conclusion can
be made with regards to OS, especially in view of some differences in baseline characteristics among
studies, as well as the difficulties in evaluating time-related endpoints in single-arm studies.

In conclusion, it is acknowledged that the combination of lenvatinib plus pembrolizumab showed
superiority to TPC with respect to PFS, OS and ORR for the treatment of dMMR participants in KEYNOTE-
775, although the dMMR subgroup was not formally tested. The cross-study comparison, acknowledging
its limitations, suggests that the activity of the pembrolizumab + lenvatinib combination is not
significantly different as compared to pembrolizumab alone in dMMR EC population. While the lack of
direct comparison of pembrolizumab monotherapy versus pembrolizumab and lenvatinib in 2L dMMR
endometrial cancer is a limitation in the dossier, this study has shown a substantial improvement in all
efficacy endpoints for pembrolizumab and lenvatinib against chemotherapy in dMMR endometrial cancer,
which is fully acknowledged.

2.4.4. Conclusions on the clinical efficacy

Study 309/KEYNOTE-775 study showed a statistically significant and clinically meaningful advantage in
OS and PFS of the combination pembrolizumab + lenvatinib as compared to standard chemotherapy
(doxorubicin or paclitaxel, TPC) in advanced endometrial cancer patients progressed to at least one prior
platinum-based therapy. Even though the median OS improvement was found in the lenvatinib plus
pembrolizumab group over TPC, OS data is not fully mature yet and this limits the efficacy estimation at
this moment. Therefore, the MAH is recommended to submit the results from the final OS analysis in
the overall population and by MMR biomarker (expected in Q4 2022).

ORR for the combination was not outstanding but was doubled compared to the standard treatment.
DOR, PFS2 and PFS sensitivity analyses further support the benefit of the combination.

2.5. Clinical safety

Introduction

Lenvima (Lenvatinib, Eisai) is already commercialized in monotherapy to treat differentiated
(papillary/follicular/Hurthle cell) thyroid carcinoma (DTC) and hepatocellular carcinoma (HCC).

The safety profile of lenvatinib is based on data from 452 DTC patients and 496 HCC patients; allowing
characterisation only of common adverse drug reactions in DTC and HCC patients.
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Keytruda (pembrolizumab, MSD) is already commercialized in monotherapy or in combination to treat
melanoma, Non-small cell lung carcinoma (NSCLC), Classical Hodgkin lymphoma (cHL), Urothelial
carcinoma, Head and neck squamous cell carcinoma (HNSCC), Renal cell carcinoma (RCC), and
Colorectal cancer (CRC).

Pembrolizumab is most commonly associated with immune-related adverse reactions. Most of these,
including severe reactions, resolved following initiation of appropriate medical therapy or withdrawal of
pembrolizumab.

The safety of pembrolizumab as monotherapy has been evaluated in 6,185 patients with advanced
melanoma, resected Stage III melanoma (adjuvant therapy), NSCLC, cHL, urothelial carcinoma, HNSCC,
or CRC across four doses (2 mg/kg every 3 weeks, 200 mg every 3 weeks, or 10 mg/kg every 2 or 3
weeks) in clinical studies.

In this patient population, the median observation time was 7.6 months (range: 1 day to 47 months)
and the most frequent adverse reactions with pembrolizumab were fatigue (32%), nausea (21%), and
diarrhoea (21%). The majority of adverse reactions reported for monotherapy were of Grades 1 or 2
severity. The most serious adverse reactions were immune-related adverse reactions and severe
infusion-related reactions.

The safety profile of oral lenvatinib (E7080) 20 mg QD in combination with IV pembrolizumab (MK-3475)
200 mg Q3W has been studied for the treatment of patients with advanced EC who have disease
progression following prior platinum-based systemic therapy.

The main safety results were provided from the pivotal, open-label, randomized Phase 3 study, Study
309/KEYNOTE-775 (KEYNOTE775). The safety profile of the combination of lenvatinib + pembrolizumab
is compared to Physician s Choice (doxorubicin or paclitaxel - TPC group).

Supportive data have been provided for comparison:

- Data from the non-Endometrial Carcinoma (EC) participants in Study 111/KEYNOTE-146 were selected
for the Lenvatinib in combination with Pembrolizumab Non-EC Safety Dataset.

- Data from the Lenvatinib Monotherapy Safety Dataset: includes all subjects who received at least one
dose of lenvatinib in E7080-G000-398, E7080-G000-303, EZ7080-G000-201, E7080-G000-204, E7080-
G000-703, E7080-G000-203, E7080-G000-205, E7080-G000-206, E7080-]1081-208, E7080-G000-209
and E7080-J081-105 (i.e. data from participants with various cancer including EC, with different data
cut-off).

- Data from the Pembrolizumab Monotherapy Reference Safety Dataset (RSD): includes all subjects who
received at least one dose of pembrolizumab in KEYNOTEOO1 Part B1, B2, B3, D, C, F1, F2, F3,
KEYNOTEOQO2 (original phase), KEYNOTEQO06, KEYNOTE010, KEYNOTEQ12 cohort B and B2, KEYNOTEQ13
cohort 3, KEYNOTE024, KEYNOTE040, KEYNOTEO042, KEYNOTE045, KEYNOTE048, KEYNOTEO052,
KEYNOTEO54, KEYNOTEQOS55 and KEYNOTEQ87 (i.e. data from participants with various cancer including
EC, with different data cut-off).

Analyses were conducted using the APaT population (all participants as treated) as of each study data
cut-off (Study 309/KEYNOTE-775: 26-OCT-2020; Study 111/KEYNOTE-146: 10-JAN-2019).
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Table 44: Summary of Clinical Safety Data Sets

Dataset Population Treatment Nume;l(:lﬂture n Nomenclature in Text
ables
Study N=406: Safety data from participants with advanced Lenvatinib (20 mg KN775 Lenvatinib plus
F09KEYNOTE-775 | endometrial carcinoma who had disease progression QD) + pembrolizumab | Lenvatinib + pembrolizumab group
combination following prior platinum-based systemic therapy, who (200 mg Q3W) Pembrolizumab2
lenvatinib + received combination treatment with lenvatinib +
pembrolizumab pembrolizumab in Study 309/ KEYNOTE-T75.
Study N=388: Safety data from participants with advanced Doxorubicin of KN775 Treatment | TPC group
F09KEYNOTE-775 | endometrial carcinoma who had disease progression paclitaxel Physician’s
chemotherapy following prior platinum-based systemic therapy. who Choice®
doxorubicin or received combination chemotherapy treatment with
paclitaxel doxorubicin and paclitaxel in Study 309/ KEYNOTE-775.
Combination N=230: Pooled safety data from participants with Lenvatinib (20 mg KN146 Lenvatinib and
lenvatinib + confirmed metastatic selected solid tumor types QD) + pembrolizumab | Lenvatinib + pembrolizumab non-EC
pembrolizumab - (excluding endometrial carcinoma) treated with the (200 mg Q3W) Pembrolizumab group
Nonendometrial lenvatinib + pembrolizumab combination in Study (Non-Endometrial
111/KEYNOTE-146 (NSCLC, predominantly clear cell Cancer)
RCC, urothelial carcinoma, squamous cell carcinoma of
the head and neck, or melanoma [excluding uveal
melanomal).
NOTE: endometrial cohort is excluded from this dataset
Lenvatinib N=1119: Pooled safety data from participants treated Lenvatinib Lenvatinib Lenvatinib monotherapy
monotherapy with lenvatimib monotherapy in 11 studies including monotherapy Monotherapy group
E7080-G000-201 (advanced thyroid cancers), E7080- (24 mg QD) Safety Dataset
G000-203 (malignant glioma), E7080-G000-204
(advanced endometrial carcinoma), ET080-G000-205
(RCC), E7080-G000-206 (advanced melanoma), E7080-
G000-209 (K1F5B-RET-translocations in NSCLC and
other cancers), E7080-G000-303 (DTC), ET080-G000-
398 (advanced DTC), ET080-G000-703 (advanced
NSCLC), ET080-J081-105 (advanced solid tumors), and
E7080-J081-208 (thyroid cancer).
Pembrolizumab N=5884: Pooled safety data from participants treated Pembrolizumab Pembrolizumab Pembrolizumab
monotherapy with pembrolizumab monotherapy, including all monotherapy Monotherapy monotherapy RSD
reference safety participants who received at least one dose of (2 mg/kg Q3W:; Reference Safety
pembrolizumab in KN001 Part B1. B2, B3, D, C, F1, F2, 10 me/ks OFW- Dataset®
F3. KN002 (original phase), KN006, KN010, KNO12 mglkg QIW.
cohort B and B2, KN013 cohort 3, KN024, KN040, 10 mg'kg Q3W;
EN042, KNO45, KN048, KN052, KN034, KNO35 and 200 mg Q3W)
KNO087.
Abbreviations: DTC=differentiated thyroid cancer; EC=endometrial carcinoma; [SS=Integrated Summary of Safety; N=number; NSCLC=non-small cell lung
cancer; Q2W=every 2 weeks; Q3W=every 3 weeks; QD=once daily; RCC=renal cell cancer; RSD=reference safety dataset; TPC=treatment of physician’s
choice.
a. Includes all participants who received at least 1 dose of lenvatinib + pembrolizumab in Study 309/ KEYNOTE-775.
b. Includes all participants who received at least 1 dose of chemotherapy in Study 309/ KEYNOTE-775.
c.  The studies that comprise the pembrolizumab monotherapy RSD are listed in the footnotes of the data tables in this document and in the ISS.

Patient exposure

e Overall exposure

As of the 26-OCT-2020 data cut-off, 406 participants received at least 1 dose of the lenvatinib plus
pembrolizumab combination, compared to 388 participants who received at least 1 dose of the
doxorubicin or paclitaxel chemotherapy in Study 309/KEYNOTE-775 (EC). There were 230 participants
in the Lenvatinib plus Pembrolizumab Non-EC Safety Dataset (KEYNOTE-146), 1,119 participants in the
lenvatinib monotherapy safety dataset, and 5,884 participants in the pembrolizumab monotherapy RSD.

The median duration of treatment was longer in the lenvatinib plus pembrolizumab EC group (7.59
months) compared to the TPC EC group (3.43 months), the lenvatinib monotherapy safety dataset (5.55
months) and the pembrolizumab monotherapy RSD (4.86 months) (table below)
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The proportion of participants with duration of treatment was higher at each time point analyzed in the
lenvatinib plus pembrolizumab EC group compared to the TPC EC group, and higher through the >6
month time point compared with the
monotherapy RSD (table below).

lenvatinib monotherapy group and the pembrolizumab

The median duration of treatment in the lenvatinib plus pembrolizumab EC group (7.59 months) was
shorter compared with the lenvatinib plus pembrolizumab non-EC group (9.79 months) (table below).
The length of follow-up was longer for Study 111/KEYNOTE-146 than for Study 309/KEYNOTE-775.

The median duration of lenvatinib exposure was longer in the lenvatinib plus pembrolizumab EC group
(6.95 months) compared to the lenvatinib monotherapy safety dataset (5.55 months) and shorter than
in the lenvatinib plus pembrolizumab non-EC group (9.59 months). The median duration of treatment
with the combination (7.59 months) is comparable to that observed for lenvatinib in the combination
group (6.95 months) in Study 309/KEYNOTE-775.

Table 45: Summary of Drug Exposure (APaT Population)

ENTTS ENTT EIN146 Lenvatmib Pembrolizumab
Lemvatmil: + Treatment Lenvatmib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset Feference
Choice Mon- Safety Dataset
Endometrial
Cancer)
(N=408) (N=388) (N=230) I=1119) (N=3884)
Duration of Expesure {month)
MMean 893 3358 11.77 1161 723
Median 759 343 979 5.53 4.36
5D 6.393 2969 10579 14 066 6783
Bznge (.03 to 26.84 0.053t0 2579 (.10 to 30.40 (.03 to 78.66 (.03 to 30.39

Duration of exposure (month) is calenlated as (last dose date - first dose date + 13/ 30.4367.

' Includes all subjects who recerved at lezst one dose of lenvatiib in ET080-GO00-398, ET080-G000-303, ET080-G00-201.,
E7080-GO00-204, ETOR0-GO00-703, ETOR0-GO00-203, ET080-GO00-205, ETOR0-GO00-206, ETO80-J081-208, ET080-G000-209
and ETOR0-JO81-105.

lIncludes all subjects who received at least one dose of pembrolizumab m KNO01 Part B1, B2, B3, D, C, F1, F2, F3, KN002
(original phase), KNS, KNO10, KN012 cohort B and B2, KNO13 cohort 3, KN024, KNO40, KNO42, KNO45, KN048, KNOS2,
EN034, KNO535 and ENOET.

Datahase cutoff date for Melanoma (KNOO1-Melanoma: 18APR2014, KNOO2: 28FEB2015, KNO06: 03NAR2015,
EMN034-:020CT2017, E7080-G000-206: (1SEP2018)

Database cutoff date for Lung (KNO01-NSCLC: 23JAN2013, KIWN010: 30SEP2015, KN024: 10712017, KN042: 04SEP2018,
ET0R0-GO00-703: 018ER2016)

Datahase cutoff date for HNSCC (KEN012 cohort B and B2: 26APR2016, EM040: 1530AY2017, KNO48: 25FEB2019, ENO35:
22APRI016)

Datahase cutoff date for cHL (KN013 cohort 3: 285EP2018, KNO&T: 2IMAR2019)

Databasze cutoff date for Bladder { KN045: 260CT2017, KN032: 265EP2018)

Database cutoff date for Thyreid (E7080-GO00-398: 01SEP2016, ET080-G000-303: 015EP2016, ET0R0-GOO0-201: 01SEP2016,
ET080-J081-208: 01SEP2016)

Diatabase cutoff date for Endometrial Cancer (KIN773: 260CT2020, ET080-G000-204: 015EP2018)

Databaze cutoff date for Malignant Glioma (ET080-G000-203: 015EP2014)

Database cutoff date for Renal Cell Carcinoma (ET080-GO00-203: 13MAR2018)

Databasze cutoff date for Adenocarcinoma (E7080-GO00-209- 018EP2016)

Databasze cutoff date for Solid Tumor (EMN146; 18ATUG2020, ET080-J081-103: 015EP2016)
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Table 46: Drug Exposure by Duration (APaT Population)

KN775 Lenvatinib + Pembrolizumab KNT73 Treatment Physician's KN146 Lenvatinib + Pembrolizumab Lenvatinib Monotherapy Safety Pembrolizumab Monotherapy
Choice (MNon-Endometrial Cancer) Dataset' Reference Safety Datasat!

(=406} (N=388) (N=230) (N=1119) (N=3884)

n | (%) | Person-time n | (%) | Perzon-time n | (e | Perzon-time n | (%) | Perzon-time n | [R5 | Perzon-time

Duration of Exposure (month)
=0 306 | (100.0) 36271 [ 388 | (100.0) 1.3886 230 | (100.0) 27061 | 1119 | (100.0) 12.994.4 | 5,884 ] (100.0) 12,6537
=1 37 (925} 36112 323 (83.2) 13583 | 213 (93.5) 26992 | 985 (88.0) 12,9107 | 5,033 | (B35} 423153
=3 25 | o) 35057 | 213 | (549 11633 |182 | (7o) 26323 |38 | 66.0) 124367 | 3620| (61.5) 39,4918
=6 243 (30.9) 31434 |2 (10.8) 403.5 144 (62.5) 24850 | 518 (46.3) 11,4490 | 2613 | (44.4) 35,1064
=12 110 (27.1) 1,939.7 (10 2.6) 1517 i3 (38.3) 19411 [ 331 (29.5) 98279 | 1281 (21.8) 229705
=18 43 (11.8) 10175 | 1 (0.3) 258 47 (20.4) 13311 [248 (22.2) 86078 | 540 (9.3) 12,3952

e Demographics and other characteristics

Demographic and other baseline characteristics in Study 309/KEYNOTE-775 were generally well balanced
between the lenvatinib plus pembrolizumab EC group and the TPC EC group (Table below). In the
lenvatinib plus pembrolizumab EC group, all participants were female, and most were white (63.1%) or
Asian (20.9%), with an ECOG performance status of 0 (60.1%), and a minority were based in the EU
(28.1%). Half of them were under 65 year-of-age (yoa), and half of them over 65 yoa.

When the lenvatinib plus pembrolizumab EC group was compared with the lenvatinib plus pembrolizumab
non-EC group, lenvatinib monotherapy group, and pembrolizumab monotherapy RSD, the following main
differences were noted:

- Male participants were included in the other groups (overall over 50%).

- More participants in the lenvatinib plus pembrolizumab EC group were >65 years of age (49.5%)
compared with the other groups (minimum of 37.4% in lenvatinib monotherapy group).

- Less participants in the lenvatinib plus pembrolizumab EC group were white (63.1%) compared with
the other groups (maximum of 87.4% in the lenvatinib plus pembrolizumab non-EC group).

- More participants in the lenvatinib plus pembrolizumab EC group were Asian (20.9%) compared with
the other groups (minimum of 1.3% in the lenvatinib plus pembrolizumab non-EC group).

- More participants in the lenvatinib plus pembrolizumab EC group were Hispanic or Latino (14.8%)
compared with the other groups (minimum of 3.8% in the lenvatinib monotherapy group).

- More participants in the lenvatinib plus pembrolizumab EC group had an ECOG performance status of
0 (60.1%) compared with the other groups (minimum of 44% in lenvatinib monotherapy group).

- More participants in the lenvatinib plus pembrolizumab EC group were based in the EU (28.1%)
compared with the lenvatinib plus pembrolizumab non-EC group (6.1%).

Assessment report
EMA/CHMP/618201/2021 Page 86/154



Table 47: Participant Characteristics (APaT Population)

KNT75 KN775 EN146 Lenvatimb Pembrolizomab
Lenvatoub = Treatment Lenvatimb + N ¥ Monotherapy
Pembrolizumab Physictan’s Pembrolizumab | Safety Dataset’ Reference
Choice (Non- Safety Dataset
Fndometrial
Cancer)
n (%) n (%) n (%) n (%) n (%a)
Participants in population 406 338 230 1,119 5,384
Sex
Male 1] (0.0) 0 0.0) 173 (732) | 354 (49.5) 3,887 (66.1)
Famale 406 (100.0) | 338 (100.0y| 57 (24.8) | 365 (50.5) 1597 (339
Age (Years)
<63 205 (30.5) | 192 49.5) | 127 (352) | 700 (62.6) 3,385 (375
=63 201 49.5) | 196 (30.5) | 103 (44.8) | 419 (37.4) 2,499 (42.5)
Mean 632 63.8 61.7 398 60.6
sD 9.1 9.3 11.1 116 13.2
Median 640 63.0 63.0 61.0 62.0
Range 30to 35t 3lto 2l to I5to
82 86 87 89 B
Race
American Indian Or Alaska 1 (10 718 0 ©0) 2 02 | 29 (03
Native
Asian 85 (20.9) 86 222 3 (1.3) 178 (159) | 638 (11.2)
Black Or African American 17 “4.2) 14 (3.6) 12 (5.2) 23 Q.n 108 (1.8)
Multiracial Tooan | B @ 0 00 0 (o) | 6 (D
Native Hawaiian Or Other Pacific 1 0.2) 0 0.0) 0 0.0) 4 0.4) 4 @O
Islander
Other 0 (00 o oo |1 @n | 12 ap 0 00
White 236 (63.1) | 225 (58.0) | 201 (87.4) | 900 (80.4) 4444 (75.5)
Missing 36 3.9 43 (11.1) 4 (1.7 [1] (0.0) 575 (5.8)
Ethnicity
Hispanic Or Latino 60 (14.8) 68 (7.5 2 (5.6) 43 (3.8) 389 (6.6)
Not Hizpanic Or Latno 304 (74.9) | 266 (68.6) | 208 (50.4) 1,069 (95.5) 4690 (79.7)
Not Reported 33 @y |48 we | o o 1 @n |18 @D
Unkmown 9 2.2) 9 Q.3 0.0) 0 (0.0) 110 (1.9
Missing 1] (0.0) /] (0.00 0 (0.0) [ (0.5) 514 (LX)
Age Category (vear)
<63 205 (30.3) | 192 493 | 127 (35.2) | 700 (62.6) 3,385 (37.9)
63-74 166 (40.9) | 157 (40.5) 78 (33.9) | 321 (28.7) 1,737 (29.9)
75-84 35 8.6) 37 9.5 23 (10.0) ) (3.6) 663 (11.3)
>=83 0 0.m 2 (0.3) 2 (0.9) 2 0.2) 59 [4W)]
ECOG Performance Status
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[0] Normal Activity 3 (601) | 228 (7 [ 105 @5 | 492 @40 | 2761 (269)
[1] Symptoms, but ambulstory | 162 (399) | 164 (423) | 125 (543) | 452  (404) | 2931 @98
Other Missing o om | o en | o on |15 ase |1 6
CGeographic Region

il 15 QED [DE  G30) | @ B0 |38 G4 | 2092 5o |
ExEU W2 (719) | 260 (67.0) | 216 (@39) | 734 (656 | 3792 (644

! Includes all subjects whe racerved at least one doze of lenvatinib in ETOB0-GI00-398, ET0R0-GO00-303, ETOR0-GO00-201,
E7080-G000-204, E7080-GO00-703, ETOR0-GO00-203, ET0E0-GOO0-203, ET080-G000-206, ET080-T081-208, ET080-GO00-208
and E70E0-TOR1-103.

! Includes all subjects who recerved at least one doze of pembrolizumzb m KMO01 Part B1, B2, B3, D, C F1, F2, F3, EIN002
{origmal phasza), ENO0S, EX010, KIM012 cohort B and B2, EM013 cohert 3, K024, EIN040, ETI042, KIS EINO48, EIN052,
K034, KINO53 and EINOST.

Databaze cutoff date for Malanoma (EM001-bdelanoma: 13APR2014, EM002: 28FEB2013, EM006: 03RIAR2015,
EM034:020CT2017, ET0E0-GO00-206: O15EP2016)

Databaze cutoff date for Lung (E2001-MSCLC: 23TANZ015, KIN010: 308EF2013, EM0Z4: 10MUL2017, KM042: 045EP2013,
E7080-G000-703: 018EP2016)

Databaze cutoff date for HMNECC (KWN012 cohort B and B2: 26 APR2016, EN040: 15MAY2017, E043: 25FEB2019, ETI053:
2IAPR2016)

Databaze cutoff date for ¢HL (END13 cohort 3: 285EP2013, EWNO87: 21MAR2019)

Databaze cutoff date for Bladder { EIN043: 260CT2017, EMN032: 265EP2018)

Databaze cutoff date for Thyrowd (E70E0-GO00-398: O1SEF2016, ETOE0-GD00-303: 013EPZ016, ETOE0-GO00-201: 01SEFZ014,
E7080-J081-208: 01SEP2015)

Diatabaze cutoff date for Endometrial Cancer (EW775: 260CT2020, ET020-GO00-204: 01SEF2016)

Databaze cutoff date for Mahegnant Glioma (E7080-G000-203: 015EP2016)

Databaze cutoff date for Fenal Call Caremema (E7I80-GO00-205: 13MIAR2018)

Databaze cutoff date for Adenccaremema (E7)30-G000-205: 01SEP20146)

Databaze cutoff date for Solid Twmer (EIV146: 1BAUG2020, ETOS0-JOEL-103: 01REF2018)

Source: [I55: adam-adsl]

e Adverse events

e Overall safety

In the lenvatinib plus pembrolizumab EC group and the TPC EC group, there were generally similar
incidences of all AEs (99.8% vs. 99.5%, respectively), drug-related AEs (97.3% vs. 93.8%), and fatal
AEs (5.7% vs. 4.9%), and drug related fatal AEs (1.5% vs. 2.1%); and higher incidences of all SAEs
(52.7% vs. 30.4%), drug-related SAEs (33.3% vs. 14.2%), Grade 3 to 5 AEs (88.9% vs. 72.7%), drug-
related Grade 3 to 5 AEs (77.8% vs. 59%), dose modification due to an AE (93.6% vs. 41.5%), dose
interruption due to an AE (69.2% vs. 27.1%), dose reduction due to an AE (66.5% vs. 12.9%), and
discontinuation due to an AEs (33% vs. 8%) (Table below).

In the lenvatinib plus pembrolizumab EC group and the lenvatinib monotherapy group, there were
generally similar incidences of all AEs (99.8% vs. 99%, respectively), drug-related AEs (97.3% vs.
94.7%), all SAEs (52.7% vs. 54.8%), drug-related SAEs (33.3% vs. 29.5%), drug-related fatal AEs
(1.5% vs. 2.4%), and discontinuation of lenvatinib due to AEs (30.8% vs. 26.7%); and higher incidences
of Grade 3to 5 AEs (88.9% vs. 80.3%), drug-related Grade 3 to 5 AEs (77.8% vs. 64.7%), and lenvatinib
dose reduction due to an AE (66.5% vs. 47.5%).

In the lenvatinib plus pembrolizumab EC group and the pembrolizumab monotherapy RSD, there were
generally similar incidences of all AEs (99.8% vs. 96.7%), drug-related fatal AEs (1.5% vs. 0.7%), and
discontinuation of pembrolizumab due to AEs (18.7% vs. 13.4%); and higher incidences of drug-related
AEs (97.3% vs. 70.2%), Grade 3 to 5 AEs (88.9% vs. 48.1%), drug-related Grade 3 to 5 AEs (77.8%
vs 15.5%), SAEs (52.7% vs. 38.5%), drug-related SAEs (33.3% vs. 11.1%), and pembrolizumab dose
interruption due to AEs (50% vs. 25.4%).

The overall AE summary profile of the lenvatinib plus pembrolizumab EC group was generally consistent
with the lenvatinib plus pembrolizumab non-EC group, except for drug-related Grade 3 to 5 AEs, which
was higher in the lenvatinib plus pembrolizumab EC group compared with the lenvatinib plus
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pembrolizumab non-EC group (77.8% vs. 65.7%); and lower incidences of dose interruption of lenvatinib
due to AEs (81.3% vs. 58.6%) and discontinuation of either drug due to a drug-related AE (26.6% vs.
17.4%).
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Table 48: Adverse Event Summary (APaT Population)

EINT75 Lanvatinib + ENT73 Treatment EMN146 Lanvatinih + L ik Monotherapy Pambroli 1
Pambrolizurazh Phyzician's Cholee Pambrolizummzb (MNon- Safaty Datazet’ Monotharapy Referanca
Endometrial Cancer) Safsty Datazet
n (%) n (%) n (%) n (%) n (%)
Participants in population 406 388 230 1115 5,884
with one or more adversa events 403 (95.8) 386 (96.3) 230 1000y LI10gE (950 3650 (96.7)
with no adverss event 1 (023 2 (0.5} 0 (0.0 11 (L0 154 (3.3)
with druz-related” advarse events 395 97.3) 364 (93.8) 215 (97.8) 1060  (94.7) 4132 (70.2)
with tosmicity zrade 3-3 adverse events 361 (88.5) 282 (727 203 (88.3) 299 (80.3) 2829 (430
with tosmicity zrade 3-5 drug-related adverse events 316 (77.8) 8 (3500 151 (63.T) T4 (64.7) 513 (15.5)
with sarions advarse svants 214 (527 118 30.4) 129 (36.1) 613 (34.8) 2266 (38.3)
with sarions dmg-related advarse events 135 (353) 33 (142 59 (257 330 (28.3) 636 (111)
with dose interruption of any druz due to an adverse event 281 (65.2) 1035 271 155 (B84.3) 737 (67.6) 1452 (234)
intermuption of Pembrolimmal 203 (50,0 - 122 (3500 - 1452 (234)
intarmuption of Lanvatinib 238 (58.6) - 187 (81.3) 757 (67.6) -
intarmuption of both Pambrolizumah and Lenvatinib 123 (30.8) - 89 (38.7) - -
with dose reduction of Lanvatinib due to an adverss event 270 (66.3) - 152 (66.1) 331 (47.3) -
who died 13 (3.7 19 4.5 24 (10.4) 97 3.7 31z (3.3)
who died dus to 2 drz-related adverse event ] (1.3) 8 2.1 5 2.2 27 24) 39 .7
discontinued any drugz due fo an adverse event 134 (330 31 3.0 63 (28.3) 259 (26.7) 750 (13.4)
discontinued Pembrolizmmazh 76 (18.7) - 33 (23.8) - 750 (13.4)
discontinued Lenvatinib 123 (30.8) - 57 (24.3) 259 (26.7) -
discontinued both Pembrolizumab and Lemvatinib 57 (140 - 42 (18.3) - -
discontinued any drug due to a drug-related adverse svent 108 (26.6) 2 (3.7 40 (174) 208 (18.6) 410 a.m
discontinued Pembrolizmmah 40 58 - - - 410 a7.m
discontinued Lemvatinib 52 227 - - 208 (18.6) -
discontinued both Pembrolizumab and Lemvatinib 0 4.5 - - - -
discontinued any drug due to a senious adverse event B (2.7 14 (3.6) 41 (17.8) 179 (16.0) 572 8.7
discontinued Pembrolizimah &0 (14.3) - 35 (13.2) - 572 ()]
discontinued Lemvatinib 81 (20,00 - 36 (137 179 (16.0) -
discontinued both Pembrolizumab and Lenvatinib 30 (12.3) - 30 (150 - -
discontinued any drug due to a serious drog-related adverse 61 (150 8 [8)] 1 [ERY] 105 54) 245 42
event
discontinued Pambrolizimah 18 (6.49) - - - 245 42
discontinued Lemvatinib 30 (12.3) - - 105 54) -
discontinued both Pembroli o and L ik | 17 (] | - | - | - | -
* Detarminad by the ivestizator to be related to the druz.
MedDEA ] terms "Naopl I ion", "Malignant Neoplasm Progression” and "Diseasa Progression” not relatad to the drug are excluded.

Grades are based on WCI CTCAE version 4.0.

For ENT73 dataset, non-serious adverse svents up to 30 days of last dosze and serious adversze events up to 120 days of last dos= are included.

For EN146 dataset, non-serious adverse svants up to 30 days of last dose and serious adverse events up to 90 days of last doze are included.

For lenvatinib monotherapy safsty dataset, both non-zerions adverse svents and serious adverse avents up to 30 days of last dose are included.

For pembrolizumab monotherapy reference safety dataset, non-ssrious adverse svents up to 30 days of last dose and serious adverse svents up to 90 days of last doze are included.

' Includes all subjects who received at least one dose of lenvatinib in ET080-G000-398, ET0B0-GO00-303, ET080-GO00-201, ET080-GO00-204, ET0B0-GO00-703, ETOE0-GO00-203, ET080-GO00-203, ET080-GO00-206,

E7080-7031-208, ET080-G000-20% and E7080-J081-105.

! Includes all subjects who received at least one dose of psmbrolimmab m EWN001 Part B1, B2, B3, D, C, F1, F2, F3, K002 (original phasa), EN006, KN010, K012 cohort B and B2, KIN013 cohort 5, EMN024, KN040,
EIN042, KINO45, EN04E, KN052, E1N054, KN03S and KIN0ST.

Databass cutoff dats for Malanoma (KN001-Melanoma: 13APR2014, EN002: 28FEB20135, KN006: 03MAR2015, EN034:020CT2017, ET080-GO00-206: 015EP2016)

Databass cutoff date for Lung (EX001-NSCLC: 23TANZ015, EN010: 308EP2013, EIN024: 10TUL2017, EN042: 045EP2018, ET0R0-GO00-T03: 01SEP2016)

Databass cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KN040: 15MAY2017, KM048: 25FEB2015, EN033: 22APR2016)

Databass cutoff date for ¢HL (EIN013 cohort 3: 285EP2018, KN087: 2IMAR2019)

Databass cutoff date for Bladder ( E}N043: 260CT2017, KIN032: 263EP2013)

Databass cutoff date for Thyroid (E7080-G000-358: 01SEP2016, ET080-GO00-303: 01SEF2016, ET080-G000-201: 01SEP2016, ET080-J081-208: 01SEP2016)

Database cutoff date for Endomatrial Cancer (KN773: 260CT2020, E7080-G000-204: 015EP2016)

Database cuteff date for Malignant Glioma (E7080-G000-203: 01SEF2016)

Database cutoff date for Renal Cell Carcinoma (E7080-G000-203: 15MAR2018)

Database cutoff date for Adenocarcmoma (E7080-G000-20%: 018EP2016)

Databass cutoff date for Solid Tumor (EIN146: 18AUG2020, ET080-J0B1-105: 01SEP2016)

Source: [I5%: adam-adsl; adae]
[
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Overall, the safety profile adjusted for exposure of lenvatinib plus pembrolizumab in Study
309/KEYNOTE-775 is generally similar to the comparative safety sets of TPC EC in Study 309/KEYNOTE-
775, lenvatinib plus pembrolizumab in non-EC and lenvatinib monotherapy, but exposure adjusted
differences were generally much higher compared with pembrolizumab monotherapy (table below).

When comparing the exposure-adjusted AE (rate: number of events / 100 person-months), in the
lenvatinib plus pembrolizumab EC group and the TPC EC group (table below), there were generally
similar rate of all SAEs (10.15 vs. 10.08), drug-related SAEs (5.15 vs. 4.08), and drug-related fatal AEs
(0.15 vs. 0.45); lower rate of drug-related AEs (133.21 vs. 153.13), Grade 3 to 5 AEs (31.02 vs. 48.78),
drug-related Grade 3 to 5 AEs (18.52 vs. 34.5) and fatal AEs (0.59 vs. 1.08); and higher rate of dose
interruption due to an AE (21.18 vs. 11.5), discontinuation due to an AEs (5 vs. 2.32), to a drug-related
AEs (3.98 vs. 1.76), to a SAEs (2.42 vs. 0.85), or to a drug-related SAEs (1.63 vs. 0.45), dose
modification due to an AE (37.91 vs. 18.58), and dose reduction due to an AE (15.16 vs. 4.76).

In the lenvatinib plus pembrolizumab EC group and the lenvatinib monotherapy group, there were
generally similar rate of all AEs (231.94 vs. 226.7), all SAEs (10.15 vs. 9.66), dose interruption due to
AE (21.18 vs. 22.71), drug-related fatal AEs (0.15 vs. 0.21); lower rate of drug-related AEs (133.21 vs.
150.70), fatal AEs (0.59 vs. 0.72), and lenvatinib interruption due to AEs (15.72 vs. 22.71); and higher
rate of drug-related SAEs (5.15 vs. 3.79), Grade 3 to 5 AEs (31.02 vs. 22.7), drug-related Grade 3 to 5
AEs (18.52 vs. 14.12), discontinuation due to AEs (5 vs. 3.07), to a drug-related AEs (3.98 vs. 2.08), to
a SAEs (2.42 vs. 1.51), or to a drug-related SAEs (1.63 vs. 0.84), and lenvatinib dose reduction due to
an AE (15.16 vs. 9.3).

In the lenvatinib plus pembrolizumab EC group and the pembrolizumab monotherapy RSD, there were
generally similar rate of all SAEs (10.15 vs. 8.55), fatal AEs (0.59 vs. 0.67), and drug-related fatal AEs
(0.15 vs. 0.08); and much higher rate of all AEs (231.94 vs. 128.64), drug-related AEs (133.21 vs.
40.27), Grade 3 to 5 AEs (31.02 vs. 12.87), drug-related Grade 3 to 5 AEs (18.52 vs 2.87), drug-related
SAEs (5.15 vs. 1.91), dose interruption due to AE (21.18 vs. 5.59), pembrolizumab interruption due to
AEs (11.28 vs. 5.59), and discontinuation due to AEs (5 vs. 1.8), to a drug-related AEs (3.98 vs. 0.94),
to a SAEs (2.42 vs. 1.27), or to a drug-related SAEs (1.63 vs. 0.54).

The overall AE summary profile of the lenvatinib plus pembrolizumab EC group was generally consistent
with the lenvatinib plus pembrolizumab non-EC group, except for lower rate of dose interruption of any
drugs due to AEs (21.18 vs. 26.74), and lenvatinib interruption due to AEs (15.72 vs. 23.33); and higher
rate in the lenvatinib plus pembrolizumab EC group compared with the lenvatinib plus pembrolizumab
non-EC group observed for Grade 3 to 5 AEs (31.02 vs. 25.73), drug-related Grade 3 to 5 AEs (18.52
vs. 12.24), drug-related SAEs (5.15 vs. 2.85); discontinuation of due to AEs (5 vs. 3.1), to drug-related
AEs (3.98 vs. 1.91), to a SAEs (2.42 vs. 1.74), or to a drug-related SAEs (1.63 vs. 0.87).

So, overall, Grade 3 to 5 AEs (including drug-related Grade 3 to 5 AEs) exposure-adjusted rate was
higher in the lenvatinib plus pembrolizumab EC group compared with lenvatinib plus pembrolizumab
non-EC, and both lenvatinib and pembrolizumab monotherapy datasets, but lower than in the TPC EC
group. SAEs rates were similar between all datasets. Fatal AEs rates were similar between the lenvatinib
plus pembrolizumab EC group, lenvatinib plus pembrolizumab non-EC, and both lenvatinib and
pembrolizumab monotherapy datasets, but lower than in the TPC EC group. However, rate of
discontinuation of any drugs due to AEs (including due to drug-related AEs) and to SAEs (including due
to drug-related SAEs) was slightly higher in the lenvatinib plus pembrolizumab EC group compared to
all other datasets.

Table 49: Exposure-Adjusted Adverse Event Summary (Including Multiple Occurrences of
Events) (APaT Population)
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Event Count and Rate (Events/100 person-months)*
EXN775 Lemvatinih + ENT75 Treatment E29146 Lenvatinib + Lenvatinib Monotherapy Pembrolizumat:
Pembrolizmab Phyysician's Choice Pembrolizumab (Mon- Safery Dataset Monotherapy Feference
Endometrial Cancer} Safety Datasen
Tumber of Subjects exposed 406 388 130 11 3834
Total exposure® in person-months 3a18.48 1765.17 287554 140518 4TRE3 8
Total events (rate)
with onz of more adverse events 0001 (231.99) 4516 256.41) 6680 {23230y 31858 61600 (128.64)
with no adverse event 1 {0.03) 2 .11} 0 (0.00) 11 104 0.41)
with dmg-related® adverse events 521 (133.21) 2703 153.13) 373 {13121y ma7 10283 (40.27)
with towicity grade 3-3 adverse events 1215 .03 861 (48.78) 740 @59 3190 6162 (12.87)
with tomiciry grade 3-5 drug-related adverse events 6 ] (34.50) 351 1224 1954 1374 (287}
with serious adverse events 308 178 (10.08) 84 (2.88) 1338 4004 (8.35)
with serious drug-related adverss events 03 T (4.08) 12 2.85) 533 a5 (1.91}
with dosz intermuption of any drug due to an adverss event 230 203 {11.50) 769 (26.74) 3191 2677 (5.50)
interniption of Pembrolizumal 1 - 283 @85 - 2677 (5.50)
interniption of Lenvatinib 616 - &7 (3333 3191 221 -
interniption of both Pembrolimumab and Lenvatinit 18 - 185 (6.43) - -
with dose reduction of Lenvarinib dus to an adverse event 04 - 327 (1137) 1307 930 -
who died B 19 (1.0g) -} 0.97) w1 0.1 g (0.67)
who died due to a drug-related adverse event § 3 0.45) 5 0.1m 29 @21 39 (0.08)
discontinued any drug due to an adverse event 196 41 @39 8 310 41 [eXin] 863 (L80)
discontinued Pembrolizamab 101 - 7 247 - 863 (L0
discontinued Lenvatinib 164 - 73 2549 431 (3.07) -
discontinued both Pembrolinmab and Lenvatinib [ - 55 aen - -
discontimed any drug due 0 a drog-related adverse event 156 Ell (1.75) 55 aen 202 (2.08) 443 0.94)
discontinued Pembrolizumab 56 - - - 48 0.94)
discontinued Lenvatinib 124 - - 201 (2.08) -
discontinued both Pembrolinmab and Lenvatinib e - - - -
discontinued any drug due 0 a serious adverse event 95 15 0.85) 50 174 132 {151y [1ed L
discontinued Pembrolizumab &1 - 41 (1.44) - 1] (LD
discontinued Lenvatinib B - 45 (1.58) 1 {151y -
discontinued both Pembrolinmab and Lenvatinib 51 )] - 37 129 - -
discontimed any drug due to a serious drug-related adverse 23 (1.53) 8 0.45) il U5 118 (0.84) 258 0.54)
event
discontinued Pembrolizamah 2 (0.74) - - - 250 (0.59)
discontinued Lenvatinib 53 (135) - - . 18 (0.84) - .
discontirued both Pembealizumab and Lervatinib 18 (0.46) - - | - | - |

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

b Dmig exposure is defined as the interval berween the first dose date and the earlier of the last dose date + 30 or the database cutedf date.

¢ Defermined by the investizator to be related to the droag.

Me=dDFA prefemred ferms "Neoplasm Progression”, "Maliznant Weoplasm Progression” and "Disease Progression” not related to the drug are excluded

(Grades are bazed on NCT CTCAE version 4.0.

For FIN775 daraset, non-serious adverse events up to 30 days of last dose and serious adverse events up to 120 days of last dose are included.

For EI146 dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up to 80 days of last dose are included.

Far lenvarinib monotherapy :afety dataset, both non-serious adverss events and serious adverse events up to 30 days of last dose are included.

Far pembrolizomab menatherapy refarence safefy daraset, non-serions adverse events up to 30 days of last dos= and serfous adverss ewentz up to A0 days of last dose are included.

! Includes all subjects who received at least one dose of lenvatind in E7080-G000-398, ET080-G000-303, ET0E0-GO00-201, ETOS0-GU00-204, ET080-G000-703, ET020-GO00-203, ET080-GA00-205, ET080-GO00-204,
ET020-J0B1-208, ET080-GO0O0-209 and ET0B0-TO81-103,

! Includes all subjects whe received at least one dese of pembrolizumab in EN0O01 Pari B1, B2, B3, D, C, F1, F2, F3. EN0)2 (orizinal phase), EIN00& ENOL0, EXN012 cobort B and B2, EN0I3 cohort 3, K024, KN040.
EI9042, EN045, EN048, EN052, EN054, EN05S and ENOET,

Database cutoff date for Melanoma (F2N001-Melanoma: 13APR2014, EN002: 28FEB20135, EN006: 03MAR2015, EN054:020CT2017, ET080-GO00-204: 015EP2016)

Database cutoff date for Lung (ENDO1-WSCLC: 23TAN20135, EN010: 305EP2015. EN024: 10TUL2017, EN042: 045EP2018, ET080-GO00-703: 01SEP2016)

Darabase cutoff date for HWSCC (ENO12 cohort B and B1: 26APR2016, EN040: 15MAYT2017, EXN048: 25FEB2019, EN035: Z2APRI0146)

Database cutoff date for cHL (E29013 cohert 3: 28SEPT018, KMUET: 21IMARI019)

Database cutoff date for Bladder { EN0435: 260CT2017, EIN052: 255EP201E)

Database cutoff date for Thyreid (E7080-GO00-398: 01SEP20146, ET0B0-GO00-203: 01SEP2015, ET080-GO00-201: 01SEP1014, ET0B0-J081-208: 01SEP2014)

Database cutoff date for Endometrial Cancer (EN775: 260CT2020, ET080-GI00-204: 01SEP2018)

Database cutoff date for Malignant Glioma (E7080-G000-203: 01SEP20LE)

Darabase cutoff date for Renal Cell Carcinoma (ET080-G000-205: 15MAF018)

Database cutoff date for Adenccarcinoma (E70E0-GO00-209: 01SEP2014)

Database cutoff date for Solid Tumer (EIV144: LEAUG2020, ET080-J081-105: 01SEP2014)

Source: [I55: adam-adsk adag]

e Most frequently reported AEs

The overall incidence of AEs was similar between the lenvatinib plus pembrolizumab EC group (99.8%),
TPC EC group (99.5%), the lenvatinib plus pembrolizumab non-EC group (100%), the lenvatinib
monotherapy group (99%) and pembrolizumab monotherapy RSD (96.7%) (Table below). The most
frequently reported AEs (incidence >30%) were:

- Lenvatinib plus pembrolizumab EC group: hypertension, hypothyroidism, diarrhoea, nausea, decreased
appetite, vomiting, weight decreased, fatigue, and arthralgia

- TPC EC group: anaemia, nausea, neutropenia, and alopecia

The most frequent exposure-adjusted AEs in the lenvatinib plus pembrolizumab EC group (> 4 events /
100 person-months) were diarrhoea, hypertension, nausea, vomiting, hypothyroidism, decreased
appetite, proteinuria, arthralgia, fatigue, and weight decreased. All these AEs are identified very common
ADRs in section 4.8 of the SmPC.
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When comparing the exposure-adjusted AEs, the overall rate was slightly lower in the lenvatinib plus
pembrolizumab EC group (231.94) compared to the TPC EC group (256.41) (Table below). The following
AEs were reported with an increased rate of at least 2 events / 100 person-months in the lenvatinib plus
pembrolizumab EC group compared to the TPC EC group : Hypertension, Hypothyroidism, Diarrhoea,
Weight decreased, Arthralgia, Proteinuria, AST increased, Dysphonia, and PPES. All these AEs are
identified very common ADRs in the SmPC section 4.8.

The most frequently reported AEs in the lenvatinib plus pembrolizumab EC group were generally
consistent with those observed in the lenvatinib plus pembrolizumab non-EC group, although the
incidences varied for some of these AEs between the 2 groups.

In the lenvatinib plus pembrolizumab EC group compared with the lenvatinib monotherapy group and
pembrolizumab monotherapy RSD, there was a marked higher incidence of the following AEs:
hypothyroidism, anaemia, UTI, ALT increased, AST increased, hypomagnesemia, hypertriglyceridemia,
lipase increased, mucosal inflammation, hyperthyroidism, Hypokalaemia, Blood thyroid stimulating
hormone increased, blood alkaline phosphatase increased, platelet count decreased, blood creatinine
increased, hyponatremia, neutropenia, leukopenia, and neutrophil count decreased.

Of these AEs, the following had a marked higher incidence in the lenvatinib plus pembrolizumab EC group
compared with the lenvatinib plus pembrolizumab non-EC group: hypothyroidism, anaemia, UTI, ALT
increased, AST increased, hypomagnesemia, mucosal inflammation, hyperthyroidism, Blood thyroid
stimulating hormone increased, platelet count decreased, neutropenia, leukopenia, and neutrophil count
decreased.
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Table 50: Participants With Adverse Events by Decreasing Incidence (Incidence = 10% in
One or More Treatment Groups) (APaT Population)

K775 K775 K146 Lamvatinib Pembrolizomab
Lemvatimb + Treztment Lemvatimb + Meonotherzpy Memotherapy
Pembrolizumab Physician'z Pembrolizumab | Safety Datazat’ Feference
Choiza (Mom- Bafaty Datasat!
Endomeatrial
Cancer)
n (%a) n (%) n (%a) n (%a) n (%a)
Participants in population 406 388 250 1,11% 3,384
with one or more adverse events 40% (59.8) | 388 (89.5) | 230 (100,00 1,108 (5%.0) 3680 88Ty
with no adversa events 1 (0.2 2 (0.3 0 (0,09 11 {1.00 194 (3.3
Hypertenzicn 260 (64,00 20 (3.2 97 422 | 672 {601y | 285 (3.00
Hypotyroidizm 233 (37.4) 3 (0.8 &7 (378 | 145 {13.00 | 631 (11.1)
Dharrhoea 220 (34.2) T8 201y | 135 {387y | 580 {318} 1,200 204y
Manzaa 201 495 [ 179 {451y | 118 (30.4) | 475 E2.4) 1213 (20.6)
Dacrazsed appetite 182 (44 ) 82 21.1y | 113 (49.1) | 309 {453 1,136 (19.%)
Vomitmg 149 (36.7) 81 20,9 77 (335 3T {33.3 732 (12.4)
Weight decreased 138 (34.00 22 (3.7 5 (283) | 3%0 349y | 361 8.5
Fatizue 134 (3300 | 107 278 | 147 {639y | 337 {48.00 1884 (32.00
Arthralzia 124 (30.5) 31 (2.0 93 204y | 343 {30.7) 1,104 (188}
Frotainuria 117 (28.8) 11 (2.8 53 404y | 389 {34.8) 54 (0.5
Arnaamia 106 (26.1) | 189 (48.7) 32 (1399 92 (8.2) 336 (14.2)
Constipation 105 (25.9) %5 247y 70 (304) | 300 268y | 953 (16.9)
Urmary tract mfection 104 (25.6) 39 {10.1) 29 {128 | 115 {106y | 334 {6.5)
Haadache 101 (24.9) 34 (8.8) 9 (257 | 357 319y | 711 (12.1)
Asthenia 56 (23.6) 83 (24.5) 14 {7.00 193 (17.2y | 668 (11.3)
Drysphonia %3 (22.9) 2 (0.3 82 (357 | 331 314y | 127 2.2
Alanine ammotransferaze 38 213 20 (3.2 24 {10.4) %0 3.0 393 5.7
inerezsed
Palmar-plantar 35 (21.2) 3 (0.8 33 (23.00 | 233 {20.8) 15 (0.3
ervthrodyzaesthesia syndrome
Abdorainal pain 83 (20.4) 33 {13.7) 45 {2000 | 229 {20.5) | 430 (8.2
Aspartate aminotransferaza 30 (15.7) 17 24 24 (10.4) 82 (7.3 334 (6.5)
increzsed
Stomatrhis TE {19.2) 47 {12.1) Té (3300 | 310 277 | 144 (2.4)
Hypomagnesaemia 72 (177 28 (&7 2 (125 3l 4.6 160 2.m
Myalgia 72 (177 19 (2.5 27 {117y | 168 (13.0y | 430 (7.3)
Fazh 61 (15.0) 13 (3.4 33 (132) | 182 {145y | 904 {154y
Pyraxia 3B {143 29 1.5 7 (117 | 134 {12.0y | & {127y
Abdorinal pain uppar 33 (13.1) 7 7.0 13 (6.5) 167 149y | 213 (3.6)
Cough 53 (13.1) il (13.1) 38 (383) | 245 21.9) 1,148 (19.5)
Hypokalaemia 53 (13.1) 28 6.7 22 (5.6) F6 (3.6 270 (4.6)
Blood thyrord stimulating 32 {12.8) 1 0.3 14 {700 20 7.1 o7 {16
hormene inereasad
Hyperirigheeridasmia 31 (12.8) 11 (2.8 3l (135 33 [ER Y 3B (1.3
Blood alkaline phosphatasze 30 (12.3) 5 {3.5) 22 (5.6 36 3.0 240 (2.1
increzsed
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Platelet count decreasad 50 @y o Gn |12 Gn | s @m | T
Back pain g an | w® on | @ e (w0 ars |2 11y
Mucoszal inflammation 8 121 | 3E 8 o o@n | 23 oan | s s
Osdama peripheral s an | % en | @ el |18 ary |52 @n
Hyperthyroidism a7 e | 4 am | 1 o@sm | 30 26 | M7 @n
Dyspnosa 46 (113 | 42 Qo | &3 @274 | 202 (18D | 989 (168)
Lipace incrazsed s oan | o8 an |2 ms|a o en | 7 oomn
Pain in extremity 5 (AL | 1 @e | 400 ary |15 3m | 66
Blood creatinine increased 4 s | 10w o8 |2 | ¢ @n |58 @
Thrombocytopeniz 4 108 | 8 ED Eo@Es |1 @n | o 1
Diizziness 2 H | 2 oan | a0 ars |15 13m0 OB
Pruritus 2 H | 1z oan | n o ws | e ED L080 {18.0)
Dry mouth o @mH |1 ogn | 1’0 1 | W7 3 |8 @®
Dysgeusia w m% |7 oom | @# e | ™ oL |10 4w
Hyponatrasmia 36 (8% | 18 @e | 3% (15T | 66 (5% |35 GH
Insowmmia 330 @D | 20 @n | 30 e |13 s |49 O®
Epistaxis 20 0% |10 @& |27 m | M0 s | 812 Q9
Neutropenia 300 g4 |13 @E | o2 e | M G | 490 0
Dry skin 1 @6m |11 s |27 owm | 1T e |3 GO
Leukopenia @6 | 31 Il | o2 oe | 2 % | 4 0
Dyspepsia 17 @wn | 1 @ | 23 os |13 ol |48 2§
Dehydration % (64 Bl | 4 (48 |15 s4 |[mE G55
Alopecia 1 G4 |10 @os | 6 o6 | s @n | 87T W
Meutrophil comt decraased 17 oGe | W o@n | o4 oan |1’ e | 37 08
Oropharyngeal pain 12 G54 9 @2 | ¢ gEn e o |18 G
Oral pain W @ 3 08 |23 am | o oon | 450 08
White blood cell comt decreased | 20 (48) | 60 (153 3oan |2 an | s oam
Fash maculo-papular 15 Gn 1 0% |2 ome| 1 oan w64
Muscular wezknass 13 32 sooan |2 an| e oon |17 on
Mazal comzastion 7T s5oan 2 oanl 23 oen v 2n
Fhinorrhosa | 3 @D | 4 aw | % QL3 | 6 (D [14 (19

Every participant 15 coumted a single time for each applicabla row and columm.

A specific adversa event appears on this report only if its meidence in one or mere of the cohumns meets the meidence critenon
the raport title, after roundins,

MedDFA preforred tenms "Neoplasm Prograssion”, "Ivalignant Neoplasm Progression” and "Diseaze Progression” not related to
the drug are excludad.

For KMNTT3 dataset, non-zerious adverse evants up to 30 days of last dose and serious adverse events up to 120 days of last dose are
included.

For E1146 dataset, non-serious adverse svents up to 30 days of last dose and sericus adverse events up to 90 days of last doza are
included.

For lenvatmib monctherapy safaty dataset, both non-sanous adverse avents and serious adverse avents up to 30 days of last doze
ara melhuded.

For pembrolizumab monotherapy referance safety datazet, non-zerions adverse avants up to 30 days of last dose and senouws
adverse avents up to 90 days of last dose are included.

' Includes all subjects who received at least one dose of lenvatinib in ET0B0-G000-3598, ET0B0-GO00-303, ET0E0-GI00-201,
E70E0-GO00-204, ET0E0-G000-703, ET0B0-GO00-203, ET0B0-GO00-203, ET0R0-GO00-206, ET080-T081-208, ETOS0-GO00-205
and ET080-TO21-103.

! Includes all subjects who racerved at least cne dozs of pambrolizomzb m EMN001 Part B1, B2, B3, D, C, F1, F2, F3, EI9002
(origmal phasa), K006, KIN010, EMN012 echort B and B2, KMN013 cohort 3, KN024, EIN040, K042, KNS5, KNO4E, EIN052,
EIN034, K055 and EIN08T.

Diatabase cuteff date for Melanoma (EMN001-Melanoma: 13AFPR2014, EN00Z: 28FEB2015, EN006: 05KAR2015,
EN034:020CT2017, ET0E0-GO00-206: O1SEF20146)

Databaze cutoff date for Lung (EIN001-MSCLC: 23TAN2013, EIV010: 30SEP2013, ENQ24: 10MTL2017, EM042: 045EF2018,
E7080-G000-703- O1SEF2014)

Databaze cutoff date for HMNSCC (EN012 cohort B and B2: 26 APR2016, KWN040: 13MAY2017, KMN048: 25FEB2015, KMN035:
21APRI016)

Databaze cuteff date for ¢HL (E1M013 cohort 3: 285EP2018, EN0ET: Z1IMAFR2019)

Databaze cuteff date for Bladder ( EN043: 260CT2017, EIN032: 268EF2018)

Databaze cutoff date for Thyroid (E7080-GO00-358: 013EF2014, E7080-GD00-303: 013EFI016, ET080-GO00-201: 01SEF2014,
E7080-T031-208: 015EF2016)

Database cutoff date for Endometrial Cancer (KN773: 260CT2020, ET080-G000-204: 01SEP2016)

Databaze cutoff date for Mahgnant Glionia (ET080-G000-203: 015EP2016)

Database cuteff date for Renal Cell Caremoma (E7080-G000-205: 130 AR201E)

Databaze cutoff date for Adenocarcmoma (ET080-G000-205: 018EP2016)

Databaze cutoff date for Solid Twner (EI146: 1BATIG2020, ET080-J081-105: 018EF2014)

Bource: [135: adam-ads]l: adael
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Table 51: Exposure-Adjusted Adverse Events (Including Multiple Occurrences of Events)

(Incidence = 10% in One or More Treatment Groups) in All-comer Participants (APaT

Population)

Ewvent Count and Rate (Events/| (0
person-manths)*

Lenvatinib + TPC
Pembrolirumab
MNumber of participants exposed 406 IBR
Tovtal {.‘1]‘[1!1'Ltrrb in person-maonths 39195 17652
Blood and lvmphatic system disorders 368 (9.4) 658 (37.3)
Anasmia 147(3.8) 239(13.5)
Leukopenia 54(1.4) B9 (5.0)0
Meutropenia 60(1.5) 216 (12.2)
Thrombocytopenia 52(1.3) 31(1.8)
Cardiac disorders 79 (2.0) 53(3.0)
Endocrine disorders 342(8.7) 90.5)
Hyperthyroidism 47(1.2) 4(0.2)
Hypothymidism 275(7.0) 3(0.2)
Eve disorders 61 (1.6) 25(1.4)
Castrointestinal disorders 1,995 (50.9) 956 (54.2)
Abdominal pain 107{2.7) 6l (3.5)
Abdominal pain upper 68(1.7) 33(1.9
Constipation 129(3.3) 119(6.7)
Diarrhoea S51R(13.3 107 (6.1)
Mausea 306(7.8) 299 (16.9)
Stomatitis 95(2.4) 58(3.3)
WVomiting 287(7.6) 125(7.1)
General disorders and administration site condi tions 667 (17.0) 513(29.1)
Asthenia 121 (3.1) 128(7.3)
Fatigue 166 (4.2) 146(8.3)
Mucosal imflammation 60(1.5) 4727
Oedema peripheral 60(1.5) 39(2.2)
Pyrexia BR(2.2) 3(LE)
Hepatobiliary disorders 66 (1.7) 3.z
Infections and infestations 478012.2) 247 (14.0)
Urinary tract infection 153{3.9) 50(2.8)
Injury. poisoning and procedural complications 63 (1.6) I8 (L.6)
Investigations 1.226 (31.3) 674 (38.2)
Alanine aminotrans ferase mereased 128(3.3) 26(1.5
Aspartate aminotransferase increased 129(3.3) 18(1.00h
Blood alkaline phosphatase increased T1(1.8) 19(1.1)
Blood creatinine increased 58(1.5 10(0.6)
Blood thyroid stimulating hormone increased 58(1.5 2{0.1)
Lipase mereased 60{1.5 9(0.5)
MNeutrophil count decreased I8 (1.0 204(11.6)
Platelet count decreased T9(2.00 27(1.5)
Weight decreased 159(4.1) 23(1.%)
White blood cell count decreased 28(0.7) 132(7.5)
Metabolism and nuiridon disorders BR5(12.6) 317(18.0)
Decreased appetite 237 (6.0) a7(5.5
Hypertriglyceridaemia T7(2.00 11 (0.6)
Hypokalaemia 63 (1.6) EY NP
Hypomagnesaemia 116(3.0) 27(1.5
Musculoskeletal and connective tissue disorders 548 (14.09 168 (9.5)
Arthral gia 179 (4.6) 32(1.8)
Back pain 59(1.5) 36(2.00
Myalga 92(2.3) 24(1.4
Pain in extremity 6l (1.6) 25(1.4
Nervous system disorders 373(9.5 194 (11.0)
Dirzimess 47(1.2) 30017
Headache 137(3.5) 502
Psvehiatric disorders 89(2.3) 47(2.7)
Renal and wrinary disorders 342(8.7 68 (3.9
Proteinuria 198 (5.1) 13(0.7)y
Reproductive system and breast disorders 87(2.2) 3017
Res pirator v, thoracic and mediastinal disorders 404 (10.3) 194 (11.09
Cough 64 (1.6) 55(3.0)
Dwsphonia 112{2.9) 2(0.1)
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Respiratory, thoracic and mediastinal disor ders 404 (10.3) 194 (11.0)
Drysproea 51(1.3) 44(2.5)
Skin and sube utaneous tissue disorders 450(11.5) 233(13.2)
Alopecia 22(0.6) 120 (6.8)
Palmar-plantar erythrodysassthesia syndrome 08 (2.5) 3(0.2)
Pruritus 49(1.3) 12(0.7)
Rash 77(2.00 13(0.7)
Vascular disorders 502(12.8) BO(5.0)
Hypertension 435(11.1) 28(1.6)

“Ewent rate per 100 person-months of exposure = event count * [0/ person-months of exposure.

B D exposure is defined as the interval between the first dose date + 1 day and the earlier of the last

dose date + 30 or the database cutofT date.

MNon-serious adverse events up to 30 days of last dose and serious adverse events up to 120 days of last

dose are ncluded

MedDRA preferred terms "Neoplasm progression”, "Malignant neoplasm progression” and "Dissase

progression” not related to the drug are excluded.
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel,
Database Cutoff Date: 260CT2020

Sourge: [PTTSVOIMEMT5: adam-adsl; adaz)

Section 4.8 of the SmPC was updated to include the population of Endometrial Carcinoma patients
receiving lenvatinib plus pembrolizumab from the pooled dataset (N=530) in single arm study KEYNOTE-
146 (cut-off date: 18AUG2020) and in phase III study KEYNOTE-775 (cut-off date: 260CT2020) into a

new column representing Lenvatinib plus Pembrolizumab combination Safety Dataset.

Assessment report
EMA/CHMP/618201/2021

Page 97/154



e All grade 3 to 5 AEs

Table 52: Participants With Grade 3-5 Adverse Events by Decreasing Incidence (Incidence =
1% in One or More Treatment Groups) (APaT Population)

ENTIE ENTT3 EN144 Lenvatinib Pembrolinmakb
Lemvatinib + Treatmet Lemvatimib + Donotherapy Monotherapy
Pembrolinmah Physician’s Pembrolimmab | Safety Dataset Feference
Chpice (Mon- Safety Dataset
Endometrial
Camcer)
[ z 7%) z ) z 7%) z ) z ]
|[ Participants in population 406 380 230 LI11a 3B4
[ with ome or more adverse sventz | 361 (B2.8n | 282 (7.7 | 203 (B2.3) | B9G (B0.3) LE19 (480
with no adverss events 45 (111} | 108 27.3) | 7 (1.7} | 220 (18.7) 3055 (319
Hypartension 134 (379 g (2.3} i3 23.m | 3 (308 (10 {17
Weight decreazed 41 (10.3) 1 (0.3} 11 (4.8} 20 (1.1} 0 (0.5}
Decraazed appetite 12 (7.9 1 (0.5} g [ER 41 3.7} 74 (1.3}
Diarrhosa il {1.6) i 2.1} o (2.8) 22 {1.3) " (1.3)
Lipase increazed 6 (6.4) 5 (1.3} 2 w1 n (2.0} 16 (0.3)
Anaemia 15 (6.2) 57 (14.7) 7 (3.0) 15 2.2 233 4.0)
Asthenia 2 (5.9} 15 [ER 4 (L7} ] (3.3) i (1.0
Proteinuria n (5.4) 1 (0.3} 2 1) o (B.E) 1 (0.0}
Fatigue 2 (5.2) 12 (3.1} X (14 |11 w1 144 2.4)
Hypokalzemia 2 (3.2} 1] (1.3} 3 (L3} 2 (2.3) 38 (L0}
Alanine aminotransferase % 4.7} 3 (0.8} 3 (L3} 5 (L3} 4l (1.0}
increased
Aspartate aminotransferaze 12 4.4) 3 (0.E} 5 2.2} g (0.E) ] (L1}
increased
Hyponatrasmia 12 (4.4) 4 (1.0} 16 (1.0} k2] (3.0) 133 (2.6}
Urinary tract infection 16 3.9} 4 (1.0} 5 2.2} 10 (0.9} 73 (L1}
Hausza 14 (3.4} 5 (1.3} 5 2.2} il (2.8} 30 (0.8}
Acuts kidrey injury 12 (3.0} 4 (1.0} 5 2.2} 17 (1.3} 3l 0.9}
Amylaze increazed 11 2.7 1 (0.5} 1] (2.6 13 (L1} o (0.2}
Palmar-plantar 11 2.7 ] (0.0} 1 0.4) n (2.0 1 (0.0}
erythrodyzassthesia syndrome
Platelet count decreased 11 2.7 3 (0.8} 1 (0.9} 5 (0.4} a (0.1}
Pulmonary embolizm 11 2.7 13 (3.4} 4 (L7} k2] (3.0) o1 (1.5}
Vomiting 11 2.7} (4 (2.3} 1] (2.6) ) (2.6) 41 0.7}
Abdominal pain 10 (2.5} 5 (1.3} 1] (2.6) 12 (2.9} 41 (0.7
Meutrophil coumt decreased 10 (2.3) 23 21.4) 3 (L3} 1 0.2} i (0.1}
Dehydration g 2.2} 1 (0.3} 12 (5.2} ki (3.3) a1 (L1}
Gamma-ghatamryliransfarase L 2.2} 1 (0.5} ] (0.0} 1 0.7} 15 (0.6)
increased
Hyparglycasmia L 2.2) 1 (0.5} 4 (L7} 10 (0.9} G4 (1.1}
Hypophosphataemia L 2.2) 3 (0.8} L (3.9) 3 (0.3} 41 (0.7
Eloed alkaline phosphatase i (2.0} 4 (L0} 1 (0.9} 1] (0.5} 48 (0.8}
increased
Hyperrislvreridasmia 1 (2.0} 1 (0.3} 11 (4.8} 7 (0.6} 16 (0.3}
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Pain in extremity g (2.0 1 (0.3} 1 (0.4) L (0.8} 18 (0.3}
Poeumonia g (2.0 5 (1.3} T (3.0} 43 (3.8} 41 4.1}
Stomatitis g 2.0 2 (0.5} 1 (04 2 2.1} L (0.2}
Arthralsia 7 (L7 0 0.0 5 (2.2} 15 (1.3} 38 (1.0}
Cholacystitiz 7 (L7 ] 0.0} 3 (1.3} L (0B} ] (0.1}
Colitiz 7 (1.7 1 (0.3} 4 (L7} 1] 0.5} a0 (1.0}
Lymphocyte count decreased 7 (1.7} 14 (3.4) 1 (0.4) 7 (0.6} 30 (0.5}
Lymphopania 7 (L7 13 (3.4) ] (0.0} 2 (0.7} 16 (0.3}
Heutropenia 7 (L7 100 (23.8) 1 (0.4 10 gy 15 (0.3}
Elood bilindkin mcreazed & (1.5} 4 (1.0} 1 0.9 4 (0.4} 13 (0.4}
Mucosal inflammation & {1.5) 3 (0.8} ] (0.0} ] 0.0} L (0.2}
Thrombocytopenia 6 (1.5} 5 (1.3} 1 (0.4 18 (1.6} 16 (0.3}
White blood cell count dacreaszed & (1.5) 41 (10.6) 1 (0.4) 3 (0.3} 4 (0.1}
Dieath 5 (1.3} 3 (0.8} b (0.0 5 (4} 41 (0.7}
Female genital tract fistula 5 (1.2} 1 (0.3} ] (0.0} 2 (0.2} 1 (0.0}
Hypoalbuminaemia 5 (1.3} ] (0.0} 3 (1.3} i (0.7} 2 (0.5}
Hypothyroidizm 5 (1.2} ] 000 b (0.0 a 0.7y 7 (0.1}
Immume-mediated hepatitis 5 (1.2} 0 0.0 1 (0.4) ] (0.0} 1 (0.0}
Intestinal obstrction 5 (1.3} 5 (1.3} ] (0.0} 2 (0.2} 17 (0.2}
Sepals 5 (1.2} ] (1.5} 5 2.2 17 (1.5} 45 (0.8}
Elood creatine phosphokinase 4 (1.0} ] (0.0} ] (0.0} 1 (0.1} 14 (0.2}
increased |
Haematuria 4 (1.0} 2 (0.5} 2 e 1 (0.1} e (0.3}
Hepatotogicity 4 (1.0} 0 0.0 ] (0.0} ] (0.0} ] (0.0}
Hyparkalasmia 4 (1.0} 1 (0.3} & (2.6) L (0B} 25 (0.4}
Hypocalcasmia 4 (1.0) 1 (0.3} 3 (1.3} 26 (2.3} L (0.2}
Hypomagnesagmia 4 (1.0} 2 (0.5) 1 (0.4) 4 (0.4} 1 (0.0}
Tyrexia 4 (1.0} ] 0.0} 1 (0.4) 2 (0.2} 7 (0.5}
Fa:h maculo-papular 4 (1.0} 0 (0.0) 3 (1.3} ] (0.0} 16 (0.3}
Adrenal insufficiency 3 0.7 ] 0.0} 3 (1.3} ] (0.0} 12 (0.3}
Constipation 3 0.7 2 {0.5) 7 (3.0} 2 0.7} 2 (0.4}
Dryzpnosa 3 (0.7) 3 (0.8} 1] (4.3) 36 (3.2} 131 (2.2}
Greneral physical health 3 (0.7} 1 (0.3} ] (0.0} 26 (2.3} 35 (0.6}
deterioration |
Hyparcalcasmia 3 [ 2 (0.5} 3 (1.3} 5 4} 31 0.9}
Hypotension 3 (0.7} ] (0.0} 1] (2.6) i (LT} kY] (0.5}
Myalzia 3 0.7 ] 0.0} 3 (1.3} 5 0.4} 11 (0.2}
Poeumonitis 3 0.7 ] 0.0 3 (1.3} 1 0.1} 23 (1.4}
Back pain 1 (0.5) ] (0.0} & (2.6) 15 (1.3} G4 (1.1}
Elond pressurs mersazed 2 (0.5) ] (0.0} ] (0.0} 16 (1.4} 3 (0.1}
Electrocardiogram T prolonged 2 (0.5} ] (0.0} 4 (L7} 10 e 1 (0.0
Febrile neutropania 2 (0.5) n (3.7 0 (0.0} 1 (0.1} 7 (0.1}
Headache 1 (0.5) 1 (0.3} 5 2.2} 2 (2.1} 12 (0.3}
Cancar pam 1 (0.2} ] (0.0} 2 09 11 (1.0 7 (0.5)
Dry:phagia 1 (0.2} ] (0.0} 3 0g) 12 (1.1} 30 (0.5)
Hypoxia 1 (0.2} ] (0.0} 6 (2.6} 4 (0.4) 25 (04
Muscular weakmess 1 (0.2} ] (0.0} 3 (1.3} o (0.8} n (0.4)
Myocardial infarction 1 (0.2} ] (0.0} 4 (1.7} 7 (0.6} e 0.3}
Pleural effusion 1 (0.2} 1 (0.3} 5 2.2 L (0.8} <1 (1.2}
Poeumaonia aspiration 1 (0.2} 2 (0.5} 3 (1.3} 4 (0.4) 31 (0.5)
Symcops 1 (0.2} 4 (1.0} ] (0.0} 13 (1.2} 34 (0.4}
Cardiac fatlare U] (0.0} 3 (0B} 3 (1.3} ] (0.5) 11 (0.2}
Chronic ebstructive palmonary ] (0.0} ] (0.0} 3 (1.3} 1 (0.1} ] (0.5)
dizeaze
Diiverticulitis ] (0.0} o (0.0} 4 (L7 ] (0.5} 7 (0.1}
Ejection fraction decreazed ] (0.0} 2 (0.5} ] (0.0} 12 (1.1} ] (0.0}
Leukopenia ] (0.0} il (8.0} ] (0.0} 1 (0.1} 7 (0.1}
Mental statuz changes ] (0.0} ] (0.0} 3 (1.3} ] (0.5) ] (0.1}
Matzbalic encephalopathy ] (0.0} o (0.0} 3 (1.3} 3 (0.3} ] 0.0
Oropharyngeal pain | 0 o | 0 0o | 5 22 | 3 03 | 3 0. |
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Table 53: Exposure-Adjusted Grade 3-5 Adverse Events (Including Multiple Occurrences of
Events) (Incidence = 5% in One or More Treatment Groups) in All-comer Participants (APaT

Population)
Event Count and Bate (Events/ 104
persan-months ¥
Lenvatimb + TPC
Pembrolizumab

Mumber of paticipants exposed 406 3B

Total exposure” in person-months o195 17652

Blood and lvmphatic system disorders 53(L4) 308 (17.4)
Anasmia 2800.7) 68 (3.9)
Febrile neutropenia 2{0.1) 23 ({1.3)
Leukopenia 0 (0.0 43 (2 4)
Meutropenia T00.2) 147 (8.3

Gastrointestinal disorders 150 (3.8) 52(L9)
Marrhoea 35(0.9) B 0.5)

General disorders and adm inistration site conditions T51(L9) 49 (LK)
Asthera 25 (0.6) 15 (0.8)
Fatipue 21 (0.5) 18 (1.0

Hepatobiliary disorders 32 (08) 101}

Infections and infestations B9 (23) 92

Investigations 214 i5.5) 281 (15.9)
Lipass increassd 32400.8) 5(0.3)
Meutrophil count decreased 10 0.3 159 (9.0)
Weight decreased 42 (1.1} 1 {0.1)
White Blood cell count decreased & (0.2) 68 (3.9)

Metabolism and nuirition disorders 152 (3.9) 31(LE)
Decreased appetite 32400.8) 2{0.1)
Hypokalaemia 22 {0.6) 6 (0.3)

Mus culoskeletal and connective tissue disorders 34 (0.9 5(0.3)

Renal and wrinary disorde rs 52(L3) 14 (0.8}
Protemuna 22 {0.6) 1 {0.1)

Respiratory, thoracic and mediastinal disorders 27 (0T I8 (L6)

Skin and subcutancous tisswe disorders 36 (0.9 302y

Vascular disorders 121 (5.6) 16 (0.9)
Hypertension 209 (5.3) 10 (0.6)

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

* Drug exposure is defined as the interval between the first dose date + | day and the earlier of the last
dose date + 30 or the database cutoff date.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 120 days of last
dose are included.

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

Grades are based on NCI CTCAE version4.03

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.

Database Cutoff Date: 260CT2020

Source: [P775VOIMK3475: adam-adsl; adae]
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e Drug-related AEs (all and grade 3 -5)

Table 54: Participants With Drug-Related Adverse Events by Decreasing Incidence
(Incidence = 5% in One or More Treatment Groups) (APaT Population)

EMNTTS KEMTTS EMN146 Lenvatinily Pembrolizumab
Lemvatinis + Treatment Lenvatinib + Maondthe rapy Monstheragyy
Pembrolizumab Pleysician’s Pembrolizumab | Safety Dataser’ Refe rence
Chaice {Mon- Safety Datser
Ensdometrial
Cancer)
il 1_“".-"}-] fi 1_"’.-"}-] i 1_"’.-*}-] f 1_"’.-'}-] f 1_‘:!-"}-]
Participanis in population Ll iRR 230 1,119 5884
with one or mone adverse events 305 (9730 | 304 (938) | 228 (978) (108D (94.7) |4,132  (T0D)
with no sdverse events 1i @n M (&2 5 2: 50 (53 |1,7952 (208
Hyperiension 244 (611} 4 (1.0 ] (30.1) | s43 (575 | 32 {0.5)
Hypothyroidism il (54.4) 1] () (3350 | 124 (1113 | 365 (9.8)
Diiarrhoea 171 (421) | a2 {18y | 116 (50.4) | 508 (454 | 830 {107y
Mangea 158 (389) | 157 {40.5) T8 (33000 | 304 (352 | 538 {9.1)
Decreased appetite 14% (387) | & {16.5) 83 (3700 | 452 {404y | 461 (7.8)
Fatigue i3 (278 | @« 237 | 128 (34.3) | 487 (435 |07 (199
Prode inuria 102 (25.1) 4 (1.0 87 (378|378 (33.8) 14 (0.2}
Vomiting o (24.4) | = {152y | 40 (174) | 280 (2500 | 198 (3.4)
Weight decreased 1) {223) T (1R A8 209 | 331 248 | 137 2.3
Arthralgia A4 (20.7) 17 (4.4) 68 (296) | 210 (188 | 464 (1.9)
Pl r-plantar R4 {207 [LLE:Y] 51 (223 | 230 {2060 15 {03
eryhmdyssesthesia syndrome
Dyaphaonia Té (187 2 {5y Ti (30.9) | 284 {254y 17 {0.3)
Asthenia 75 (18.5) 3 {19.6) i0 (43) | 146 (1300 | 363 (6.2)
Simatitis 0 (17.2) | 4 {119y | &% (29.46) |20 (26.4) 71 (1.2)
Alznine aminoransiorase 63 (15.5) 14 (38) i9 B3 T (68 | 234 (4.0)
increased
Az mia L3 (14.3) | 150 (387 i 43 44 (39) | 202 (3.4)
Aspartste aminotr ansf erase 58 {14.3) 12 [ERY] 19 (B3) [t {6.1) 220 [ER]
increased
Myalgia 54 (13.3) 13 (34) 22 (94 | 132 (118 |232 (3.9)
Headsche %3 (131} 14 (38) 3% (152 |227 (203 | 193 (3.3
Rash &7 {1L&) 1] {1.5) 24 {10.4) 132 {118y | 678 {115}
Mucosal inflammation 45 (111} 35 (@400 1] (0.0 24 (213 4% {0.8)
Pl ket count decreased 43 {16} Ay (52 ] (39 LT (4.5) 32 {0.5)
Blood thyroid stimulating 4 9.9 i {3) 1% (6.5) 68 (6.1) 71 (1.2)
hormaone increased
Hyperthyroidism 3% {9.6) i (3) 11 (4.8) 1% (13 |219 (3.7
Hypeitea e saemia L {9.4) 2 (3.1 6 (700 18 25) 32 {0.5)
Comstipation 36 8.9 5l {13.1) 22 (96) | 160 (143 | 155 (2.8)
Diry mouth 33 (8.1 & (23) 3% (logy | 124 (11.dy | 143 (2.4)
Dyagpeusia 32 {1 M (%] 2 2.1y T3 (6.5) i (1.0}
Lipase increased 32 7.9 2 {0.5) 29 {12.8) il (28) 17 {0.3)
Thromboeytopenta 31 {1.8) n (L] 3 (13 93 B3 41 (0.7
Abdominal pain 30 (7.4) 13 (3.4) 2i @1y |14 {126y | 114 (1.9}
Abdominal pain wpper 28 (6.9 12 {30 4 {11 120 {101 al {09
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Prurims 27 6T 1 (18 | 28 (123 | 42 (38 836 (14
Blood alkealine phosphatase 26 (6.4) 5 {13 14 {6.1) 33 (29 #5 {1.4)
increased
Pyrexia 26 (6.4) 4 {100 11 {4.8) 41 (37 | 258 (4.4)
Epistaxis 25 6.2) 7 {18y 17 (T4) 100 (B9 ] (0.1}
Hypertriglyceridsem ia 24 (5.9) 1 {0.3) ek {9.6) 30 (i) 27 (0.5)
MNeuropenia 2 (5.4) 127 (32T 2 {09 27 (24) 30 (0.5)
Blood crestinine iecreased 21 i5.2) 2 {0.5) 17 74 | 32 @ | s L
Amylase increased 20 (4.9) 1 {0.3) 15 {6.5) 10 {09 12 (0.2)
Leukopenia 20 4.9 47 {121) 0 {0.0) 27 (24) 20 {0.5)
Pain in extremity 20 (4.9 L] 2.3 17 {74 @6 (B6) 65 (113
Diry skin 19 [ i 7 {18 25 (109 a8 (B8) 174 (3.00
Dhedema peripheral 1% (4.4 8 20 g g8 |1wd @ [ e (Le
Alopecia 17 4.2) 17 {30:2) 5 22 #6 (TN 46 {0.8)
[Mizziness 17 (4.2) 4 {1.0% 13 5.7 82 (73) 82 (1.4)
Dryspepaia 17 (4.2) L] {260 1% (T8 T2 (6.4) 33 (LX)
Neuwtrophil comnt decressed 17 {4.2) @ {24.00) 2 {09 18 (1.6 26 {0.4)
Cough 6 (3.9) 1 (18 | 34 (4m | 80 7y 183 (33
Ol pain 16 (3.9) 2 {05y 16 {70 4 (3] 10 {0.2)
Hyponatraemia 15 [0y 4 {1100 15 {6.5) 29 (26) 59 {1.00
Lymphopenia 15 [ER) ] (L% 1] {000 L] 22 27 (0.5)
White blood cell count decressad 15 AN 58 (14.9) 3 {133 12 (210 18 (0.5)
Delyydration 14 (3.4) 3 {08y 13 5.7 56 (500 33 {0.6)
Dyapaoea 14 [ER ] 11 {28y 28 (122) 59 (53) 1949 (3.4)
Raash macuko- popular 13 {3.2) 2 {0.5) 30 {1300 11 (1.9 158 [E8r) |
Lymphocyte comnt dec reased 0] (2.5) n 5N 4 {1 12 (113 47 (0.8)
Musc b apasms 9 (2.2) 4 {100 12 {52 53 4. 58 (107
Newopaty peripheral £ 2m | A {5.4) o {0 i oy | a4l 0.7
Back pain 7 (1. [3 (1.5 1l (4.3 T0 (6.3) T {1.2)
Taste disorder ] (1.5) 5 {13 1] {0.0) 67 (6,00 9 (0.5)
COrropharyngeal pain 5 (1.2) | {0.3) 24 (10:4) T (6.99 1% (0.3)
Adrenal imufficiency 4 (107 0 {00y 16 {70 0 {00 32 (0.5)
Febrile newtropenia 1 0.2} el {5.4) 1] (0,07 1] (0 L] {0.00
R hinorrhoea | 1 wn | o o | 17 4 | 10 ng | 12 {0.2)

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

A specific adverse event appears on this report only if its incidence in one or more of the columns meets the incidence criterion in
the report titde, afier rounding.

For KNTT5 dataset, non-serious adverse evenis up i 30 days of last dose and serious adverse events up io 120 days of lasi dose are
ine uded.

For KN146 dataset, non-serious adverse evenis up i 30 days of last dose and serious adverse evens up io 9 days of last dose are
ine uded.

For lenvatinib monotherapy safety datsset, both non-serious adverse events and serious adverse evenis up i 30 days of lasi dose
are inchuded,

For pembrolizumab monotherspy re ference safety daisset, non-serios adverse evens up to 30 days of ba dose and seriow
adverse evens up W days of last dose are included.

! Includes all subjects who received at least one dose of lenvatinils in ETOR0-G00-398, ETOR-GO0-303, ETOR0- GOM-201,
EMR0-Gilke-204, ETORD-Cie-T08, ETOR0-CMR)-203, ET0R0- GOR-205, ET0R0-GOM-206, ETOR0-T08 1-208, ETOR0-G00-202
and ETOR0-T081-105.

! Includes all subjects who received at leas one dose of pembrolizumab in KNOO Part B1, B2, B3, D, C, F1, F2, F3, KN002
{original phase), KN, KNO 10, KNG 2 cohont B and B2, KNO1 3 cohort 3, KNO24, KM, KNG, KNGS, KNO4E, KNO52,
KN4, KMN0AS and KNOBT.

Dt b se cutoff date for Melanoma (KNO01-Melanoma: 1RAPRN014, KNON2: 28FEB2N S, KMd6: 03 AR2D1 5,
EMOS4: 02300 T 7, EME-Gide-206: 01 SEF2016)

Detabase cutoff date for Lung (KNGO -NSCLC: 23JAN2015, KNO10: 30SEF2015, KMO24: 10JULXM T, KN(d2: (4SEP2018,
ER0-Gilke-T03: 01 SEF2016)

Dt b cutoff date for HNSOC (KNO12 cohont B and B2 26APR 2006, KNOAD: 1 SMAY2017, KNO4E: 25FEB201 %, KEMOSS:
IAPRID&)

Dwtsbase cutoff date for cHL (KN 3 cohort 3: 2BSEP200 8, KNOET: 21 MAR201H

Db se cutoff dete for Bladder | KNO4S: 2600T2007, KNOS2: 268 EP201H)

Detabase cutoff date for Thyreid (ET0R0-Gl-398: 01 SEP2016, ET0R0-G-308: 01SEF2016, ET0R0-GO000-201: 01 SEF2016,
EM0-Tie1 - 08 01 SEF201 6)

Dt base cutoff date for Bndometria] Cancer (KMT75: 260CT2020, ET080-CG{d0-204: (1 SEP2016)
Detahase cutoff dae for Malignant Glioma (ET0B0-GO0-203: 01 SEPX6)

Detabase cutoff daie for Renal Cell Carcinoma (EN@0-G0-205: 15MARNIE)

Dethase cutoff dae for Adenocancinoma (ET0R0-GOM0-200: 01SEPA16)

Database cutoff date for Solid Tumor (KN146: 1BAUG200, ETORM-1081-105: 01 SEPXM &)

Source: [IS8: adam-ads]; adse]
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Table 55: Participants With Grade 3-5 Drug-Related Adverse Events by Decreasing Incidence
(Incidence = 1% in One or More Treatment Groups) (APaT Population)

ENT?S ENTIS EM146 Lenvatinily Pembaol iz wmab
Lenwvatinily + Treaiment Lenvatini + Monothera Mondtherapy
Pembarolzumab Physician's Pembrolizumab | Safety Dataset Reference
Choice {Mon- Safety Datasel’
Endometrial
Cancer)
n {%a) n {%a) n {%a) n (%) n {%a)
Pariicipants in population Akt Ef 230 1,119 5884
with one of mare adverse events e {778 | 229 (5900 | 151 (&5 | 724 =7y | 913 {155)
with no adverse evens ) (222 | 15% @ | 79 (3 [ 39S (353 | 49T (B4.5)
Hypeension 146 (36,00 1 {0.3) 46 {200 |33 (29.6) 10 {0:2)
Darrhoea 2 {6.2) 3 {0.B) 19 8.3 o {6.2) 55 [LIRy]
Decreased appetie M {5.9) 1} {00 L (2.3 34 {3.0) 21 {h4)
Weight decreased et (5.9 0 {00 5 [ 1 {6.00 1 {1
Lipase incressed 1% {4.4) i {0.3) i8 (P8 i3 (1.1} ii (0:2)
Proteinur i 18 {4.4) 1] {000 20 (5] @7 8.7 0 L]
Aaghenia 17 {42 @ 23) 1 (0.4 37 (3.3) 32 (0.4)
Faitl gue 15 (3.7 12 {313 19 (2.3 1] {8.0) 63 (1.1}
Alanine aminotransferase 13 [EBe)] 2 {0.5) 3 (1.3 10 {0.9) 5 {06)
incressed
Asparaie aminotransferase 13 32 2 {0.5) 3 {1.3) 3 {0.3) is {06)
incressed
Maisasa 12 {300 4 {10y 3 (1.3 25 (2.2) 13 0.2}
Palmar-plantas 1 an [} {00 1 {4 22 {2.00 1 {0
erythrodysse ahesia syndrome
Vomiting 1 {2.5) [ (1.5) 1 {4 0 (1.8) 1 {2}
Hyponatrae mia @ (2.2 1 {03y ] (1.5 14 {1.3) L] {0.5)
Ansemia & (200 43 (1.1} 1 (0.4 8 0.7 2% (0.5)
Stodnatitis # {200 2 {0.5) 1 {004 24 (2.1} L {1}
Colitis 7 (1.7 1] {00 4 [ [ {0.5) 53 (0.9
Hypokalsemia 7 (1M 3 (L] ] X1 7 {0.6) 1] (0.2)
Meutrophil count decreased 7 {1 B2 (211 2 (% 2 {0.2) 4 {0.1)
Platelet count decressed 7 {1 3 {0LR) 2 [ 5 (0.4) 2 {0
Acute kidney injury & {1.5) 1 {03y 1 {04 '3 {0.5) 8 {1}
Mucosal inflammation [ {1.5) ] [LCEN] 1] (LX) 1] (0.0 [ {0.1)
Amylaze increased 5 {12y [} {00 4 (1.7 5 {4} & {1}
Immune-mediaed hepatitis 5 {12} 1] {0.0) 1 {0.4) 1] {0.0) 1 {00
Pulmonary embolizm 5 {12 2 {0.5) 1 (0.4 24 (2.1 9 (0:2)
Abdom inal pain k] {1400 0 {000 1] X1 16 (1.4} 2 L]
Artlralga 4 {10 [/} {00 4 (1.7 5 {0.4) {0.3)
Blood allaline phosphatase 4 {100 2 {0.5) 1] X1 3 {0.3) 16 {0.3)
increased
Blood creatine phosphokinase 4 {100 [} {000 1] X1 L] (0.0 7 {0.1)
increased
Dhehydration 4 (1.0} 1 {0.3) (3.0 1% (1.7 B .1}
Hyperghycaemia 4 (149 0 {00 4 (1.7 1] {0.0) 13 02)
Hypothyroidian k] {140 0 (LX) 1] [LLX1] B .7y 7 {0.1)
Meutropenia 4 (1.0 a3 (24.5) 1 {004y 3 {0.5) 4 0.2)
Pain in extremity k] (140 ] {00 [ (X1 4 (0.4) 2 {0
Thrambocyiopenia 4 {109 4 {10y (1} {0000 15 {1.3) '3 {1}
White bleod cell count dec ressed 4 (149 4 (10:3) i (.4 3 {0.3) i (0.0
Hyperriglyceridsemia 3 (L0} 0 {000 7 (3.0 [ (0.5) [ {0.1)
Hypoca ke semia 3 0.7 1 {0.3) 1 {04 11 (1.0 2 {000
Lymphocyie count decreased 3 {on 13 {34) [} (L] 3 {0.3) 7 {0.1)
Prewmonitis 3 (L0} 0 [LE] 3 (1.3 1] (0.0 T8 (1.3)
Rash maculo-papular 3 [0 ] {000 3 (1.3 1] (0.0 16 {0.3)
Adrenal inaufficiency 2 (0.5) 1] {0 i (1.3 1] {010 13 {02)
Blood presaume increased 2 {0.5) 0 {000 1] (LX) 15 (1.3) 1] {0
Lymphopenia 2 {.5) 11 (28 (1} {000 2 {2} 5 {1}
Febrile neutropenia 1 {0.2) 21 {54) 1] {00 1] (0.0 L] {00
Headache i (0:2) 0 {00 1] (X)) 14 (1.3} 3 0.1y
Wiyocar dial infarction 1 {02} 1] {00y 3 (1.3 (. 4) 1 {00}
Preumnia 1 0.2} 2 {05y 1 {004y 12 (1.1} 13 0.2)
Ejection fraction decreased 1] {0 2 {0.5) 1] (LX) 11 (1.09 L] {0
Leukonenia 0 [LL] 27 T 1] [[IX1] 1 .14 3 [LINN]

Assessment report
EMA/CHMP/618201/2021

Page 103/154



Chopharyngeal pain | o w0y | o e | 4 n | oz = {00

Every participant & counted asingle time for each applicable row and ¢ olumn,

A specific adverse event appears on this repont only if is incidence in one or mone of the columns meets the incidence crierion in
the nepart tithe, after roanding.

For EMTTS dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up o 120 days of last dose are
included.

For EM146 dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up 0 90 days of last dose are
included.

For lemvatinih monatherapy safety dataset, both non-serious adve rse evenls and serous adverse events up to 30 days of last dose
are included

For pembrol zumab monatherapy reference safety daisset, non-serious adverse events up o 30 days of last dose and serious
adverse events up o MW days of last dose are included

" Includes all subjecs who received at least one dose of lemvatindy in ETOR0-GO00-398, ET0R0-GO00-303, ET0R0-GO00-201,
ET080- G- 2004, ETOR0-GOM0-T03, ETOR0-G00-203, EN0-Co0- 205, ENAD-Colib- 206, ET080-1081- 208, ENBM-Cilsk-202
and ETOR0-T081-105.

'ncludes all subjecs who received at least one dose of pembrolizumab in ENOD Pant Bl, B2, B3, D, C, F1, F2, F3, EN(02
{original phase ], BN, KNOD, KNOL2 cohort B and B2, KN cohort 3, KNO24, KMO4O0, KNOS2, KNGS, KNS, KNOS2,
EMis4, KM0SS and KNOET.

Diatabase culnff date for Melanoma (ENO0 1 -Melanoma: 1BAPR2014, KNG 28FEB 2015, KNOMG: 03MAR 205,
EMS4:020CT 2007, ETOR0-Cld-206 1 SEF2016)

Diatabase culoff date for Lung (KN -NSCLC: 23TAN2005, EMNO 1 30SEP200 5, KNO24: 10UL2017, KN4 (MSEPX01E,
ETOR0- GdM-T03: (1 SEF2016)

Diatabase culoff date for HNSCC {ENM 2 cohont B and B2: 264PR2016, KNG [SMAY20 7, KNME: 25FEB2019, EN05S:
22AFRNNG)

Diatabase culnff date for cHL (EM03 cohort 3: 28SEP2E, KNOET: 2IMARXY)

Diatabase culnff date for Bladder { KNGS 260CT2007, KNOS2: 26SEP2018)

Database cutofl date for Thyroid {ETOR0-CG00-398: 01SEP201 6, ETO80-GO-303: (1 SEP 200 6, ETO80-CiM-201 : (] SEF 216,
ETOR0- X8 1-208: 01 SEF2016)

Diatabase cutnff date for Endometrial Cancer (KMNT75: 260CT2020, ETOS0GO-204: 01 SEP 201 &)

Daiabase cwinff date for Malignant Glioma (ET0R0-GO0-203: 015 EP201 6)

Diatabase cutnff date for Renal Cell Carcinoma (ET0S0-GM-205: 1 5MAR201E)

Diatabase culnff date for Adenocarcinoma (ET0R0-GO-204: 0ISEF2016)

Diatabase cutnff date for Solid Tumor (KXN146: 1 BALUG2020, ETORD-T081-105: 01SEF2016)

Source: [155: adam-adsl; adse ]
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e Serious adverse event/deaths/other significant events

e Deaths due to adverse events

The overall incidence of AEs resulting in death was comparable in the lenvatinib plus pembrolizumab EC
group (5.7% - 23 deaths), the TPC EC group (4.9% - 19 deaths), and the pembrolizumab monotherapy
RSD (5.3% - 312 deaths), and lower than in the lenvatinib plus pembrolizumab non-EC group (10.4% -
24 deaths) and the lenvatinib monotherapy group (8.7% - 97 deaths).

When comparing the exposure-adjusted fatal AEs, the overall rate was lower in the lenvatinib plus
pembrolizumab EC group (0.15) compared to the TPC EC group (0.45).

The overall incidence of drug-related AEs resulting in death was comparable in all groups: lenvatinib plus
pembrolizumab EC group (1.5% - 6 deaths), TPC EC group (2.1% - 8 deaths), lenvatinib plus
pembrolizumab non-EC group (2.2% - 5 deaths), the lenvatinib monotherapy group (2.4% - 27 deaths)
and the pembrolizumab monotherapy RSD (0.7% - 39 deaths).

Out of the 6 drug-related fatal AEs in the lenvatinib plus pembrolizumab EC group, 1 death due to
multiorgan dysfunction syndrome was considered by the investigator as related to both lenvatinib and
pembrolizumab. One death each due to cerebrovascular accident, right ventricular dysfunction,
myelodysplastic syndrome, and death were considered by the investigator as related to lenvatinib, and
1 death due to colitis was considered by the investigator as related to pembrolizumab.

Table 56: Participants With Adverse Events Resulting in Death (Incidence > 0% in One or
More Treatment Groups) in All-comer Participants (APaT Population)

Lenvatinib + Pembrolizumab TRC
n (%) m (%)
Participants in population 406 IRE
with one or mone adverse events 23 (5.7) 19 (4.9
with no advwerse events 3E3 (94.3) 369 {(95.1)
Cardiac diserders 2 (1.5 4 (L1
Acute myocandial infaretion 1 {0.2) L1} (0.0
Candiac failure 1] {00y 1 {0.3)
Candiac failure congestive 0 ] 1 {0.3)
Candiogenic shock Li] (0.0} 1 (0.3)
Right ventricular dysfunction 1 (0.2} (1] (0.0
Taoxic candiomy opathy 0 {0uD) 1 {0.3)
Gasirointestinal disorders g (1.2) [1] (L)
Colitis 1 {0.2) L1} (0.0
Intestinal perforation 1 {02} Li] (0.
Large intesting perforation 1 {02) L] (0.0}
Lower gastrointestinal haemo mhage 1 {0.2) L1} (0.0
Malignant gastrointestinal ohstnection 1 (02 L] (0.
Creneral disorders and administration [ (1.5) L] (1L.3)
site conditions
Digath 5 {12} 3 (0.8}
Multiple organ dy sfunction syndmme 1 {02} 2 {0.5)
Infections and infestations 3 (LT) [ (L5)
Influenza 0 (007 1 (0.3)
P umnomia 2 {(0.5) 2 (0.5)
Sepsie 0 {0uD) i (0LE)
Urnsepsis 1 {0.2) L1} (0.0
Imjury, ppEoning and precedural L] (LA I (0.3)
complicatons
Subdural haematoma 0 (007 1 (0.3)
Metabolism and mutrition deorders 1 (.2} [1] L]
Diecreased appetite 1 {02} (1] (0.0
Neoplasms benign, malignant and 1 (.2) [1] (L)
unspecified (incl cysts and polyps)
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Myelodysplastic syndrome 1 {0.2) 0 (0.0}
Nervous system disorders 1 (0.2) L] (0.0
Cerebrovascular accident 1 {0.2) 0 (0.0}
Psychiatric disorders 1 (0.2) L1} (0.0
Assisted swicide 1 {02} (1] {0.0)
Renal and urinary disorders 1 (0.2) [} (0.0)
Acute kidney injury 1 {02} 0 {0.0)
Reproductive system amd breast 1 (.2 [} (0.0
disorders
Waginal haemormhag e 1 {02} 0 (0.0
Respiratory, thoracic and mediastinal 1 (.2 3 (0.8)
disorders
A spiration L] (0.0} 1 {(0.3)
Pulmomary embolism 1 (0.2) 1 (0.3)
Respimaiorny failune 0 (0.0 1 {0.3)
Every participant is counted a single time for each applicable row and cohimn.
Serious adverse eventsup to 120 days of last dose are included.
MedDR A preferred terms "Neoplasm progression”, "Malignant neoplasm progression” and "Discase progression”
not related to the drug are exchuded.
TPC = Treamnent Physicians Choice of doxorubicin or paclitaxel.
Databasze Cutoff Date: 2GO0CT 2020

Source: [P775V0 IME3475: adam-ads]; adae]

e SAEs

The overall incidence of SAEs was similar between the lenvatinib plus pembrolizumab EC group (52.7%),
the lenvatinib plus pembrolizumab non-EC group (56.1%), the lenvatinib monotherapy group (54.8%),
and higher than in the TPC EC group (30.4%) and the pembrolizumab monotherapy RSD (38.5%) (Table
below). The most frequently reported SAEs (incidence >1%) were:

- Lenvatinib plus pembrolizumab: hypertension, UTI, diarrhoea, decreased appetite, vomiting, acute
kidney injury, pyrexia, cholecystitis, colitis, pneumonia, death, dehydration, intestinal obstruction,
sepsis, abdominal pain, ileus, and pulmonary embolism

- TPC: febrile neutropenia, anaemia, neutropenia, pulmonary embolism, and sepsis.

The most frequent exposure-adjusted SAEs in the lenvatinib plus pembrolizumab EC group (> 0.2 events
/ 100 person-months) were hypertension, UTI, diarrhoea, decreased appetite, vomiting, acute kidney
injury, pyrexia, cholecystitis, colitis and pneumonia.

When comparing the exposure-adjusted SAEs, the overall rate was similar in the lenvatinib plus
pembrolizumab EC group (10.15) compared to the TPC EC group (10.08). Exposure-adjusted rates of
SAEs across the various SOCs were similar between the 2 groups. Only the 2 following SAEs were
reported with an increased rate of at least 0.3 events / 100 person-months in the lenvatinib plus
pembrolizumab EC group compared to the TPC EC group: hypertension and UTI. These 2 SAEs are
identified very common ADRs in the SmPC section 4.8.

There was a marked higher incidence of the following SAEs in the lenvatinib plus pembrolizumab EC
group (incidence > 2%) compared with the lenvatinib monotherapy group and pembrolizumab
monotherapy RSD: UTI and Diarrhoea. Of these SAEs, only UTI had a marked higher incidence in the
lenvatinib plus pembrolizumab EC group compared with the lenvatinib plus pembrolizumab non-EC
group.
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Table 57: Participants With Serious Adverse Events by Decreasing Incidence (Incidence =
1% in One or More Treatment Groups) (APaT Population)

EMTIE ENTS EM1445 Lenvartinik Pembrolizumakb
Lematinib + Treatment Lematinib + Monotherapy Monotherapy
Pembrolizumah Physician's Pembrolizmab | Safety Dataset Faference
Chiice (Mon- Safety Dataset
Endometial
CamcEr)
L () L %) L () L () L ()
Participants in population 406 328 230 1,113 3ER4
with one or mare adverse sventz | 214 (5327 | 1118 (30.4) | 12% (36.1) | 613 (34.8) 1166 (383
with no adverss events 192 (473} | 270 (§9.4) | 101 (4380 | 06 (43.1) 1618 (613
Hypertension 17 42) ] (0.0 ] (1.6) 18 (2.5} 1 0.0y
Urinary tract infection 13 3] 1 {0.5) 3 (1.3} ] (0.7 3o (1.0
Diarrhosa 10 (1.5} 3 {0.8) 4 (L7} 13 (1.2} i (1.0
Decreazed appetite g (2.2} ] 0.0 ] (0.0 15 (1.3} 11 (0.3}
Vomiting L (23} 3 {0.8) 3 (1.3} 13 213 2 (0.5)
Acate kidney injury i (2.0 3 {0.8) i (3.3) 0 (1B} 30 (0.8}
Pyregia ] (2.0 3 {0.8) 4 (1.7} ] (0.7} a7 (1.1}
Chalecystitis 7 (1.7} 1] (0.0 3 (1.3} | (1.1} 7 (0.1}
Colitiz 7 (1.7 1 {0.3) 3 (1.3} ] (0.5} 3o (1.0
Poeumonia ] (1.5} 3 {0.8) 7 3 47 42) 244 42)
Death 5 (1.2} 3 {0.8) ] (0.0 5 (0.4} 41 (0.7}
Defrydration 5 (1.2} 1 {0.5) i (3.5} k] 2.7 41 (0.7}
Intestinzl obztmaction ] (13} 3 {0.8) 1] 0.0y 4 (0.4} | (0.2}
Sepai: ] (13} ] (1.3 4 (1.7 15 (1.3} 41 0.7
Abdominal pain 4 (1.0 1 {0.3) 4 (1.7} by (2.4) by (0.5)
Tenz 4 (1.0 1] (0.0 1] 0.0y 1 (0.2} 10 (0.2}
Pulmonary embolizm 4 (1.0 5 (1.3 3 (1.3} 1 (2.6) 71 (1.3}
Adrenal insufficiency 3 (0.7 ] (0.0 3 (1.3} ] 0.0y 18 (0.3}
Astheniz 3 (0.7 1 {0.5) 4 (1.7 17 (1.5} 18 (0.3}
Constipation 3 (0.7} ] 0.0 3 (1.3} ] (0.5} 2 (0.4}
General physical health 3 (0.7} 1 {0.5) ] (0.0 11 Iy 13 (0.4}
defertoration
Hanzza 3 (0.7} 1 {0.5) 4 (L7} 17 (1.5} 2 (0.5}
Preumamitis 3 (0.7} ] 0.0 4 (L7} ) (0.2} 117 2.0
Cerebrovascular accident 1 (0.5) 3 {0.8) 1] 0.0y (1.0} 2 (0.3}
Dryzpnosa 1 (0.5) 1 {0.3) i (3.3) n (2.0 )| (1.4}
Fekbrile neutropenia 1 (0.5) 16 (4.1 1] 0.0y (0.1} 4 (0.1}
Headache 1 (0.5) 1] (0.0 1 0. | (1.1} ] (0.1}
Hyponamrasmia 1 (0.5} 1 {0.5) 5 (2.1} 10 (0.9 g (0.7
Hypotenzion 1 (0.5} ] (0.0 3 (1.3} 7 (1.5} 13 (0.2}
Anasmia 1 (0.2} o {2.3) ] 0.0y 5 (0.4} 3o (1.0
Myocardial infarction 1 (0.2} ] 0.0 4 (L7} 7 (0.6} e (0.3}
Heatropenia 1 (0.2} 7 (1B ] (0.0 1 (0.2} 3 (0.1}
Plenral effusion 1 (0.2} 1 {0.3) 1 (0.4} L (0.8} k) (1.4}
Cancer pam 1] 0.0y 1] 0.0 1] 0.0y 14 (1.3} 16 (0.3}
Chroric ebstructive pulmonary 1] (0.0} ] {0.0) 3 (1.3} 1 (023 i) 0.5}
dizeaze [
Diverticuliti= 1] (0.0} ] {0.0) 3 (1.3} ] (0.5) 7 (0.1}
Hypoxiz 1] (0.0} ] {0.0) 3 (1.3} 1 (0.2} 17 (0.3}
Muscular weakmess 1] (0.0} ] {0.0) 3 (1.3} 3 (0.3) L (0.2}
Poeumonia aspiration 1] (0.0} ] {0.0) 3 (1.3} 4 0.4) 25 (0.4}
Saizure 1] (0.0} 1 {0.5) 1 (03 12 1.1} 15 (0.3}
| Spinal compression fractare 0 (0.0} 0 (0.0} 3 {1.3) 2 {0.2) 1 0 |

Assessment report
EMA/CHMP/618201/2021

Page 107/154



Table 58: Exposure-Adjusted Serious Adverse Events (Including Multiple Occurrences of
Events) (Incidence = 1% in One or More Treatment Groups) in All-comer Participants (APaT

Population)

Event Count and Bate (Events' 100

person-months P

Lenvatmib + TPC
Pembrolizumahb
Number of participants exposed 406 388
Total exposure” in person-months 39N9.5 1765.2
Blood and lvmphatic system disorders 7(02) 39(2.2)
Anasmia 1 {0.0) 9{0.5)
Febrile neutropenia 2{0.1) 17 (1.0}
Meutropenia 1 {0.0) 7(0.4)
Cardiac disorders 14 (0.4) 14 (0.8)
Endocrine disorders 10 {.3) 0 (00
Gastrointestinal disorders 81 (1) 25(1.4)
Abdominal pain 440.1) 1{0.1)
Calitis 7(0.2) 1{0.1)
Diarrhoea 10 (0.3) 3(0.2)
Ileus 5(0.1) 0 {0.0)
Intestinal obstruction 5(0.1) 3(0.2)
Vomiting 9 {0.2) 4(0.2)
General disorders and administration site cond itions 28 (0.7) 15 (0.8)
[reath 5(0.1) 3(0.2)
Pyrexia 8(0.2) 3(0.2)
Hepatobiliary disorders 28 (0.7) 1{0.1)
Cholecystitis 9{0.2) 0 {0.0)
Immune syvstem disorders 6 (0.2) 0 {00y
Infections and infestations 69 (LB) 19 (L6)
Prneumonia 6 (0.2) 3(0.2)
Sepsis 5(0.1) 5(0.3)
Urinary tract infection 14(0.4) 2{0.1)
Injury, poisoning and procedural complications 5(0.1) 30z)
Investigations 7(02) 4(0.2)
Metabolism and nutrition disorders 32 (0.8) B (0.5)
Decreased appetite 9{0.2) 0 {0.0)
Dehwdration 5(0.1) 1(0.1)
Musculoskeletal and connective tissue disorders 11 (0.3) 201}
Nervous system disorders 18 (0.5) B (0.5)
Psvchiatric disorders 5(0.1) 201}
Renal and wrinary disorders 18 (0.5) 7 (0.4)
Acute kudnew mjury 8 (0.2) 3{0.2)
Reproductive system and breast disorders B(0.2) 1{0.1)
Respiratory, thoracic and mediastinal disorders 15 (0.4) 13(0.7)
Pulmonary embolism 440.1) 5(0.3)
Skin and subcutancous tissue disorders 90z 1{0.1)
Vascular disorders 24 (0.6) 302
Hyperension 17 (0.4) 0 {0.0)

dose date + 30 or the database cutoff date,

progression” not related to the drug are excluded.

Database Cutoff Date: 260CT2020

Serious adverse events up to 120 davs of last dose ane included.

TPC = Treatment Physician s Choice of doxombicin or paclitaxel.

* Event rate per 100 person-months of exposure = event count =1 00/peson-months of exposure.
® Drrug exposure is defined as the interval between the first dose date + 1 day and the earlier of the last

MedDR A prefemed terms "Neoplasm progression”, "Malignant neoplasm progression” and "Dissase

Source: [PT7SVOIME3475: adam-ads]; adae)]

The overall incidence of drug-related SAEs was similar between the lenvatinib plus pembrolizumab EC

group (33.3%), the lenvatinib plus pembrolizumab non-EC group (25.7%), the lenvatinib monotherapy
group (29.5%), and higher than in the TPC EC group (14.2%) and the pembrolizumab monotherapy RSD
(11.1%) (Table below). The most frequently reported drug-related SAEs (incidence =1%) were:
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- TPC group: febrile neutropenia, neutropenia, and anaemia.

- Lenvatinib plus pembrolizumab group: hypertension, colitis, decreased appetite, vomiting, diarrhoea,
pyrexia, and acute kidney injury. All these drug-related SAEs were more frequent with in the lenvatinib
plus pembrolizumab EC group compared to the TPC EC group.

When comparing the exposure-adjusted drug-related SAEs, the overall rate was similar in the lenvatinib
plus pembrolizumab EC group (5.15) compared to the TPC EC group (4.08). The details by drug-related

SAEs were not provided.

Only the drug-related SAE pyrexia was reported with a marked higher incidence in the lenvatinib plus
pembrolizumab EC group (incidence > 1%) compared with the lenvatinib monotherapy group,

pembrolizumab monotherapy RSD, and the lenvatinib plus pembrolizumab non-EC group.

Table 59: Participants With Drug-Related Serious Adverse Events by Decreasing Incidence

(Incidence = 1% in One or More Treatment Groups) (APaT Population)

KNTT3 KINTT5 KN146 Lenvatinib Pembrolizumaly
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician's Pembrolizumab | Safety Dataset’ Reference
Choice (Non- Safety Dataset'
Endometrial
Cancer)
n (%a) n (%a) n (%) n (%) n (%)
Participants in population 4 3B 230 1.11% 5,884
with one or more adverse events 135 (33.3) 35 (14.2) 39 (25.7) | 330 (29.5) | 636 (11.1)
with no adverse events 271 (66.7) | 333 (B5.8) 171 (74.3) 7RO (70.5) | 5.228 (BE.9)
Hypertension 17 (4.2) 0 (0.0 5 {2.2) 28 {2.5) 0 (0.0)
Colitis 7 (1.7) 0 (0.0) 3 (1.3) 5 (0.4) 51 (0.9)
Decreased appetite ) (L7} 0 (0.0} 0 (0.0) 10 (0.9) 5 (0.1)
Vomiting 7 (1.7) 2 (0.5) 0 (0.0) 14 (1.3) 9 (0.2)
Driarrhoea & (1.5) 2 (0.5) 3 (1.3) 10 (0.9) 34 (0.6)
Acute kidney injury 4 (1.0} 1 (0.3) 4 (1.7} 7 (0.6) 10 (0.2)
Pyrexia 4 (1.0) 0 (0.0) 1 (0.4) 3 (0.3) 17 (0.3)
Dehydration 3 (0.7) 1 (0.3) 6 (2.6) 14 (1.3) 4 (0.1)
Pneumonitis 3 (0.7) ] (0.0) 4 (1.7} ] (0.0) 111 (1.9)
Adrenal insufficiency 2 (0.5) 0 (0.0) 3 (1.3) 0 (0.0) 14 (0.2)
Maunsea 2 (0.5) 1 (0.3) 1 (0.4) 13 (1.2) 8 (0.1)
Abdominal pain 1 (0.2) 0 (0.0) 0 (0.0) 13 (1.2) 2 (0.0)
Anaemia 1 (0.2) 7 (1.8) 0 (0.0) 0 (0.0) 5 (0.1)
Febrile neutropenia 1 (0.2) 15 (3.9) ] (0.0) ] (0.0) ] (0.0)
MNeutropenia 1 (0.2) 7 (1.8) 0 (0.0) 0 (0.0) 1 (0.0)
Pneumonia 1 (0.2) 2 (0.5) 1 (0.4) 13 (1.2) 14 (0.2)
Pulmonary embolism 1 (0.2) 1 (0.3) ] (0.0) 19 (1.7} 7 (0.1)
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Asthenia | o (o) | 1 03 | 1 04 | 1 (10 | e (0.1}

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

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

For KNT775 dataset, non-serious adverse events up to 30 days of last dose and sertous adverse events up to 120 days of last dose are
inchided.

For KN 146 dataset, non-serious adverse events up to 30 days of last dose and sertous adverse events up to 90 days of last dose are
inchuded.

For lenvatinib monotherapy safety dataset, both non-serious adverse events and sertous adverse events up to 30 days of last dose
are included.

For pembrolizumab monotherapy reference safety dataset, non-serious adverse events up to 30 days of last dose and serious
adverse events up to 90 days of last dose are included.

'Includes all subjects who received at least one dose of lenvatinib in ET080-G000-398, ETO80-GO00-303, ET080-G000-201,
ET080-GO00-204, ET080-GO00-703, ET0R0-GO00-203, ET080-C000-205, ETOR0-GO00-206, ETOR0-J0R1-208, ET00-Ci000-204
and ET080-J081-105.

Nncludes all subjects who received at least one dose of pembrolizumab in KNOO1 Part B1, B2, B3, D, C, F1, F2, F3, KNO(02
(orginal phase), KNOD6, KNO10, KNO12 cohort B and B2, KNO13 cohort 3, KNO24, KNGO, KNO42, KNO45, KNO4E, KND52,
ENO54, KNG5S and KNDET.

Database cutoff date for Melanoma (KNOO1-Melanoma: 18APR2014, KNOO2: 28FEB20 135, KNOD6: 03MAR20135,
ENO54:.020CT2017, ETOR0-GO00-206: 01 SEP2016)

Database cutoff date for Lung (KNOO1-NSCLC: 23JAN2015, KNO10: 30SEP2015, KNO24: 10JUL2017, KNO42: (MSEP2018,
ET080-GG000-703: 015EP2016)

Database cutoft date for HNSCC (KNO12 cohort B and B2: 26APR2016, KNO40: 15MAY 2017, KNO48: 25FEB2019, KNO33:
22APR2016)

Database cutoff date for cHL (KNO13 cohort 3: 285EP2018, KNORT: 21MAR2019)

Database cutoff date for Bladder ( KN045: 2600T2017, KN0O52: 26SEP2018)

Database cutoft date for Thyroid (ET080-GO00-398: 01SEP2016, ETOR0-GOO0-303: 01SEP2016, ETORD-GO00-201: 01SEP2016,
E7080-J081-208: 015EF2016)

Database cutoff date for Endometrial Cancer (KN775: 260CT2020, ETOR0-GO00-204: 01SEP2016)

Database cutoff date for Malignant (ioma (ET0R0-G000-203: 01 SEP2016)

Database cutoff date for Renal Cell Carcinoma (ET080-GO00-205: 15MARZOIR)

Database cutofT date for Adenocarcinoma (E7080-GO00-209: 01SEP20146)

Database cutoft date for Solid Tumor (KN146: 18BAUG2020, ETOR0-J081-105: 01 SEP2016)

Source: [185: adam-adsl: adae]

e Adverse Events of Special Interest for lenvatinib

As expected, the incidence of Clinically Significant Adverse Events associated with Lenvatinib (CSAE)
was higher in the lenvatinib plus pembrolizumab EC group (94.8%) compared with the TPC group
(37.6%).

In the lenvatinib plus pembrolizumab EC group, the incidence of all reported CSAE, serious CSAE, Grade
3 to 5 CSAE, and CSAE leading to dose interruptions of any drug were generally consistent with those
observed in the lenvatinib monotherapy and the lenvatinib plus pembrolizumab non-EC groups.

In the lenvatinib plus pembrolizumab EC group, the incidences of all reported drug-related CSAE, drug-
related serious CSAE, drug-related Grade 3 to 5 CSAE, dose reduction of lenvatinib due to an AE, and
discontinuations of any drug due to CSAE were slightly higher than in the lenvatinib monotherapy and
the lenvatinib plus pembrolizumab non-EC groups.

In the lenvatinib plus pembrolizumab EC group, most CSAE were <Grade 3 (approximately 95%).
Approximately 60% of CSAE were not resolved at the time of data cut-off; this was largely driven by
hypothyroidism. The majority of the other CSAE were resolved or resolving at the time of the data cut-
off.

The most common CSAE observed (incidence > 15%) in the lenvatinib plus pembrolizumab EC group
were hypertension (64%), hypothyroidism (57.4%), proteinuria (28.8%), PPES (21.2%), ALT increased
(21.2%), and AST increased (19.7%).

The frequencies of CSAE in the lenvatinib plus pembrolizumab EC group were generally consistent with
those in the lenvatinib monotherapy group, with the exception of the CSAE events of hepatotoxicity
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(mainly ALT and AST increased, Grade 1 to 3), hypothyroidism (Grade 1 to 2), and renal events (mainly
Blood creatinine increased, Grade 1 to 2) which were more reported with the combination.

All these CSAE are identified very common ADRs in the SmPC section 4.8.

ALT and AST increased and hypothyroidism were also more frequent in the lenvatinib plus
pembrolizumab EC group compared to the lenvatinib plus pembrolizumab non-EC group (although the
difference was less marked).

Eight participants (2.0%) in the lenvatinib plus pembrolizumab EC group died due to CSAE: arterial
thromboembolic events [acute myocardial infarction, cerebral vascular accident], cardiac dysfunction
[right ventricular dysfunction], GI perforation [intestinal perforation, large intestine perforation],
haemorrhage [lower gastrointestinal haemorrhage, vaginal haemorrhage], and renal events [acute
kidney injury]. Two of these deaths (cerebrovascular accident and right ventricular dysfunction) were
considered by the investigator to be related to lenvatinib.
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Table 60: Adverse Event Summary for CSAE (APaT Population)

ENT73 Lenvatimib + ENT75 Treament Physician's EN14§ Lenvatinib + Lenvatinit Monotheragy
Pepbrolizumab Choics Dembrolizumab (Mon- Safety Dataset
Endometrial Cancer)
1 e n e n e n (%)
Participants in population 406 388 230 L1192

with ope or mare adverie events 385 (94.5) 146 37.6) 06 (208 a7l (2680
with no adverzs svant 11 (30 242 (82.4) 4 (10.4) 147 {13.1)
with dmg-related” adverse events el (90.8y ag (178 138 (8LD) a07 (2311
with toxicity grade 3-3 adverze events 218 (33T 44 (12L& 107 (46.5) 550 (30,00
with toxicity grade 3-3 druz-related adverze events 195 (48.00 16 4.1) 81 (33D 4312 431
with seripus adverzs events 20 (18.7 7 7.0y 47 (204 am (181
with seripus drug-related adverss events 0] (14.8) 11 (1.8) 15 (10.8) 16 (11.3)
with doze intermuption of any drug doe to an adesrss event 138 (34.0) 11 (2.8) a7 (37.8) 376 (338
interruption of Pembrolizumat 71 (1.7 - i (135 --

interrurption of Lervatinib 10% (26.8) - 21 (35T 376 (33.6)
interruption of both Pembrolimumat and Lenvatinib 4 (84) - 1 (8.3) --
with doze reduction of Leswatinib dus to an adwerse event 148 (36.3) - a7 200 263 23T
who died 2 (2.0 3 (1.3} 7 (3.0 2 (1.8
who died due to 2 dnug-related adverze event 2 (0.5 3 (0.8) 3 (L.3) o (0.8)
dizcomtinued any drug doe to an adverss event G0 (14.8) g (1.3) 13 (10.0) 108 8.7
discontimeed Pembrolizmah 7 (6.7} - 17 74 -

discontimeed Lenvatinit 33 (135 - b [Ny 108 8.7
discontimeed both Pembrolizumab and Lenvatinib 12 44 - 14 (6.1 --
dizcantinued any drug due to 2 dmz-related adverse event 4 (13.3) 5 (1.3) 17 74 2 (7.3)
discontimead Pembrolizmmab 17 4. -- -

discontimeed Lenvatinib 47 (11.6) - .1 7.3
discontimead both Pembrolizumab and Lepvatinik 8 (2.00 -- -
drzcortinued any drug due to a serious adverse event k! (8.68) 3 ey 14 (6.1 a2 (3.5
discontimeed Pembrolinmab 12 (4.4 - 10 4.3

discontimeed Lenvatinib 34 24y - 13 {37y a2 (35

discontimeed both Pembrolimmak and Lenvatinib 16 3.8 - g (3.8 -

dizcontinued any dme due to a serious dmg-ralated adversa 2 (6.0% 3 (0.5 10 4.3 41 (3.7

2vent

dizcontinuad Pembrolizomah g (2.0 - - -

discontimeed Lenvatinib 16 (643 - - 41 3.7)

discontinued both Pembrolinmak and Lenvatinib 1] (L33 - - -

“ Determined by the imvestigator to be related to the drs.

Grades are based on MCI CTCAE verzion 4.0

For ENT73 dataser, non-zerious adverse events up to 30 day: of la:t dose and zerious adverss events up ta 120 days of last daz= are inchuded.
For EM146 dataset, non-zerious adverse events ap to 30 days of l2st dose and serous adverss events up to 20 days of last dose are mcluded
For lenvatinib monatherapy safiety dataset, both non-zerious adverse events and sertous adverss svents up to 30 days of last dose ars incheded.

E7020-G000-204, ET0R0-J081-208, ET0B0-GD00-209 and ET080-J021-105.
Database cutoff dxte for Melanoma (ET080-GI00-206: O 15EP2ELE)
Database cuteff date for Lung (E7020-G000-703: 015EP1O1E)
Diatabase coteff date for Thyreid (E7080-G000-328: D1SEP2014, ETORD-GIO0-303: 01SER20LS, ET0E0-GOO0-201: 01SEPZOLS, ET0B0-T081-208: JISER2DLG)
Databasa catoff dxte for Endometrial Cancer (EN775: 260CT2020, ET030-GO00-204: 01 SEP2016)
Database cutoff date for Malipnart Glioma (E7080-GA00-203: 01EEPI016)
Dratabase coteff date for Renal Cell Carcinema (E7080-GI00-203: 1IMARIO1E)
Databasa cutoff date for Adenocarcinoma (E7020-GO00-205: 0 ISEPI016)
Database cutoff date for Solid Tumor (EN146: 18ATG2020, ET020-T081-105: 01 5EP201E)

Inchade: all subjects whe reczived at least one doze of lenvatinik in ET080-G000-308, ETS0-GI00-303, ETOS0-GI00-201, ETOS0-GO00-204, ETOS0-G000-703, ET080-G000-203, ET080-G000-203,

Source: [I55: adam-adsl; adas]
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Table 61: Participants With Clinically Significant Adverse Events by CSAE Category
(Incidence > 0% in One or More Treatment Groups) (APaT Population)

Study Study KEYNOTE-146 Lenvatinib
309/KEYNOTE- 309/KEYNOTE- Lenvatinib + | Monotherapy
775 Lenvatinib + | 775Treatment Pembrolizumab (Non- | Safety Dataset
Pembrolizumab Physician s Choice Endometrial Cancer)
n (%) n (%) n (%) n (%)
Participants in | 406 388 230 1,119
population
with one or more | 385 (94.8) 146 (37.6) 206 (89.6) 972 (86.9)
AE
with no AE 21 (5.2) 242 (62.4) 24 (10.4) 147 (13.1)
Arterial 15 (3.7) 3 (0.8) 15 (6.5) 64 (5.7)
Thromboembolic
Events
Cardiac 4 (1.0) 12 (3.1) 14 (6.1) 62 (5.5)
Dysfunction
Fistula Formation 10 (2.5) 4 (1.0) 3 (1.3) 23 (2.1)
GI Perforation 16 (3.9) 1 (0.3) 6 (2.6) 25 (2.2)
Hemorrhage 99 (24.4) 51 (13.1) 80 (34.8) 367 (32.8)
Hepatotoxicity 137 (33.7) 44 (11.3) 45 (19.6) 196 (17.5)
Hypertension 264 (65.0) 21 (5.4) 99 (43.0) 703 (62.8)
Hypocalcemia 16 (3.9) 14 (3.6) 8 (3.5) 98 (8.8)
Hypothyroidism 277 (68.2) 4 (1.0) 100 (43.5) 222 (19.8)
Palmar-plantar 90 (22.2) 4 (1.0) 56 (24.3) 250 (22.3)
Erythrodysesthesia
Syndrome
Posterior 1 (0.2) 0 (0.0) 1 (0.4) 3 (0.3)
Reversible
Encephalopathy
Syndrome
Proteinuria 120 (29.6) 12 (3.1) 93 (40.4) 395 (35.3)
QT Prolongation 16 (3.9) 8 (2.1) 8 (3.5) 54 (4.8)
Renal Events 74 (18.2) 23 (5.9) 3 (18.7) 112 (10.0)

e Adverse Events of Special Interest for Pembrolizumab (AEOSI)

Adverse Events of Special Interest for Pembrolizumab (AEOSI) are immune-mediated events and IRRs
associated with pembrolizumab treatment.
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As expected, the incidence of AEOSI was higher in the lenvatinib plus pembrolizumab EC group (67.2%)
compared with the TPC group (4.4%) (Table below).

In the lenvatinib plus pembrolizumab EC group, the incidence of all reported AEOSI, and drug-related
AEOSI were generally slightly higher than those observed in the lenvatinib plus pembrolizumab non-EC
group, and much higher than those observed in the pembrolizumab monotherapy RSD group.

In the lenvatinib plus pembrolizumab EC group, the incidence of serious AEOSI and drug-related serious
AEOSI were slightly higher compared to the lenvatinib plus pembrolizumab non-EC and pembrolizumab
monotherapy RSD groups.

In the lenvatinib plus pembrolizumab EC group, the incidence of Grade 3 to 5 AEOSI, drug-related Grade
3 to 5 AEOSI, AEOSI leading to dose interruptions of any drug, and discontinuation of any drug due to
an AEOSI, were generally similar than those observed in the lenvatinib plus pembrolizumab non-EC
group, but higher than those observed in the pembrolizumab monotherapy RSD group.

In the lenvatinib plus pembrolizumab EC group, most AEOSI were <Grade 2 (approximately 81%). Most
Grade 3 to 4 AEOSI were reported in <1% of participants in the lenvatinib plus pembrolizumab EC group,
except for Grade 3 severe skin reactions (2.5%), Grade 3 colitis (1.5%), and Grade 3 hepatitis (1.5%).

Approximately 60% of AEOSI were not resolved at the time of data cut-off; this was largely driven by
hypothyroidism. The majority of the other AEOSI were resolved or resolving at the time of the data cut-
off.

The most common AEOSI observed (incidence > 10%) in the lenvatinib plus pembrolizumab EC group
were hypothyroidism (57.4%) and hyperthyroidism (11.6%).

The frequencies of AEOSI in the lenvatinib plus pembrolizumab EC group were generally consistent with
those in the lenvatinib monotherapy group, with the exception of the AEOSI events of hypothyroidism
(Grade 1 to 2), hyperthyroidism (Grade 1 to 3) and colitis (Grade 1 to 3) which were more reported with
the combination.

Hyperthyroidism and hypothyroidism were also more frequent in the lenvatinib plus pembrolizumab EC
group compared to the lenvatinib plus pembrolizumab non-EC group (although the difference was less
marked for hypothyroidism).

There was 1 death in the lenvatinib plus pembrolizumab EC group due to an AEOSI of colitis, which
was considered by the investigator to be related to pembrolizumab. One participant died of
autoimmune encephalitis; however, as the death was beyond the 120-day post-treatment AE collection
period it was not captured as a fatal event in tables or listings.
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Table 62: Adverse Event Summary for AEOSI (APaT Population)

ENT73 Lenvatmib + ENT73 Treament Physician's EIN144 Lenvatmib + Pembrolizumab Monotherapy
Pembrolizumab Choice Pembrolirumab (Noo- Reference Safaty Dataset'
Endometrial Cancer)
n %) n (%) n %) 0 (%)
Participarts in population 406 388 230 5,084
with one o mare adverse events 73 (] 17 4.4 118 (31.3) 1473 (23.1)
with no adrerss event 133 (318 371 (935 112 437 4408 (T4
with drug-ralzted” adverze events 258 (63.8) b 2.1y 105 43T LI1BZ (208
with togicity grade 3-3 adverss events 33 {13.1) 1 (0.3) 6 (113 381
with togicity grade 2-3 drug-related adverzz events 46 (113 0 (000 13 (10.0) 311
with serigus advarzs svenis 41 (1001 1 (0.3) 16 (7.0 381
with serious dnez-related adverse events 38 o4 ] (0.00 15 (6.5 317
with doee intermuption of any drug due to an adverse event 48 (1213 3 (0.8) n (13.0) 332
interruption of Pembrolizumah 40 .8 - 1% 23 332
interruption of Lemvatinib n (74 - b1} ()
interruption of both Pembrolizumat and Lemvatinib 18 44 - g 3.:
with doze reduction of Lenvatiniy dus to an adverse svent 12 (3.0 -- 7 3. -
who died 1 onn 0 (0.0 o 0.0 11 (0.2
who died dus to 2 drug-related adverss event 1 nn ] (0.0 o .o 11 (0.2
dizcontinued any drug due to an advarz: event 13 (37 1 (0.3) 15 (6.5 132 3.9
discontimeed Pembrolizmal p: 4.8 - 14 (6.1 132 3.9
discontimeed Lanvatinib 16 ER)] -- & (1.6 --
discontimeed both Pembrolinumalb and Lenvatinib 13 3.n - 3 20
dizcomtinued any drug doe to a drog-related adverse svent n 34 o (0.0 14 (LAY
discoatimeed Pembrolizmal 1Y 4.7 - -
discontimeed Lenvatinib g 20
discontimeed bath Pembrolizumab and Lenvatinik & (1.5 -- -- --
dizcontinued any drug doe to a serious adverss event p: 4.5 0 (000 g (3.5 136 2.7
discontimeed Pembrolizmak 17 4. - 7 3.m 136 2.7
discontimeed Lenvatinib 16 (3.8 - 3 (1.3)
discontimead both Pembrolizumab and Lanvatingt 13 3.n - 1 (0.8 -
dizcontinued 2oy drug due to a serious dnug-ralzied adverss 1% 4.7 ] 0.0 g (3.3) 134 (2.8
event C
dizcoatimead Pembrolizmmab 113 3.5 - - 134 (2.8)
discontimeed Lanvatinib o 15 - - --
discontimead bath Pembrolizumah and Lenvatinik & (1.5 - -
“ Determined by the imvestizator to be related w the dros. B
Grades are based on MCI CTCAE versien 4.0.
For EM775 dataset, non-serious adverse events up to 30 days of L2t dose and serous adverse events up to 120 days of last dose ars included.
For EM146 dataser, non-serious adverse events up to 30 days of L2t dese and seripus adverss events up to 30 days of last dose are mchuded.
For pembrolizumab morotherapy reference safery datasst, non-serions adverse svents up to 30 days of last doz= and zerious adverse events up to 50 days of l2:t doze are incloded.
'Inchades all subjects who received at least one doze of pembrolizumat in EXN001 Part B1, B2, B3, D, C, FL, F2, F3, EN002 (origmal phase), EXN006, EN010, EN012 cohert B and B2, ENO13
cohort 3, EXN024, ENO40, EN042, ENO435, EN048, EN03D, KEIM034, EN05S and KN0ET
Database catoff date for Melanoma (EN001-Melanoma: 18APR2014, ENOL2: 2IBFEB2015, EMNO06: 03RIARI0NS, EM054:020CT2I017)
Database catoff date for Lung (EMN001-13CLC: 23TANI013, ENOL0: 303EP2015, EMO24: 10JUL2017, EM042: 04EEP201E)
Dambase catoff date for HNECC (EN012 cobort B and E2: 26APRI0146, EN040: 15MAYTI0NT, EN048: 25FER2019, EM05S: 12APRI014)
Dambase caroff date for cHL (ENO13 cohort 3: 235EPI018, ENOET: 21MAR2019)
Database catoff date for Bladder (EM043: 260CT2017, EN032: 263EF201E)
Database catoff date for Solid Tumor (EN144: 18ATGI020
Deatabase cutoff date for Endometrial Cancar (ENT73: 260CT2020)

Spurce: [[55: adam-adsl; adae]
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Table 63: Participants With Adverse Events of Special Interest by AEOSI Category
(Incidence > 0% in One or More Treatment Groups) (APaT Population)

Study Study KEYNOTE-146 Pembrolizumab

309/KEYNOTE-775 | 309/KEYNOTE-775 | Lenvatinib + | Monotherapy

Lenvatinib + | Treatment Pembrolizumab Reference Safety

Pembrolizumab Physician s Choice | (Non-Endometrial | Dataset

Cancer)

n (%) n (%) n (%) n (%)
Participants 406 388 230 5,884
with one or more AE 273 (67.2) 17 (4.4) 118 (51.3) 1,475 (25.1)

with no AE 133 (32.8) 371 (95.6) 112 | (48.7) 4,409 (74.9)

Adrenal Insufficiency 5 (1.2) 0 (0.0) 16 (7.0) 47 (0.8)
Colitis 19 (4.7) 1 (0.3) 13 (5.7) 110 (1.9)
Encephalitis 2 (0.5) 0 (0.0) 0 (0.0) 3 (0.1)
Guillain-Barre Syndrome | O (0.0) 0 (0.0) 0 (0.0) 4 (0.1)
Hepatitis 6 (1.5) 0 (0.0) 2 (0.9) 56 (1.0)
Hyperthyroidism 47 (11.6) 4 (1.0) 11 (4.8) 247 (4.2)
Hypophysitis 2 (0.5) 0 (0.0) 0 (0.0) 36 (0.6)
Hypothyroidism 234 (57.6) 3 (0.8) 87 (37.8) 652 (11.1)
Infusion Reactions 12 (3.0) 6 (1.5) 6 (2.6) 138 (2.3)
Myasthenic Syndrome 1 (0.2) 0 (0.0) 1 (0.4) 3 (0.1)
Myelitis 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.0)
Myocarditis 1 (0.2) 0 (0.0) 0 (0.0) 5 (0.1)
Myositis 2 (0.5) 0 (0.0) 2 (0.9) 19 (0.3)
Nephritis 2 (0.5) 0 (0.0) 2 (0.9) 23 (0.4)
Pancreatitis 5 (1.2) 0 (0.0) 6 (2.6) 18 (0.3)
Pneumonitis 5 (1.2) 1 (0.3) 5 (2.2) 264 (4.5)
Sarcoidosis 0 (0.0) 0 (0.0) 0 (0.0) 10 (0.2)
Severe Skin Reactions 13 (3.2) 1 (0.3) 10 (4.3) 97 (1.6)
Thyroiditis 8 (2.0) 0 (0.0) 2 (0.9) 58 (1.0)
Type 1 Diabetes Mellitus | 4 (1.0) 0 (0.0) 0 (0.0) 20 (0.3)
Uveitis 3 (0.7) 0 (0.0) 0 (0.0) 21 (0.4)
Vasculitis 1 (0.2) 2 (0.5) 0 (0.0) 2 (0.0)
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e Laboratory findings

Laboratory abnormalities of all grades with an incidence of >20% in the lenvatinib plus pembrolizumab
EC group over the TPC group included: alkaline phosphatase increased, ALT increased, AST increased,
cholesterol increased, lipase increased, magnesium decreased, platelets decreased, and triglycerides
increased. Among these abnormalities, the largest clinically relevant difference between treatment
groups was in laboratory parameters known to be associated with lenvatinib: ALT increased (lenvatinib
plus pembrolizumab 53.4% vs TPC 20.7%) and AST increased (lenvatinib plus pembrolizumab 58.3%
vs TPC 22.4%). The incidence of postbaseline Grade 3 or 4 laboratory abnormalities in the lenvatinib
plus pembrolizumab EC group was similar to that of the TPC group.

Overall, the most frequently reported (>30%) laboratory abnormalities (Grades 1 to 4) were similar in
the lenvatinib plus pembrolizumab EC group and the lenvatinib monotherapy group, pembrolizumab
monotherapy RSD, and lenvatinib plus pembrolizumab non-EC group, and the majority were Grade 1 to
2 toxicity: ALT increased, AST increased, Albumin Decreased, Alkaline Phosphatase Increased,
Cholesterol Increased, Creatinine Increased, Haemoglobin Decreased, Lymphocytes Decreased,
Magnesium Decreased, Potassium Decreased, Sodium Decreased and Triglycerides Increased. However,
calcium Decreased, Leukocytes Decreased, Neutrophils Decreased, and Platelet count decreased (Grades
1 to 4) were more frequently reported with lenvatinib plus pembrolizumab EC group than in the other
groups (around double incidence). And glucose Increased was more frequently reported with lenvatinib
plus pembrolizumab EC group (57.1%) compared to lenvatinib plus pembrolizumab non-EC group
(9.8%), but similarly to the pembrolizumab monotherapy RSD group (around 50.8%).

The percentages of participants in the lenvatinib plus pembrolizumab EC group with Grade 3 to 4
laboratory abnormalities were low and were generally consistent with the lenvatinib monotherapy group,
pembrolizumab monotherapy RSD, and the lenvatinib plus pembrolizumab non-EC group. The most
frequently reported (incidence >5%) Grade 3 to 4 laboratory abnormalities in the lenvatinib plus
pembrolizumab EC group were: Lymphocyte decreased (16.9%), sodium decreased (14.4%), potassium
decreased (10.7%), AST increased (8.5%), haemoglobin decreased (8.2%), phosphate decreased
(8.2%), glucose increased (8.0%), ALT increased (7.7%), platelets decreased (7.2%), triglycerides
increased (7.1%), magnesium decreased (6.9%), amylase increased (6.8%), and neutrophils decreased
(5.9%).

Three participants in the lenvatinib plus pembrolizumab EC group met the prespecified drug-induced
liver injury criteria of increase in ALT or AST >3 X ULN and bilirubin >1.5 X ULN and alkaline phosphatase
<2 X ULN.

o Safety in special populations

e MMR status

e Study 309/KEYNOTE-775

Per the study protocol in Study 309/KEYNOTE-775, the safety was assessed separately depending on
the tumor mismatch repair (MMR) status. In the lenvatinib plus pembrolizumab EC group and the TPC
groups, there were fewer dMMR participants (n=64 and 63, respectively) as compared with pMMR
participants (n=342 and 325).

Exposure by MMR status

There was a longer duration of exposure to lenvatinib plus pembrolizumab observed for dMMR
participants (median: 335.5 days; range: 1 to 720 days) compared with pMMR participants (median:
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219.5 days; range: 1 to 817 days). On the contrary, there was a shorter duration of exposure to TPC
observed for dMMR participants (median: 86 days; range: 1 to 331 days) compared with pMMR
participants (median: 106 days; range: 1 to 785 days).

Brief Summary of Adverse Events by MMR Status

The overall incidence of AEs in pMMR and dMMR participants was similar in the lenvatinib plus
pembrolizumab and TPC groups (Table below), and was similar to that of the all-comer population.

Similar to the results of the all-comer population, in the lenvatinib plus pembrolizumab group, the pMMR
and dMMR participants had a higher frequency of Grade 3 to 5 AEs, drug-related Grade 3 to 5 AEs, SAEs,
drug-related SAEs, treatment discontinuation due to AE, and treatment interruption due to AEs compared
with each TPC group. The incidence of drug-related deaths was similar in the 2 groups.

In the lenvatinib plus pembrolizumab group, there was a higher incidence of some AE categories (ie,
Grade 3 to 5 AEs, drug-related Grade 3 to 5 AEs, SAEs, dose modifications due to AEs, discontinuation
due to AEs, fatal AEs, fatal drug-related AEs) in the dMMR participants compared with the pMMR
participants.

Table 64: Adverse Event Summary by MMR Status (pMMR, dMMR) in All-comer Participants
(APaT Population)

Lenvaimib + Pembrol 2 wmsh e
pMME dMME MR dMME
n (%) n %) n %) n (M)
Participents in poqulation 32 L2 ] 325 63
with one or mare adverse evenls 341 99Ty L] (1ML 34 (99.7) 62 (98.4)
with mosdverse event 1 {03) L] (L] 1 {03) 1 {1.6)
with drug-rels exls sdverse evenis 333 (974} 62 {969 3% (S4B S {BE9)
with ity grade 3-5 adverse evenls 3 877 6l {95.3) il {72.6) 46 (300
with oty grade 3-5 drugarelsled adverse evenis 2461 (763} 55 (RS9 193 {594) 346 {571}
with serows sdvers svents 170 (49.7) 44 [LE% ] a4 {2B.9) 24 {381}
with serows dg-relsted adverse events 1{6: {31400 29 {45.3) 44 {13.5) 11 {17.5)
with dose modificationb due 1o 2n adverse event 3o (92.4) L] (1ML 137 {42.2) 24 {38.1)
with dese inlemptione due to an sdverse event 235 (687} A {TL% a1 {2800 14 {232)
intermuption o’ Pembrol rumsh 145 (482} 3% {S9.4) L] {00 L] {00
inlerruplion of Lenvatinb 193 {58.2) 39 {609 LU {00 LU {0.0)
intermuption ol both Pembrolizumsh sl Lenvatinib 106} (292} 25 {391) L] {000 L] {000
wilh dise reductiond due lo an sdverse evenl 229 (L] 41 {64.1) 42 {12.9) K {12.7)
whaodied 16 (4.7 7 {109 15 {4.6) 4 6.3)
whodieddue toa dug-relsted sdverse event 4 {12} 2 [ER ] [ {18} 2 {32)
discontmusde drug due 1o 2n adverse evenl 106 (31.0% 2% {435 a7 {B3) 4 {63)
deconimued Permbnoh fumsh Lt {17.5) 14 {2500 il 00y LI} 0.0
dsconimued Lenvatmib a (28A) 28 {43.8) LU {0.0) LU {000
dscommuesd both Pembrol tewmsh and Lenvatmb 43 {12.4) 14 219 L] {000 L] {000
discontmusd drug due toa drug-relsted sdverse event 87 (254) 21 [ R 1] 20 {6.2) 2 (32}
discontmued Pembrolizumsh i3 (9.8) 7 (109 LU {000 L1 {0.0)
ducomimued Lenvalmib 7 {213} 19 (29T L] {00 L] {00}
discontmued bath Pembrol zumab and Lenvatimb 16 .7y 4 16.3) LU {000 L1 {0.0)
discontmusd drug due Lo 2 serouws axdverse evenl 0 {20.5) 18 {2K.1) 11 {34) 3 {4.8)
discontmued Pembrolizumsh 47 {13.7) 13 (20.3) LU {000 L1 {0.0)
ducomimued Lenvalmib [ {18.T) 17 {26.6) L] {00 L] {00}
discontmued bath Pembrol zumab and Lenvatimb 34 {111} 12 {18.5) LU {000 L1 {0.0)
discontmusd drug due to 2 Enous dng-relstesd sdverse evenl S0 {14.48) 11 {172y 7 §2.2) 1 {1.6)
disconimued Pem brolizumah k.| {7400 4 0.3) i) (0.0} i {00y
dizcontmued Lenvalmib 41 1200 9 14.1% 0 L{UE1] L LUK
duconimued both Pembrol 2 umab and Lenvatinb | 15 4.4) 2 (3.1 L (LR | L {000
* Determmined by the imvestgstor ko be relsted to the drug,
" Defmed s an sction taken of dose reduced, drug inlermupled or drug withdramn.
© For Lenvatinib + Pembrolizumsh, the doze miemuption ol either Pembrolizumsh or Lenvatinih.
4 For Lenvatmib + Pembroltrumsh, the dose reduction for mly Lenvatmib.
# For Lenvatinb + Pembrolizumsh, e duconimustion of either Pembrolizumsh or Lenvatimb.
Mon-serious sdverse events up to 3 days of laat dese and seriows sdverse events up i 120 days of lat dose are inchuded
MexIDFEA prefemed tems "Neoplaan progresion”, "Mahgrent neoplesm progresson™ and "Disesse progresion™ o relied tothe drug sre excluded.
Ciradles are based on MO CTCAE version 4.03
TPC = Trestment Physician s Chodce of doxorubicin or pec]itacel.
Detshase Cutoll Dete: 260012020

Source: [PTISVOIMEFTS: sdem -kl adse]

When adjusted for exposure, in the lenvatinib plus pembrolizumab EC group, the overall toxicity profile
was slightly worst for the pMMR group compared to the dMMR group with higher incidences of AEs
(237.35 vs 208.93), drug-related AEs (138.43 vs 110.97), dose modification due to an AE (39.35 vs
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31.8), dose interruption due to an AE (22.12 vs 17.18), and dose reduction due to an AE (15.94 vs

11.81) (table below).

Table 65: Exposure-Adjusted Adverse Event Summary (Including Multiple Occurrences of

Events) (APaT Population)

Event Count and Rate (Events/100 person-months)?

Lenvatinib + Lenvatinib +
Pembrolizumab Pembrolizumab
pMMR Participants dMMR Participants
Number of Participants exposed 342 64
Total exposure® in person-months 3174.26 745.22
Total events (rate)
with one or more adverse events 7534 (237.35) 1557 (208.93)
with no adverse event 1 (0.03) 0 (0.00)
with drug-related® adverse events 4394 (138.43) 827 (110.97)
with toxicity grade 3-5 adverse events 992 (31.25) 224 (30.06)
with toxicity grade 3-5 drug-related adverse events 601 (18.93) 125 (16.77)
with serious adverse events 312 (9.83) 86 (11.54)
with serious drug-related adverse events 160 (5.04) 42 (5.64)
with dose modification® due to an adverse event 1249 (39.35) 237 (31.80)
with dose interruption® due to an adverse event 702 (22.12) 128 (17.18)
interruption of Pembrolizumab 372 (11.72) 70 (9.39)
interruption of Lenvatinib 523 (16.48) 93 (12.48)
interruption of both Pembrolizumab and 193 (6.08) 35 (4.70)
Lenvatinib
with dose reductionf due to an adverse event 506 (15.94) 88 (11.81)
who died 16 (0.50) (0.94)
who died due to a drug-related adverse event 4 (0.13) (0.27)
discontinued® due to an adverse event 158 (4.98) 38 (5.10)
discontinued Pembrolizumab 81 (2.55) 20 (2.68)
discontinued Lenvatinib 128 (4.03) 36 (4.83)
discontinued both Pembrolizumab and Lenvatinib 51 (1.61) 18 (2.42)
discontinued due to a drug-related adverse event 130 (4.10) 26 (3.49)
discontinued Pembrolizumab 49 (1.54) 7 (0.94)
discontinued Lenvatinib 101 (3.18) 23 (3.09)
discontinued both Pembrolizumab and Lenvatinib 20 (0.63) 4 (0.54)
discontinued due to a serious adverse event 76 (2.39) 19 (2.55)
discontinued Pembrolizumab 48 (1.51) 13 (1.74)
discontinued Lenvatinib 67 (2.11) 18 (2.42)
discontinued both Pembrolizumab and Lenvatinib 39 (1.23) 12 (1.61)
discontinued due to a serious drug-related adverse 53 (1.67) 11 (1.48)
event
discontinued Pembrolizumab 25 (0.79) 4 (0.54)
discontinued Lenvatinib 44 (1.39) 9 (1.21)
discontinued both Pembrolizumab and Lenvatinib 16 (0.50) 2 (0.27)

a. Event rate per 100 person-months of exposure = event count *100/person-months of exposure.
Drug exposure is defined as the between the first dose date + 1 day and the earlier of the last dose

date + 30 or the database cutoff date.

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

Defined as an action taken of dose reduced, drug interrupted or drug withdrawn.

e. For Lenvatinib + Pembrolizumab, the dose interruption of either Pembrolizumab or Lenvatinib.
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Event Count and Rate (Events/100 person-months)?

Lenvatinib + Lenvatinib +
Pembrolizumab Pembrolizumab
pMMR Participants dMMR Participants

f.  For Lenvatinib + Pembrolizumab, the dose reduction for only Lenvatinib.
g. For Lenvatinib + Pembrolizumab, the discontinuation of either Pembrolizumab or Lenvatinib.

Non-serious adverse events up to 30 days of last dose and serious adverse events up to 120 days of last
dose are included.

MedDRA preferred terms "Neoplasm progression", "Malignant neoplasm progression" and "Disease
progression" not related to the drug are excluded.

Grades are based on Grades are based on NCI CTCAE version 4.03
TPC = Treatment Physician s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Most Frequently Reported Adverse Events by MMR Status

The most frequently reported AEs (incidence >30%) for the pMMR participants were the same as the all-
comer population:

- Lenvatinib plus pembrolizumab: hypertension, hypothyroidism, diarrhoea, nausea, decreased appetite,
vomiting, weight decreased, fatigue, and arthralgia

- TPC: anaemia, nausea, neutropenia, and alopecia

Similar results were observed in the dMMR participants in the lenvatinib plus pembrolizumab group but
with anaemia also occurring at an incidence >30% (35.9%), and arthralgia occurring at an incidence <
30% (25%). Similar results were observed in the dMMR participants in the TPC group but with alopecia
occurring at an incidence <30% (22.2%).

Grade 3 to 5 Adverse Events by MMR Status

Among pMMR participants, the incidence of Grade 3 to 5 AEs in the lenvatinib plus pembrolizumab group
(87.7%) was higher compared with the TPC group (72.6%) and lower than the incidence of Grade 3 to
5 AEs for the all-comer population (88.9% lenvatinib plus pembrolizumab; 72.7% TPC).

The most frequently reported Grade 3 to 5 AEs (incidence >5%) for the pMMR participants were generally
similar to the all-comer population, with the addition of ALT increased (5%) and removal of fatigue and
hypokalemia for the lenvatinib plus pembrolizumab group:

- Lenvatinib plus pembrolizumab: hypertension, weight decreased, decreased appetite, diarrhoea, lipase
increased, asthenia, proteinuria, anaemia, and ALT increased

- TPC: neutropenia, neutrophil count decreased, anaemia, white blood cell count decreased, febrile
neutropenia, and leukopenia

The dMMR participants had a higher incidence of Grade 3 to 5 AEs than the pMMR participants (95.3%
lenvatinib plus pembrolizumab; 73.0% TPC). The most frequently reported Grade 3 to 5 AEs (incidence
>5%) for the dMMR participants were the following:

- Lenvatinib plus pembrolizumab: hypertension, weight decreased, decreased appetite, anaemia,
diarrhoea, decreased appetite, fatigue, hypokalaemia, cholecystitis, hyponatraemia, mucosal
inflammation and nausea

- TPC: neutropenia, neutrophil count decreased, anaemia, febrile neutropenia, and leukopenia

Deaths Due to Adverse Events by MMR Status
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Among pMMR participants, the incidence of fatal AEs in the lenvatinib plus pembrolizumab group was
low (4.7% including 4 drug-related fatal AE - 1.2%) and was similar compared with the TPC group (4.6%
including 6 drug-related fatal AEs - 1.8%), and similar to the results of the all-comer population (5.7%
including 6 drug-related fatal AEs - 1.5%; and 4.9% including 8 fatal AEs - 2.1%, respectively).

The incidence of AEs resulting in death for dMMR participants was higher compared to the pMMR
participants and to the all-comer population: 10.9% in the lenvatinib plus pembrolizumab (including 2
drug-related fatal AEs - 3.1%) and 6.3% in the TPC group (including 2 drug-related fatal AEs - 3.2%).

Drug-related AEs resulting in death are further discussed below.

Other Serious Adverse Events by MMR Status

Among pMMR participants, the incidence of SAEs in the lenvatinib plus pembrolizumab group (49.7%)
was higher compared with the TPC group (28.9%) and similar to the incidence of SAEs for the all-comer
population (52.7% lenvatinib plus pembrolizumab; 30.4% TPC).

The most frequently reported SAEs (incidence >1%) for the pMMR participants were generally similar to
the all-comer population, with the removal of sepsis, cholecystitis, pneumonia, death, and abdominal
pain for the Lenvatinib plus pembrolizumab group, and with the removal of sepsis in the TPC group:

- Lenvatinib plus pembrolizumab: hypertension, UTI, diarrhoea, decreased appetite, vomiting, acute
kidney injury, pyrexia, colitis, dehydration, intestinal obstruction, ileus, and pulmonary embolism

- TPC: febrile neutropenia, anaemia, neutropenia, and pulmonary embolism

The incidence of SAEs for dMMR participants was higher compared to the pMMR participants and to the
all-comer population: 68.8% in the lenvatinib plus pembrolizumab group and 38.1% in the TPC group.

For the dMMR participants, the most frequently reported SAE (incidence >3%) were the following:

- Lenvatinib plus pembrolizumab: hypertension, UTI, diarrhoea, decreased appetite, vomiting,
cholecystitis, pneumonia, death, sepsis, constipation, Female genital tract fistula, nausea, and Peritonitis

- TPC: febrile neutropenia, anaemia, and sepsis

Adverse Events of Special Interest and Clinically Significant Adverse Events
Clinically Significant Adverse Events by MMR Status - Lenvatinib

The incidence of pMMR participants with CSAE in each AE category was consistent with that of the all-
comer population. As expected, incidence of pMMR participants with CSAE was higher in the lenvatinib
plus pembrolizumab group (94.7%) compared with the TPC group (39.1%), and similar to the all-comer
population (94.8% lenvatinib plus pembrolizumab; 37.6% TPC).

The most common CSAE (>10%) in the lenvatinib plus pembrolizumab group were generally similar to
those for the all-comer population: hypertension (65.5%), hypothyroidism (55.3%), proteinuria
(28.9%), PPES (21.9%), ALT increased (21.6%), AST increased (21.1%), blood thyroid stimulating
hormone increased (12.3%), and blood creatinine increased (10.5%).

The results were similar in the dMMR participants. Incidence of dMMR participants with CSAE was higher
in the lenvatinib plus pembrolizumab group (95.3%) compared with the TPC group (30.2%) with the
same most common CSAE (>10%) observed in the pMMR participants.

Overview of Adverse Events of Special Interest by MMR Status — Pembrolizumab
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The incidence of pMMR participants with AEOSI in each AE category was consistent with that of the all-
comer population. As expected, incidence of pMMR participants with AEOSI was higher in the lenvatinib
plus pembrolizumab group (66.1%) compared with the TPC group (4.9%), and similar to the all-comer
population (67.2% lenvatinib plus pembrolizumab; 4.4% TPC).

The most common AEOSI (>5%) in pMMR participants in the lenvatinib plus pembrolizumab group were
consistent with those for the all-comer population: hypothyroidism (55.3%) and hyperthyroidism
(10.8%).

The results were similar in the dMMR participants. Incidence of dMMR participants with AEOSI was higher
in the lenvatinib plus pembrolizumab group (73.4%) compared with the TPC group (1.6%) with the same
most common AEOSI (>5%) observed in the pMMR participants.

When adjusted for exposure, in the lenvatinib plus pembrolizumab group, the observed event rates of
AEOSI for dMMR participants were generally similar to the observed event rates for pMMR participants
in the lenvatinib plus pembrolizumab group.

Discontinuation, Interruption and Dose Reduction Due to Adverse Events by MMR Status
Adverse Events Resulting in Treatment Discontinuation by MMR Status

The incidence of pMMR participants with AEs that led to discontinuation of both lenvatinib and
pembrolizumab (12.6%) was similar to the results in the all-comers population (14.0%). The incidence
of participants with AEs that led to discontinuation of lenvatinib (28.4%) was higher than for
pembrolizumab (17.5%), similar to the results in the all-comers population (30.8% lenvatinib; 18.7%
pembrolizumab).

In dMMR participants, there were an increased incidence of AEs that led to discontinuation of both
lenvatinib and pembrolizumab (21.9%), lenvatinib (43.8%), and pembrolizumab (25.0%).

Hypertension, decreased appetite, asthenia, diarrhoea, proteinuria, and vomiting resulted in lenvatinib
discontinuation in >1% of the pMMR participants. Only ALT increased resulted in pembrolizumab
discontinuation in >1% of the pMMR participants. No AEs resulted in discontinuation of both lenvatinib
and pembrolizumab in >1% of the pMMR participants.

Weight decrease, death, decreased appetite, and peritonitis resulted in lenvatinib discontinuation in >

3% of the dMMR participants. Only death resulted in pembrolizumab discontinuation and in
discontinuation of both lenvatinib and pembrolizumab in >3% of the dMMR participants

The incidence of pMMR participants with drug-related AEs that led to discontinuation of both lenvatinib
and pembrolizumab (4.7%) was similar to the results in the all-comers population (4.9%). The incidence
of participants with drug-related AEs that led to discontinuation of lenvatinib (21.3%) was higher than
for pembrolizumab (9.6%), similar to the results in the all-comers population (22.7% lenvatinib; 9.9%
pembrolizumab).

In dMMR participants, there were an increased incidence of drug-related AEs that led to discontinuation
of both lenvatinib and pembrolizumab (6.3%), lenvatinib (29.7%), and pembrolizumab (10.9%).

Only hypertension resulted in lenvatinib discontinuation in >2% of the pMMR participants. No AEs resulted
in discontinuation of pembrolizumab or both lenvatinib and pembrolizumab in >2% of the pMMR
participant.
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Only weight decreased and decreased appetite resulted in lenvatinib discontinuation in >2% of the dMMR

participants. No AEs resulted in discontinuation of pembrolizumab or both lenvatinib and pembrolizumab
in >2% of the dMMR participants.

Interruptions Due to Adverse Events by MMR Status

The incidence of pMMR participants with AEs that led to interruption of both lenvatinib and
pembrolizumab (29.2%) was similar to the results in the all-comers population (30.8%). The incidence
of pMMR participants with AEs that led to discontinuation of lenvatinib (58.2%) was higher than for
pembrolizumab (48.2%), similar to the results in the all-comers population (58.6% lenvatinib; 50.0%
pembrolizumab).

The dMMR participants had a higher incidence of AEs that led to interruption of both lenvatinib and
pembrolizumab (39.1%), lenvatinib (60.9%), and pembrolizumab (59.4%).

Diarrhoea, hypertension, proteinuria, decreased appetite, and vomiting resulted in lenvatinib interruption
in >5% of the pMMR participants. Only diarrhoea resulted in pembrolizumab interruption and in
interruption of both lenvatinib and pembrolizumab in >5% of the pMMR participants.

Diarrhoea, hypertension, fatigue, and vomiting resulted in lenvatinib interruption in >5% of the dMMR
participants. Only diarrhoea resulted in pembrolizumab interruption in >5% of the dMMR participants. No
AE lead to interruption of both lenvatinib and pembrolizumab in >5% of the dMMR participants.

Dose Reductions Due to Adverse Events by MMR Status

The incidence of pMMR participants with AEs that led to dose reduction of lenvatinib (67%) was similar
to the incidence in the dMMR participants (64.1%) and to the results in the all-comer population (66.5%).

Diarrhoea and hypertension resulted in lenvatinib reduction in >10% of the pMMR participants.
Proteinuria and hypertension resulted in lenvatinib reduction in >10% of the dMMR participants.

Study KEYNOTE-158

AE summary and the AEOSI (Adverse Events of Special Interest for Pembrolizumab) summary were
provided separately for non-MSI-H/pMMR and MSI-H/dMMR participants (in percentage and exposure-
adjusted) for study KEYNOTE-158.

The median duration of exposure to pembrolizumab was more than double for those in the MSI-H/dMMR
group compared with the non-MSI-H/pMMR group (9.3 months vs 3.42 months).

The overall incidence of AEs in participants in both groups was similar. The safety was generally
consistent between the MSI-H and non-MSI-H groups except for a higher incidence of drug-related AEs
in the MSI-H group (75.6% vs 63.3%) and of fatal AEs (3.3% vs 0%) (table below).

However, when adjusted for exposure, the overall toxicity profile was worst for the non-MSI-H/pMMR
group compared to the MSI-H/dMMR group with higher incidences of AEs (142.73 vs 104.11), drug-
related AEs (37.46 vs 30.46), Grade 3 to 5 AEs (19.88 vs 9.74), SAEs (11.36 vs 5.21), and of fatal AEs
(0.53 vs 0) (table below).

For AEOSI, overall, the incidence of the Grade 3 to 5 AEs, dose modifications and deaths due to an AE,
including drug-related AEs were similar between the 2 groups. However, a lower incidence was observed
in the non-MSI-H/pMMR group compared with the MSI-H/dMMR group for the AEOSI (17.8% vs 27.8%),
drug-related AEOSI (15.6% vs 25.6%) and SAEs (2.2% vs 4.4%). When adjusted for exposure, the
incidence of Grade 3 to 5 AEOSI was higher in the non-MSI-H/pMMR group (1.24 vs 0.58) otherwise the
safety was consistent between groups.
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Table 66: Adverse Event Summary (Baseline MSI-High vs. non-MSI-High) (Cohorts D and K
— Endometrial Carcinoma) (MK3475 200 mg Q3W) (ASaT Population)

MSI-High non-MSI-High
n (%) n (%)
Participants in population 90 90
with one or more adverse events 86 (95.6) 88 (97.8)
with no adverse event 4 (4.4) 2 (2.2)
with drug-related® adverse events 68 (75.6) 57 (63.3)
with toxicity grade 3-5 adverse events 47 (52.2) 50 (55.6)
with toxicity grade 3-5 drug-related adverse 11 (12.2) 14 (15.6)
events
with serious adverse events 34 (37.8) 34 (37.8)
with serious drug-related adverse events 5 (5.6) 5 (5.6)
who died 0 (0.0) 3 (3.3)
who died due to a drug-related adverse event 0 (0.0) 0 (0.0)
discontinued drug due to an adverse event 6 (6.7) 6 (6.7)
discontinued drug due to a drug-related adverse 6 (6.7) 5 (5.6)
event
discontinued drug due to a serious adverse event 2 (2.2) 3 (3.3)
discontinued drug due to a serious drug-related 2 (2.2) 2 (2.2)
adverse event

@ Determined by the investigator to be related to the drug.
MedDRA preferred terms "Neoplasm progression", "Malignant neoplasm progression" and "Disease

progression" not related to the drug are excluded.

Grades are based on NCI CTCAE version 4.03

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

dose are included.
(Database Cutoff Date: 050CT2020).
Source: [P158V10MK3475: adam-adsl; adae]

Table 67: Exposure-Adjusted Adverse Event Summary (Including Multiple Occurrences of
Events) (Baseline MSI-High vs. non-MSI-High) (Cohorts D and K — Endometrial Carcinoma)
(MK3475 200 mg Q3W) (ASaT Population))

Event Count and Rate (Events/100 person-months)®
MSI-High non-MSI-High

Number of Participants exposed 90 90

Total exposure® in person-months 1037.37 563.30

Total events (rate)
adverse events 1,080 (104.11) 804 (142.73)
drug-related® adverse events 316 (30.46) 211 (37.46)
toxicity grade 3-5 adverse events 101 (9.74) 112 (19.88)
toxicity grade 3-5 drug-related adverse events 15 (1.45) 16 (2.84)
serious adverse events 54 (5.21) 64 (11.36)
serious drug-related adverse events 5 (0.48) 6 (1.07)
adverse events resulting in dose modification® 68 (6.56) 37 (6.57)
adverse events leading to death 0 (0.00) 3 (0.53)
drug-related adverse events leading to death 0 (0.00) 0 (0.00)
adverse events resulting in drug discontinuation 6 (0.58) 6 (1.07)
drug-related adverse events resulting in drug 6 (0.58) 5 (0.89)
discontinuation
serious adverse events resulting in drug 2 (0.19) 3 (0.53)
discontinuation
serious drug-related adverse events resulting in 2 (0.19) 2 (0.36)
drug discontinuation

@ Event rate per 100 person-months of exposure = event count *100/person-months of exposure.
® Drug exposure is defined as the earlier of the last dose date + 30 or the database cutoff date - the

first dose date + 1.

¢ Determined by the investigator to be related to the drug.
4 Defined as an action taken of dose reduced, drug interrupted or drug withdrawn.
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Non-serious adverse events up to 30 days following the last dose and serious adverse events up to 90
days following the last dose are included.

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

(Database Cutoff Date: 050CT2020).
Source: [P158V10MK3475: adam-adsl; adae]

e Intrinsic and extrinsic factors

Age

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, the AE profile was generally
similar for participants <65 and >65 year-of-age (table below). However, the incidence of interruption of
lenvatinib due to an AE, discontinuation of lenvatinib due to an AE or a drug-related AE, were higher in
the older participants.

In the lenvatinib plus pembrolizumab non-EC group in KEYNOTE-146, the incidence of most categories
were higher in the older participants: SAEs (all and drug-related), interruption (of pembrolizumab or
lenvatinib or both) due to AE, fatal AEs and drug-related fatal AEs, discontinuation (of pembrolizumab
or lenvatinib or both) due to AE or SAE.

In the lenvatinib monotherapy safety dataset, the incidence of most categories were also higher in the
older participants: grade 3-5 (all and drug-related), SAEs (all and drug-related), interruption of
lenvatinib due to AE, and discontinuation of lenvatinib due to AE or SAE.

In the pembrolizumab monotherapy safety dataset, the incidence of most categories were also higher in
the older participants: grade 3-5 AEs (all and drug-related), SAEs (all and drug-related), interruption of
pembrolizumab due to AE, and discontinuation of pembrolizumab due to AE or SAE.

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, the AE profile was generally
similar for participants <65, 65-74 years, and >75 years. More participants in the >75 years of age group
experienced drug-related SAEs, deaths, and discontinuation of lenvatinib, which was similar to the
lenvatinib plus pembrolizumab non-EC group and lenvatinib monotherapy group.

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, central nervous system
(confusion / extrapyramidal) AEs, AEs related to falling, cardiovascular events, and infections were
generally similar amongst the <65, 65-74, and >75 age groups. However, cerebrovascular events
increased considerably with age: <65 (2%), 65-74 (3.6%), and >75 (11.4%).

With regards AEs by grade and by age categories (<65, 65-74, and =75 age groups) for the 2 groups in
Study 309/KEYNOTE-775, the most frequent AEs in the Lenvatinib plus pembrolizumab group in the
oldest age group were (= 30% and with higher frequency in oldest group): anaemia (all grade: 27.3%,
22.9%, 34.3%; respectively), UTI (all grade: 22.0%, 28.3%, 34.4%), and hypertension (= Grade 3:
33.2%, 42.2%, 45.7%). The SmPC section 4.8 (special populations) has been adapted accordingly (for
UTI and = Grade 3 hypertension).

However, conclusions are limited due to the small humber of participants in the =75 years of age
group (i.e. 35 in the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775).

Table 68: Adverse Event Summary by Age Category (< 65, = 65 Years) (APaT Population)
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KNT73 Lenvatinb + Pembrolizumab KINT73 Treatment Phyzician’s Cholce KN146 Lenvatiub + Pembrolizumab (Non-
Endometrial Cancer)
<63 ==63 <63 ==43 <63 ==63
n (%) n (%) n (%) n (%) n (%a) n (o)
Participants in population 205 201 192 196 127 103
with one or more adverse events 204 (99.5) 201 (100.0p 181 (99.5) 183 (99.5) 17 (100.0) 103 (100.0)
with no adverse event 1 (0.5 ] (0.0) 1 (0.5 1 (0.5 0 (0.0) 0 (0.0)
with drug-related‘adverse events 198 (96.6) 197 (98.00 181 (54.3) 183 (83.4) 116 [C] 99 (96.1)
with toxicity grade 3-5 adverse events 178 (86.8) 183 (91.0% 37 (11.4) 145 (74.0) 110 (86.6) 3 (80.3)
grade 3-3 drug-related adverse events 133 (74.6) 163 (81.1) 106 123 (62.8) T 62.2) 72 (69.9)
with serious adverse events 109 (332 105 (522 55 (28.6) 3 (321 64 (30.4) 63 (63.1)
with serious drug-related adverse events 64 (312 ! (353) 13 (15.0) 30 (13.3) 7 (21.3) 32 (31.1)
with dose interruption of any drug due to an adverse event 13 (65.4) 147 (73.1) 52 (PR )] 53 (27.0) 104 (81.9) 91 (88.3)
interruption of Pembrolizumab 103 (50.2) 100 (45.8) - - 63 (49.6) 39 (37.3)
interruption of Lenvatinib 111 (34.1) 127 (63.2) - - 99 (78.0) 88 (85.4)
interruption of bath Pembrolizmmab and Lenvatinib 63 (&1 0] 60 (29.9) - - 44 (34.6) 5 437
with dose reduction of Lenvatinib due to an adverse event 130 (63.4) 140 (69.7) - - 20 (63.0) 72 (69.9)
who died 12 (59 11 (335 9 (€3] 10 (5.1) 9 (7.1) 15 (14.6)
who died due to 2 drug-related adverse event 4 (2.00 2 (L) 3 (2.8) 3 (1.5 0 0.0y 5 4.9
discontinued any drug dus to an adverse event 61 (29.8) 73 (36.3) 11 (] 0 (10.2) 13 (19.7) 40 (38.8)
discontinued Pembrolizumab 3 (17.6) 40 (19.9) - - 11 (16.5) 3 (33.0)
discontimied Lenvatinib 36 273) 69 (343) - - 1 (16.5) 36 (33.0)
discontinued both Pembrolizmab and Lenvatinib 27 (13.2) 3 (14.5) - - 16 (12.6) 2 252)
discontinued any drug duz to a drug-related adverse event 47 29 61 (30.3) 1 ] 12 (6.1) 13 (10.2) ) (26.2)
discontinuied Pembrolizumab 19 (93) 2 (10.4) - - - -
discontinued Lenvatmib 39 (19.0) 33 (26.4) - - — —
discontinued both Pembrolizumab and Lenvatinib 3 (3.9 12 (6.00 - - - -
discontinued any drug dus to a serious adverse event 40 (19.5) 18 (23.9) 5 (2.8 9 (4.8) 15 (11.8) 26 25.2)
discontinued Pembrolizumab 7 (13.2) 33 (16.4) - - 12 (9.4 23 (22.3)
discontinued Lenvatmib 37 (18.0) 44 21.9) - - 4 (11.0) 2 21.4)
discontinued both Pembrolizumab and Lenvatimib 24 {1Ln 16 129 - - 11 &7 19 (18.4)
discontinued any drug due to a serious drug-related adverse 2 (127 35 (174 4 2.1 4 2.0 ] “4.7 (14.6)
event
discontinned Pembrolizumab 1 54 7 (8.3) - - - -
discontinued Lenvatinib il (102) i) (14.4) - - - -
|| dizcontinued both Pembrolizumab and Lenvatmnil | ] (2.9) 11 (3.3) — — — —
Lenrvatinib Monotherapy Safety Dataset F fonotherapy Reference Safety Dataset
<§3 ==63 <§3 ==63
n [&5) n [&5) n [&5) n [&5)
Participants in population 700 319 3385 2499
with one or more adverse events 692 (98.5) 416 (99.3) 3,268 (96.3) 2422 (96.9)
with o adverse event 3 (1.1 3 N 117 (3.5 i (3.1
with drug related‘adverse events 660 (94.3) 400 (95.35) 2366 (69.9) 1766 (70.7)
with toxicity grade 3-3 adverze events 42 {774y 337 (83.2) 1,505 {44.5) 1,324 (33.00
with toxicity grade 3-3 drug-related adverse events 418 (32.7) 306 (73.00 436 (13.3) 457 (18.3)
with serious adverse events 370 (32.8) 243 (38.0) 1182 (349 1084 434
with serious drug-related adverse events 183 (27.6) 137 327y 346 £10.2) 310 (12.4)
with dose interruption of any drug due to an adverse event 445 (63.6) 312 {74.3) 789 (23.6) 683 Q21.7)
interruption of Pembrolizumab - - 789 (23.6) 603 277
interruption of Lenvatinih 443 (63.6) 312 (74.3) - -
interruption of both Pembrolizumak and Lenvatinib - - - -
‘with doge reduction of Lenvatiub due to an adverse event 303 {43.3) 228 {34.4) — —
who died 37 (8.0 40 0.5 144 4.3 168 (6.7
who died due to a drug-related adverse event 13 (1.5) 14 (3.3) 21 (0.6) 18 0.7y
discontinued any drug due to an adverse event 172 (24.6) 127 £30.3) 389 (11.8) £ (15.6)
discontinued Pembrolizumab - - 388 (11.8) 381 (13.6)
discontinued Lenvatinib 1n2 (24.6) 127 (30.3) - -
discontinued both Pembrolizumab and Lenvatinib - - -
discontinued any drug due to a drug-related adverse event 115 (16.4) 93 222 207 (6.1 203 8.1
discontinued Pembrolizumab - - 207 (6.1) 203 8.1
discontimued Lenvatinib 115 (16.4) 93 222 - -
discontinued both Pembrolizumab and Lenvatinib - - - -
discontinued any drug due to a serious adverse event 100 (14.3) 7 (18.9) 287 (&5 285 (11.4)
discontinued Pembrolizumab - - 287 [E3)] 285 (114
discontinued Lenvatinib 100 (14.3) 7 (18.8) - -
discontinued both Pembrolizumab and Lenvatinib - -
discontinued any drug due to a serious drug-related adverse event 33 (7.6) 52 (124 123 (3.6) 12 (4.9)
discontinued Pembrolizumal - - 123 (3.6 12 48
discontinued Lenvatinib 33 (7.6 32 (12.4) - -
discontinued both Pembrolizumab and Lenvatinib — = | - | -
“ Determined by the investigator to be related to the drug.
MedDRA preferred terms "Neoplasm Pr ", "Malignant Necplasm Prog " and "Disease Prog " not related to the drug are excluded.

Grades are based on NCI CTCAE version 4.0

For KN775 dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up to 120 days of last dose are included.
For KN146 dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are mcluded.
For lenvatinib monotherapy safety dataset, both non-serious adverse events and serious adverse events up to 30 days of last dose are included.

For pembrolizumab monotherapy reference safety dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up to 90 days of last dose are included.
* Includes all subjects who received at least one dose of lenvatinib in ET080-G000-398, ET080-G00-303, ET080-G000-201. ET080-G000-204, ET080-G000-703, ET080-G000-203, ET080-G000-205, ET080-G000-206,

E7080-1081-208, ET080-G000-209 and E7080-J081-105.

! Includes all subjects who received at least one dose of pembrolizumab in KNOO1 Part B1, B2, B3, D, C, F1, F2, F3, KNOO2 (criginal phase), KN006, KINO10, KNO12 cohort B and B2, KNO13 cohort 3, KN024, KN040,

KN042, KNO45, KN048, KN032, KN054, KN033 and KN0ST.

Database cutoff date for Melanoma (KNGO 1-Melanoma: 18APR2014, KN002: 28FEB2015, EN006: 03MAR2015, EN034:020CT2017, E7080-G000-206: 01SEP2016)
Database cutoff date for Lung (KN0OO1-NSCLC: 23TAN2015, KN010: 30SEP2013, KN024: 10JUL2017, KN042: 045EP2018, ET080-GO000-703: 01SEP2016)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KN040: 15MAY2017, KNO48: 25FEB2019, KN033: 22APR2016)
Database cutoff date for cHL (KN013 cohort 3: 28SEP2018, KN0&7: 21MAR2019)

Database cutoff date for Bladder { KN043: 260CT2017, KND32: 265EP2018)

Database cutoff date for Thyroid (E7080-G000-398: 018EF2016, ET080-G000-303: 013EP2016, ET080-GO00-201: 01SEP2016, E7080-1081-208: 015EP2016)
Database cutoff date for Endometrial Cancer (KN773: 260CT2020, E7080-G000-204: 01SEP2016)

Database cutoff date for Malignant Glioma (E7080-G000-203: 018EP2016)

Database cutoff date for Renal Cell Carcinoma (E7080-G000-203: 15MAR2018)

Database cutoff date for Adenocarcinoma (E7080-G000-209: 01SEP2016)

Database cutoff date for Selid Tumor (KN146: 18AUG2020, E7080-J081-103: 01SEP2016)

Source: [ISS: adam-adsl; adae]

Assessment report
EMA/CHMP/618201/2021

Page 126/154




Table 69: Adverse Event Summary for Elderly Participants by Age in All-comer Participants
(APaT Population)

Are (YVears)
Lenvatmb + Pembrolizumaly TPC
= 65 65-74 »=T5 = 65 65-74 -=T5
n (%a) n (%) n (*u) n (%) n (%a) n %a)
Participants iz Population 205 166 35 192 157 £
with cne or more adverse events 204 (99.3) 166 (100.0) 35 (100.00) 191 (99.5) 156 (99.4) 1] (100.0)
who died 12 (5.9) 5 (3.00 6 (17.1) 9 47 8 (5.13 2 (5.1)
with serious adverse events 109 (53.2) g6 (51.8) 19 (54.3) 35 (28.6) 49 (31.2) 14 (359
discontinmed due to an adverse 61 (29.8) 59 (35.5) 14 (40.0) 11 (3.7 15 (9.6) 3 (12.8)
event
CHS (confusion/extrapyramidal) 56 (27.3) &0 (36.1) 13 {(37.1) T (3.6) 9 (5.7 2 (5.1)
AF related to falling 13 (6.3) 17 (10.2) 5 (14.3) 4 (2.1 6 (3.8) 3 (7.7)
CV events 140 (68.3) 124 (74.7) 22 (62.9) 51 (26.6) 41 (26.1) 10 (25.6)
Cerebrovascular events 4 (2.00 [ (3.6) 4 {11.4) 2 (1.0 3 (1.9) 0 (0.0%
Infections 124 (60.5) 101 (60.8) 20 {(57.1) 70 (36.5) 58 (36.9) 19 (48.7)
AE= were followed 30 davs after last dose of study treatment; SAEs were followed 120 davs after last dose of study treatment.
MedDEA preferred terms "Neoplasm progression”, "Malignant neoplasm progression” and "Dhsease progression” not related to the dmg are excluded.
TPC = Treatment Physician s Cheice of doxombicin or pachtaxel.
Database Cutoff Date: 260CT2020.

Source: [PT75VOIMES475: adam-adsl; adae]

The AE summary was provided by age categories (i.e. <75 and =75 years) for the following datasets:
Study 309/KEYNOTE-775 lenvatinib plus pembrolizumab EC group and the TPC EC group; Study
309/KEYNOTE-775 + KEYNOTE-146 + KEYNOTE-581 Lenvatinib + Pembrolizumab across indications;
Lenvatinib monotherapy safety dataset; and Pembrolizumab Monotherapy RSD. As there is a limited
number of participants =75 years of age in the pembrolizumab + lenvatinib group (n=35) and TPC group
(n=39) from Study 309/KEYNOTE-775 and the pooled Study 309/KEYNOTE-775 + KEYNOTE-146 +
KEYNOTE-581 pembrolizumab + lenvatinib group (n=115), the data should be interpreted with caution.

Table 70: Adverse Event Summary by Age (<75 Years, >=75 Years) (APaT Population)

EMNT75 Lenvatinib + ENT73 Lenvatinib + EX773 Treatment EIM773 Treamment ENT73 +EN146+ ENTT5+ EN146 +
Pembrolizumab (Aze<75 Pembro i mmaty sician Physician's Choice EXN5R1 Lenvatinib + EN381 Lenvatinib +
Tears) {Age>=T5 Years) (Aze==T5 Years) Pembrolimmmab (Aze<75 Pembrolizamal
Vears) (Aze==73 Years)
n (%) n (%) n (%) n ] n t) n (%e)
Participants m population 371 33 340 EE 0a7 113
with ens or more adverse events 37 ®e.7) 33 (100.0y 347 (99.4) El (100.0) 026 114 =1
with o adverse event 1 0.3 1] (0.0 3 0.8 1] (0.0 1 1 [0
with drug-relateds adverse events 361 ®7.3) EL) =70 325 (%3.1) El (100.0) o 110 (257
with teicity grade 3-5 adverse events 330 (2580 3l (28.6) 15 (7.5 it (74.4) 850 104 (20.4)
with teicity grade 3-3 drug-related adverse 288 (77.8) 23 (30.0) el (38.3) 25 (64.1) 718 B9 14
EvEnts
with serious adverse events 185 (52.8) e (34.3 1 (29.8) 14 (35.9) 513 0 (60.9)
with serions dmz-related adverse events 120 (32.3) 5 42, 47 (13.3) 8 (20.3) 306 6 (40.0)
with doze intarmuption of any drug due w an 157 (69.3) 2] (68.6) a1 (26.1) 14 (35.9) 753 ] (83.5)
adverss event
interruption of Pembrolizumab 185 4.9 18 (314 - - 513 51 72 (62.6)
intermuption of Lemvatinity 118 (55.8) 0 37.1) — - 690 (69.3) B2 (774
imterruptzon of both Pembrolizimab and 114 (30.7) 1 (B3l - - 353 (35.8) 54 #.0)
Lenvatinib
with dose reduction of Lenvatini due to an 154 (68.3) 16 457 — - 684 (68.6) 63 (56.3)
adverse event
who dised 17 {4.6) [ 1y 17 (2.9) 2 (3.0 1] (5.8) 13 (13.0)
who died due to a drug-related adverse event 4 (L) 2 (37 7 (am 1 (2.8 12 (13 3 43
discondoued any droz due to an adverse event 120 (313 14 (40.00 26 (1.4) 5 (12.86) ile (3200 53 (4.1
discontinued Pembrolizamab Ly (13.6) 7 (20.0) - - 124 225} 41 (35.7)
discontinued Lenvatinit 111 (2e: 1 40.0) - - 261 262) 48 =17
discontinued both Pembrolimmab and 52 (14.09 ] (14.3) - - 141 (141} 1 (253
Lenvatingh
dizcontinued any drug due to a dmg-related o7 (26.1) 11 (314) 18 (3.2) 4 (10.3) 43 244) 41 (357
adverse event
discontinued Pembrolizamab i (10.3) 2 5T}
discontinued Lenvatingt 82 (21.1) 10 (28.4) - - - -
discontinued both Pembrolinimat and b1} (54 0 (0.:0) - - - -
Lenvatingh
dizcontinued any drug due to a serious adverse B 21.3) 2 25N 2 34 2 (3.1) 185 (19.5) 1 253
Event
discontinued Pembrolizumab 32 (14.6) ] (7.1} - - 145 (14.5) 14 (209
discontinued Lenvatingt T3 (18.7) 8 219) - - 1646 (16.4) ) ] (24.3)
discontinued both Pembrolinimat and 44 124 4 (11.4) - - 11 (111} 0 (174
Lenvatingly
dizcomtinued any drug due to a serfous drog- 32 (14.6) 7 (20.0) T (209 1 (2.6) 137 (127 12 (16.5)
related adverse event
discontinued Pembrolizumab 26 (7.0 2 (37 - - -
discontinned Lenvaiindb 43 n ] (14.3) - - -
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dizcontinued both Pembrolizumab and 17
Lemvatini

4.8 ] o

Lenvatinih Monotherapy Safery Lenvatinih Monatherapy Safety Pemhbrolizomab } Pembrolimmat Menotherapy
Damsat (Aze<T3 Years) Damszat (Ape-=T73 Years) Reference Safery Dataser Beference Safery Daaser
(Ap=<T3 Years) (Ape-=75 YVears)
n (%) o (%) o [e] n [
Participants in population 1021 o3 511 762
with one or mare adverss events 1,011 (o0 a7 (990} 4848 (96.6) 744 [97.8)
with no adverse event 10 (Lo 1 (1.0} 176 2.4) 18 2.4
with drug-related: adverss events 063 @43 o7 (99.0) 3.590 {70.1) M2 (7L.1)
with toxiciy grade 3-3 adverse events 815 (T2.8) 4 (85.7) 1396 (46.8) 433 (36.8)
with toxicity grade 3-3 dmap-related adverse events 648 (63.3) 76 77.48) 74T (1500 144 (19.2)
with serious adverse events 553 (34.1) &0 (61.2) 1001 (37.1) 365 4789
with serious druz-related adverse svents 107 220 33 (337 350 (108 a7 (127
with dose infernuption of any drig due to an adverse event aT4 (6600 83 (247 121 (248) 20 (285
intermuptien of Pembrolizumab - - 117 (248 220 (2889
infermapiien of Lenvatmh o (6600 83 (24.7) - -
intermuption of both Pembrelizumab and Lemvatinih - - - -
with dose reduction of Lenvatinib due to an adverss event 478 (45.8) 33 (3.1} - -
who died 85 8.3 12 (12.2) 147 .5 a5 (8]
who died due to 2 druz-related adverse event 21 2n ] (6.1} 33 (0.8 ] [L5]
discontmued anv drug due fo an adverse event 265 (26.00 34 (347 45 (1260 145 (19.0)
discontimed Pambrolizumah - - 645 s 145 {190y
discontimed Lenvatinih 265 (26.0) 34 (347 - -
discontimued bodh Pembrolizumab and Lemvatinib - - - -
discentimed any drug due to 2 drz-related adverse event 183 a7e 5 (253 42 6.7 5 (XY
discentimed Pembrolizumab - - 42 6.7 5 (XY
discontimed Lenvatini 183 179 5 3255 - -
discontimed both Pembrolizumab and Lemvatinib - - - -
discentinued any drug due w0 a serious adverse event 157 (15.4) pi) 22.4) 461 (9.0) 111 (14.6)
discontimed Pembrolizmab - - 461 (9.0) m (14.6)
discentimued Lenvatinib 157 (13.4) Fi} 224 - -
discontimed both Pembrolizumab and Lamatinib - - - -
discontimed amy drug due to a serous drug-related adverse event o1 3% 14 (14.3) 204 (4.0) 4] 54
discontimed Pembrolizumat - - 2 (4.0) 41 54
discontimed Lenvatinibh o1 B9 14 (14.3) - -

|__disconsimued both Pembralizimah and Lemvarinib = | - | - | -

* Determined by the imvestigater to be related to the dog.

For E2¥581 and ENT75, non-sericus adverse events up te 30 days of last dose and serions adverse events up to 120 days of last dose are inchadad.

Far FI9146 datasst, non-serious adverse events up te 30 days of last dose and serious adverse events up to 20 days of last dose are included

Far lenvartinib monotherapy safety dataset, both non-serious adverse events and serious adverse events up to 30 days of Last dose are included

Far pembrolizumab monotherapy reference safefy dataset, non-serious adverse events up to 30 days of last dose and serious adverss events up to 90 days of last dose are included

MedDPA prefemed terms "Weoplasm Progression”, "Malisnant Neoplasm Progression” and "Tisease Progression” not related to the drus are excluded

Grades are based on NCI CTCAE version 4.0,

¢ Includes all subjects who received at least one dose of lenvatindh in ET080-G000-398, ET080-G000-303, ET080-G000-201, ETO20-G000-204, ET080-GO00-703, ET080-GO00-203, ET080-GO00-205, ETUE0-GO00-206,
ET0E0-1081-208, ET080-GO00-209 and ET080-T081-105.

! Includs all subjects whe received at least one dose of pembrolizumalb in EM001 Part B1, B2, B3, D, C, F1, F2, F3, KN002 (original phase), K005, K010, EN012 cobort B and B2, EIN013 cobort 3, 2024, K200,
EINQ42, KNS5, EN048, KN052, EN0S4, EN055 and ENOST.

Diambase cutoff dare for Melanoma (F24001-Melanoma: 13APR2014, EX002: 25FEB20135, EIN006: 03MARI015, EXN054-020CT200 7, ETOB0-GI00-204: 01SEP2016)

Dambase cutoff dare for Lung (F29001-MSCLC: J3TANI015. EN010: 30SEP2013, EIN024: 10TUL2017, EIN042: 043EP2018, ET080-GO00-T03: 015EP2016)

Database cutoff date for HINSCC (EM012 cohort B and B2: 26APR2016, EIN040: 15MAT2017, EXN048: 25FEBI019, EIN035: 1DAPRI01E)

Diatabase cutff daez for ¢HL (END13 cohort 3- 285EP2018, EN0ST: JIMARIN1Y)

Diambase cutoff dare for Bladder { EIN045: 160CT2017, ENO32: 263EP201E)

Diambase cuteff dare for Thyreid (E7080-G000-328: 015EP2014. ET0B0-Z000-303: 015EP2014. ET080-GO00-201: 01SEP2014. ET080-TO81-205: 015ER2016)

Database cutoif date for Endemetrial Cancer (EIV773: 260CT2020, ETOS0-G000-204: 01SEP201E)

Diambase cuteff dare for Malimant Glioma (E7080-G000-203: 015EP1014)

Diambase cutoff dare for Renal Cell Carcinoma (E7080-GO00-205: 13MAFR 018, EIN426: 24AUG2018, EN381: 28AUGI020)

Database cutoff dare for Adenecarcinema (E7080-G000-202: 01SEP2015)

Datzbase cutoif date for Solid Tumer (EI144: 18AUG2020, ET080-J081-103: (1SEP20145)

Seurce: [155: adym-adsl: adas]

The observed incidence rates of the AE categories of the Study 309/KEYNOTE-775 pembrolizumab +
lenvatinib group were generally similar in the <75 and =75 age groups, however higher rate were
observed for the elderly for: drug-related SAEs, deaths, deaths due to a drug-related AE, and
discontinuations due to AE. However, as a similar pattern was generally observed between the age
groups in all datasets, this does not suggest a new safety concern for pembrolizumab + lenvatinib across
age groups.

Of note, the 6 fatal events observed in the participants =75 years of age were: 2 “death”, 1 urosepsis,
1 myelodysplatic syndrome, 1 cerebrovascular event and 1 assisted suicide.

Sex

All participants in the lenvatinib plus pembrolizumab EC group were female. The AE profile based on
gender in the lenvatinib plus pembrolizumab EC group was generally consistent with the safety profiles
of females treated with lenvatinib or pembrolizumab monotherapy.
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ECOG performance status

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, there were 60.1% of
participants with ECOG of 0 and 39.9% participants with ECOG of 1.

In each group (lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, lenvatinib
monotherapy safety data set, pembrolizumab monotherapy RSD, and lenvatinib plus pembrolizumab
non-EC group in KEYNOTE-146), the safety profiles were in generally consistent between participants
with ECOG of 0 or 1. However, the incidence of SAEs, fatal AEs, and drug-related fatal AEs were increased
in the participants with ECOG of 1.

Geographical region

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, there were 28.1% of
participants from EU regions and 71.9% participants not from EU regions.

In each group (lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, lenvatinib
monotherapy safety data set, pembrolizumab monotherapy RSD, and lenvatinib plus pembrolizumab
non-EC group in KEYNOTE-146), the safety profiles were in generally consistent between participants
from EU or not. However, lenvatinib plus pembrolizumab EC group and lenvatinib plus pembrolizumab
non-EC group presented higher incidence of dose reduction of lenvatinib due to AEs in the participants
not from EU (difference not observed in the lenvatinib monotherapy group).

Ethnicity

Frequencies of AEs by grade and by ethnicity for the 2 groups in Study 309/KEYNOTE-775 were provided.
There was a limited number of participants in the lenvatinib plus pembrolizumab and TPC treatment
groups who were Asian (n=85 and n=86, respectively) or from other ethnicity (n=29 and n=34,
respectively); therefore, the data should be interpreted with caution.

The incidences and severity of the most frequently reported AEs (incidence 215%) in the lenvatinib plus
pembrolizumab group were generally similar between the different categories with the following
differences (=10% difference) noted:

- AEs higher in Whites than Asians: mucosal inflammation (14.1% vs 1.2%), abdominal pain
(23.0% vs 8.2%), UTI (29.7% vs 12.9%), diarrhoea (57.4% vs 47.1%; Grade =3: 7.4% vs
10.6%), weight decreased (37.1% vs 27.1%), hypomagnesaemia (21.5% vs 4.7%), dizziness
(13.7% vs 1.2%), asthenia (27.3% vs 3.5%; Grade 23: 7.4% vs 0%), and fatigue (39.1% vs
17.6%)

- AEs higher in Asians than Whites: anaemia (34.1% vs 23.4%; Grade >3: 10.6 % vs 4.3%),
malaise (23.5% vs 0.8%), oedema (12.9% vs 2.3%), neutrophil count decrease (16.5% vs 2%;
Grade 23: 9.4% vs 0.4%), stomatitis (37.6% vs 14.1%), platelet count decreased (32.9% vs
7.0%, Grade 23: 10.6% vs 0.8%), proteinuria (51.8% vs 22.3%; Grade =3: 10.6% vs 3.9%),
PPE (40.0% vs 13.3%; Grade 23: 5.9% vs 2.0%), and pyrexia (31.8% vs 10.5%)

e Use in Pregnancy and Lactation

As of the data cut off, there were no reports of pregnancy in the lenvatinib plus pembrolizumab EC group.
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o Safety related to drug-drug interactions and other interactions

As pembrolizumab is an IgG antibody that is administered parenterally and cleared by catabolism, food
and DDI are not anticipated to influence exposure. Drugs that affect the CYP enzymes, and other
metabolizing enzymes, are not expected to interfere with the metabolism of an IgG antibody. The IgG
antibodies, in general, do not directly regulate the expression of CYP enzymes, other enzymes, or
transporters involved in drug elimination. Therefore, no dedicated DDI studies have been performed. In
addition, in vitro experiments and studies conducted in preclinical species have been shown to have
limited value in predicting DDI potential in humans [Ref. 5.4: 03]IPS]. Therefore, no preclinical PK
studies were conducted to assess the propensity of pembrolizumab to be a victim or perpetrator of PK
DDlIs.

The main metabolic pathways for lenvatinib in humans were identified as enzymatic (CYP3A and aldehyde
oxidase) and non-enzymatic processes. The IC50 values for the 9 main CYP isoforms, the 5 main UGT
isoforms, AO, and the 11 transporters tested were more than 4 pM, suggesting lenvatinib is not a
perpetrator of DDI at the maximum dose of 24 mg QD. Lenvatinib is a substrate of P-gp and BCRP but
was not a substrate any of the other transporters evaluated. No formal PK drug interaction studies have
been conducted with pembrolizumab. Since pembrolizumab is a mAb; PK interactions with lenvatinib are
not expected.

Studies evaluating pharmacodynamic drug interactions with pembrolizumab have not been conducted.
However, as systemic corticosteroids may be used in combination with pembrolizumab to ameliorate
potential side effects, the potential for a pharmacokinetic DDI with pembrolizumab as a victim was
assessed as part of the population pharmacokinetic analysis. No relationship was observed between
prolonged use of systemic corticosteroids and pembrolizumab exposure. Nevertheless, the use of
systemic corticosteroids or other immunosuppressants before the start of pembrolizumab treatment
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 treatment to treat immune-mediated adverse reactions.

e Discontinuation due to adverse events

e Adverse Events Leading to Treatment Discontinuation

Adverse Events Leading to Treatment Discontinuation

The incidence of participants with AEs that led to discontinuation of any study intervention was higher
in the lenvatinib and pembrolizumab EC group (33%) compared with the TPC group (8%). The incidence
of participants with AEs that led to discontinuation of both lenvatinib and pembrolizumab was 14.0%,
with discontinuation of lenvatinib (30.8%) higher than for pembrolizumab (18.7%).

The incidence of AEs resulting in lenvatinib discontinuation was generally consistent between the
lenvatinib plus pembrolizumab EC group (30.8%) and the lenvatinib monotherapy group (26.7%).
Hypertension, decreased appetite, asthenia, weight decreased, diarrhoea, proteinuria, intestinal
obstruction, and vomiting resulted in lenvatinib discontinuation in >1% of participants in the lenvatinib
plus pembrolizumab EC group. Hypertension, asthenia, proteinuria, and fatigue resulted in lenvatinib
discontinuation in >1% of participants in the lenvatinib monotherapy group.

The incidence of AEs resulting in pembrolizumab discontinuation was similar for the lenvatinib plus
pembrolizumab EC group (18.7%) compared to the pembrolizumab monotherapy RSD group (13.4%).
Diarrhoea, intestinal obstruction, and ALT increased resulted in pembrolizumab discontinuation in >1%
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of participants in the lenvatinib plus pembrolizumab EC group. No individual AEs in the pembrolizumab
monotherapy group resulted in pembrolizumab discontinuation in >1% of participants.

The overall incidence of AEs resulting in discontinuation of both lenvatinib and pembrolizumab was
consistent between the lenvatinib plus pembrolizumab EC group (14.0%) and lenvatinib plus
pembrolizumab non-EC group (18.3%). Intestinal obstruction was the only AE resulting in
discontinuation of lenvatinib and pembrolizumab with an incidence of >1% in the lenvatinib plus
pembrolizumab EC group; no individual AEs > 1% resulted in discontinuation of lenvatinib and
pembrolizumab in the lenvatinib plus pembrolizumab non-EC group.

From all these AEs resulting in discontinuation of lenvatinib, pembrolizumab, or both in the lenvatinib
plus pembrolizumab EC group, only intestinal obstruction is not an identified ADR in the SmPC.

Drug-related Adverse Events Leading to Treatment Discontinuation

The incidence of participants with drug-related AEs that led to discontinuation of any study intervention
was higher in the lenvatinib and pembrolizumab EC group (26.6%) compared with the TPC group (5.7%).
The incidence of participants with drug-related AEs that led to discontinuation of both lenvatinib and
pembrolizumab was 4.9%, with discontinuation of lenvatinib (22.7%) higher than for pembrolizumab
(9.9%).

The incidence of drug-related AEs resulting in lenvatinib discontinuation was generally consistent
between the lenvatinib plus pembrolizumab EC group (22.7%) and the lenvatinib monotherapy group
(18.6%). Drug-related AEs in the lenvatinib plus pembrolizumab EC group resulting in lenvatinib
discontinuation (regardless of action taken for pembrolizumab) in >1% of participants included

hypertension, asthenia, weight decreased, decreased appetite, proteinuria, diarrhoea, and vomiting.
Hypertension, asthenia, proteinuria, and fatigue resulted in lenvatinib discontinuation in >1% of
participants in the lenvatinib monotherapy group.

The incidence of drug-related AEs resulting in pembrolizumab discontinuation was similar for the
lenvatinib plus pembrolizumab EC group (9.9%) and the pembrolizumab monotherapy group (7.0%).
ALT increased was the only drug-related AE in the lenvatinib plus pembrolizumab EC group resulting in
pembrolizumab discontinuation in = 1% of participants. No individual AEs in the pembrolizumab
monotherapy group resulted in pembrolizumab discontinuation in >1% of participants.

e Adverse Events Leading to Treatment interruption

Adverse Events Leading to Treatment interruption

The incidence of participants with AEs that led to interruption of any study intervention was higher in
the lenvatinib and pembrolizumab EC group (69.2%) compared with the TPC group (27.1%). The
incidence of participants AEs that led to interruption of both lenvatinib and pembrolizumab was 30.8%,
with interruption of lenvatinib (58.6%) higher than for pembrolizumab (50.0%).
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The incidence of AEs resulting in lenvatinib interruption was similar in the lenvatinib plus pembrolizumab
EC group (58.6%) and the lenvatinib monotherapy group (67.6%). AEs in the lenvatinib plus
pembrolizumab EC group resulting in lenvatinib discontinuation in >5% of participants included

hypertension, diarrhoea, proteinuria, and vomiting. Hypertension, diarrhoea, proteinuria, and vomiting,
nausea, asthenia, fatigue, PPES and decreased appetite resulted in lenvatinib interruption in >5% of

participants in the lenvatinib monotherapy group.

The incidence of AEs resulting in pembrolizumab interruption was higher in the lenvatinib plus
pembrolizumab group (50.0%) than in the pembrolizumab monotherapy RSD group (25.4%). Diarrhoea
was the only AE in the lenvatinib plus pembrolizumab group resulting in pembrolizumab discontinuation
in >5% of participants. No individual AEs in the pembrolizumab monotherapy group resulted in

pembrolizumab interruption in >5% of participants.

The overall incidence of AEs resulting in interruption of both lenvatinib and pembrolizumab was similar
in the lenvatinib plus pembrolizumab group (30.8%) and the lenvatinib plus pembrolizumab non-EC
group (38.7%). In the Lenvatinib plus pembrolizumab group, the most common AEs resulting in
treatment interruption of both drugs (>1%) were: diarrhoea, ALT increased, AST increased, UTI,
hypertension, cholecystitis, blood creatinine increased, hyperthyroidism, and vomiting. Diarrhoea,
colitis, nausea, fatigue, pneumonia, URTI, Decreased appetite, Dehydration, Arthralgia, Acute kidney
injury, Proteinuria, Dyspnoea, and Pleural effusion resulted in interruption of both lenvatinib and
pembrolizumab in the lenvatinib plus pembrolizumab non-EC group.

Drug-related Adverse Events Leading to Treatment interruption

The incidence of drug-related AEs resulting in lenvatinib interruption was lower in the lenvatinib plus
pembrolizumab EC group (45.8%) than in the lenvatinib monotherapy group (61.3%). Drug-related AEs
in the lenvatinib plus pembrolizumab EC group resulting in lenvatinib interruption in >2% of participants

included hypertension, diarrhoea, proteinuria, decreased appetite, vomiting, fatigue, nausea, and weight
decreased [Table 5.3.5.3.3-endometriall: 34]. The same drug-related AES plus abdominal pain,
abdominal pain upper, stomatitis, and asthenia resulted in lenvatinib interruption in >2% of participants

in the lenvatinib monotherapy group.

The incidence of AEs resulting in pembrolizumab interruption was higher in the lenvatinib plus
pembrolizumab EC group (25.6%) than in the pembrolizumab monotherapy RSD group (14.2%). Drug-
related AEs in the lenvatinib plus pembrolizumab EC group resulting in pembrolizumab interruption in >
2% of participants included diarrhoea and ALT increased [Table 5.3.5.3.3-endometriall: 35]. No
individual AEs in the pembrolizumab monotherapy group resulted in pembrolizumab interruption in >5%
of participants.

e Adverse Events Leading to dose reduction of lenvatinib

Adverse Events Leading to dose reduction of lenvatinib

In Study 309/KEYNOTE-775, the pembrolizumab dose was fixed at 200 mg Q3W and dose reduction was
not allowed.

The starting dose for lenvatinib was 20 mg QD, however dose modifications were allowed according to
the approved label and standard practice. The overall incidence of AEs resulting in dose reduction of
lenvatinib was higher in the lenvatinib plus pembrolizumab EC group (66.5%) than in the lenvatinib
monotherapy group (47.5%).

Assessment report
EMA/CHMP/618201/2021 Page 132/154



In the lenvatinib and pembrolizumab EC group, the AEs that most frequently led to lenvatinib dose
reduction (incidence >5%) were hypertension, diarrhoea, PPES, proteinuria, decreased appetite, fatigue,
and weight decreased, all of which are known to be associated with lenvatinib. From those, hypertension,
diarrhoea, proteinuria, decreased appetite, and fatigue, resulted in lenvatinib dose reduction in >5% of
participants in the lenvatinib monotherapy group. All these AEs resulting in dose reduction of lenvatinib
in the lenvatinib plus pembrolizumab EC group are identified ADRs in the SmPC.

The overall incidence of AEs resulting in a dose reduction of lenvatinib in the lenvatinib plus
pembrolizumab EC group (66.5%) was consistent with the lenvatinib plus pembrolizumab non-EC group
(66.1%) [Table 5.3.5.3.3-endometriall: 36].

Drug-related Adverse Events Leading to dose reduction of lenvatinib

The overall incidence of AEs resulting in dose reduction of lenvatinib was higher in the lenvatinib plus
pembrolizumab EC group (65.0%) than in the lenvatinib monotherapy group (46.2%). The most
frequently reported (incidence >5%) drug-related AEs leading to lenvatinib dose reduction were
hypertension, diarrhoea, PPES, proteinuria, fatigue, decreased appetite, and weight decreased in the
lenvatinib plus pembrolizumab group (similar in both groups).

e Post marketing experience

The safety profile of lenvatinib was summarized in the Periodic Safety Update Report covering the period
13-FEB-2019 through 12-FEB-2020, specifically Appendix 2B (Cumulative and Interval Summary
Tabulations of Serious and Non-serious Adverse Reactions from Post-marketing Data Sources) [Ref.
5.3.6: 7902-psur-13feb19-12feb20]. The safety profile of pembrolizumab was summarized in the
Periodic Safety Update Report covering the period 04-SEP-2019 through 03-SEP-2020, specifically
Appendix 20.3.1 (Numbers of Adverse Drug Reactions by Preferred Term from Post-authorization
Sources) [Ref. 5.3.6: 3475-psur-04sep19-03sep20].

No revocation or withdrawal of lenvatinib or pembrolizumab or registration for safety reasons has
occurred in any country.

2.5.1. Discussion on clinical safety

Overall population

Demographic and other baseline characteristics

Demographic and other baseline characteristics in Study 309/KEYNOTE-775 were generally well balanced
between the lenvatinib plus pembrolizumab EC group and the TPC EC group. In the lenvatinib plus
pembrolizumab EC group, all participants were female, and most were white (63.1%) or Asian (20.9%),
with an ECOG performance status of 0 (60.1%), and a minority were based in the EU (28.1%). Half of
them were under 65 year-of-age, and half of them over 65 year-of-age. Some differences were noted
with the other groups (more participants =65 years of age, less white people, more Hispanic or Latino
people, more participants with ECOG performance status of 0), but they are not expected to affect the
interpretation of the safety results.

Median duration

The median duration of treatment was longer in the lenvatinib plus pembrolizumab non-EC group (9.79
months) compared to the lenvatinib plus pembrolizumab EC group (7.59 months), which was longer
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compared to the TPC EC group (3.43 months), the lenvatinib monotherapy safety dataset (5.55 months)
and the pembrolizumab monotherapy RSD (4.86 months).

Adverse events

The summary of AEs, despite showing similar proportions of overall AEs in the two arms, displayed a
worse safety profile for the combination treatment group when compared to controls (TPC EC group), as
shown by higher proportions of subjects with drug-related AEs (97.3% vs 93.8%, respectively), Grade
3-5 drug-related AEs (77.8% vs 59%), drug-related SAEs (33.3% vs 14.2%), who had dose interruption
of any drug due to an AE (69.2% vs 27.1%) or who discontinued any drug due to an AE (33% vs 8%).
Proportions of fatal events and drug-related fatal events were comparable across study arms. However,
when evaluating exposure-adjusted incidence rates, a partially reversed safety picture is found showing
lower incidence rates per 100 person-months, respectively, in the lenvatinib+pembrolizumab group
when compared to TPC group for AEs (232 vs 256, respectively), drug-related AEs (133 vs 153), Grade
3-5 AEs (31.02 vs 48.78), drug-related Grade 3-5 AEs (18.52 vs 34.5), fatal events (0.59 vs 1.08), with
comparable rates for SAEs, drug-related SAEs, and deaths due to drug-related AE. On the contrary, rates
of dose modification (37.9 vs 18.6), dose interruption (21.18 vs 11.5), dose reduction (15.16 vs 4.76),
and discontinuation due to AE (5 vs 2.32), to a drug-related AEs (3.98 vs. 1.76), to a SAEs (2.42 vs.
0.85), or to a drug-related SAEs (1.63 vs. 0.45), remained higher in the study group of interest.

Overall, the safety profile was similar between the lenvatinib plus pembrolizumab EC group and non-EC
group. Only the incidence of drug-related Grade 3 to 5 AEs was higher in the lenvatinib plus
pembrolizumab EC group compared with the lenvatinib plus pembrolizumab non-EC group (77.8% vs.
65.7%). Enhanced toxicity was observed with the combination compared to the monotherapies for the
following: Grade 3 to 5 AEs (88.9% lenvatinib plus pembrolizumab EC group vs. 80.3% lenvatinib
monotherapy vs. 48.1% pembrolizumab monotherapy RSD), drug-related Grade 3 to 5 AEs (77.8% vs.
64.7% vs. 15.5%, respectively), lenvatinib dose reduction due to an AE (66.5% combination vs. 47.5%
monotherapy), and pembrolizumab dose interruption due to AEs (50% combination vs. 25.4%
monotherapy).

When comparing exposure-adjusted rate, the overall AE summary profile of the lenvatinib plus
pembrolizumab EC group was generally consistent with the lenvatinib plus pembrolizumab non-EC group,
except for lower rate of dose interruption of any drugs due to AEs (21.18 vs. 26.74), and lenvatinib
interruption due to AEs (15.72 vs. 23.33); and higher rate in the lenvatinib plus pembrolizumab EC
group compared with the lenvatinib plus pembrolizumab non-EC group observed for Grade 3 to 5 AEs
(31.02 vs. 25.73), drug-related Grade 3 to 5 AEs (18.52 vs. 12.24), drug-related SAEs (5.15 vs. 2.85);
discontinuation due to AEs (5 vs. 3.1), to drug-related AEs (3.98 vs. 1.91), to a SAEs (2.42 vs. 1.74),
or to a drug-related SAEs (1.63 vs. 0.87).

The most common AEs (all and drug-related) with the combination therapy in EC are in general consistent
with the known safety profiles of the respective monotherapies and the combination therapy in non-EC.

The most frequent exposure-adjusted AEs in the lenvatinib plus pembrolizumab EC group (> 4 events /
100 person-months) were diarrhoea, hypertension, nausea, vomiting, hypothyroidism, decreased
appetite, proteinuria, arthralgia, fatigue, and weight decreased. All these AEs are identified very common
ADRs in section 4.8 of the SmPC. Hypertension, nausea, vomiting, decreased appetite, proteinuria,
arthralgia, fatigue, and weight decreased are known AEs associated with lenvatinib; hypothyroidism and
diarrhoea have been described for both lenvatinib and pembrolizumab.

The criteria used to select the ADRs for the ADR table for the combination with pembrolizumab for EC in
section 4.8 of the SmPC were as follows (meeting at least one of the criteria):
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- Lenvima ADR terms in the monotherapy column carried over for all subsequent columns when observed
for the combination and adjusted to the appropriate frequency category based on the pooled data

- Agency mandated terms

- AEs occurring at an incidence higher than the respective monotherapy safety profiles were assessed
for additive or potentiated effect and clinical relevance.

In addition, a paragraph similar to the Keytruda SmPC was added prior to the section 4.8 ADR table
reading as follows :

“Adverse reactions known to occur with lenvatinib or combination therapy components given alone may
occur during treatment with these medicinal products in combination, even if these reactions were not
reported in clinical studies with combination therapy.

For additional safety information when lenvatinib is administered in combination, refer to the SmPC for
the respective combination therapy component (pembrolizumab).”

Of note, differences will remain with the Keytruda (pembrolizumab) SmPC as the ADR table has been
updated to show the ADR with the combination of pembrolizumab with axitinib or Lenvatinib.

The most frequently reported drug-related AEs (incidence =30%) in the lenvatinib plus pembrolizumab
EC group were hypertension, hypothyroidism, diarrhoea, nausea, and decreased appetite. All these drug-
related AEs are identified as very common ADRs in the SmPC section 4.8. Hypertension, nausea, and
decreased appetite are known AEs associated with lenvatinib; hypothyroidism and diarrhoea have been
described for both lenvatinib and pembrolizumab.

In the lenvatinib plus pembrolizumab EC group compared with the lenvatinib monotherapy group, the
pembrolizumab monotherapy RSD, and the lenvatinib plus pembrolizumab non-EC group, there was a
marked higher incidence (in %) of the following AEs (all and drug-related): hypothyroidism, anaemia,
UTI, ALT increased, AST increased, hypomagnesemia, mucosal inflammation, hyperthyroidism, Blood
thyroid stimulating hormone increased, platelet count decreased, neutropenia, leukopenia, and
neutrophil count decreased.

Thrombocytopenia (including decreased platelet count), neutropenia (including decreased neutrophil
count), leukopenia (including decreased white blood cell count), oral inflammation (including mucosal
inflammation), hypothyroidism, UTI, ALT increased, AST increased, hypomagnesemia, and increased
blood thyroid stimulating hormone are listed in the ADR table of section 4.8 of the SmPC for Lenvatinib
monotherapy and for the combination.

The most common Grade 3-5 AEs (all and drug-related) with the combination therapy in EC are in general
consistent with the known safety profiles of the respective monotherapies and the combination therapy
in non-EC.

The most frequent exposure-adjusted Grade 3 to 5 AEs in the lenvatinib plus pembrolizumab EC group
(=2 0.5 events / 100 person-months) were hypertension, weight decreased, decreased appetite,
diarrhoea, lipase increased, anaemia, asthenia, proteinuria, fatigue, and hypokalemia. All these Grade 3
to 5 AEs are identified very common ADRs in section 4.8 of the SmPC. All these AEs are known AEs
associated with lenvatinib or pembrolizumab or both.

The most frequently reported drug-related grade 3 to 5 AEs (incidence =4%) in the lenvatinib plus
pembrolizumab EC group were hypertension, diarrhoea, decreased appetite, weight decreased, lipase
increased, proteinuria, and asthenia. All these drug-related AEs are identified very common ADRs in the
SmPC section 4.8.
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The overall incidence of fatal AEs was comparable in the lenvatinib plus pembrolizumab EC group (5.7%
- 23 deaths), the TPC EC group (4.9% - 19 deaths), and the pembrolizumab monotherapy RSD (5.3% -
312 deaths), and lower than in the lenvatinib plus pembrolizumab non-EC group (10.4% - 24 deaths)
and the lenvatinib monotherapy group (8.7% - 97 deaths). The overall incidence of drug-related fatal
AEs was comparable in all groups: lenvatinib plus pembrolizumab EC group (1.5% - 6 deaths), TPC EC
group (2.1% - 8 deaths), lenvatinib plus pembrolizumab non-EC group (2.2% - 5 deaths), the lenvatinib
monotherapy group (2.4% - 27 deaths) and the pembrolizumab monotherapy RSD (0.7% - 39 deaths).
Out of the 6 drug-related fatal AEs in the lenvatinib plus pembrolizumab EC group, 1 death due to
multiorgan dysfunction syndrome was considered by the investigator as related to both lenvatinib and
pembrolizumab. One death each due to cerebrovascular accident, right ventricular dysfunction,
myelodysplastic syndrome, and death were considered by the investigator as related to lenvatinib, and
1 death due to colitis was considered by the investigator as related to pembrolizumab.

The frequency, type, and severity of SAEs (all and drug-related) reported in the lenvatinib plus
pembrolizumab EC group reflect the established individual safety profiles of lenvatinib and
pembrolizumab monotherapy and is generally consistent with the safety profile when used in
combination in non-EC.

The most frequent exposure-adjusted SAEs in the lenvatinib plus pembrolizumab EC group (= 0.2 events
/ 100 person-months) were hypertension, UTI, diarrhoea, decreased appetite, vomiting, acute kidney
injury, pyrexia, cholecystitis, colitis and pneumonia. The most frequently reported drug-related SAEs in
the lenvatinib plus pembrolizumab EC group (incidence >1%) were hypertension, colitis, decreased
appetite, vomiting, diarrhoea, pyrexia, and acute kidney injury. Of these, only pneumonia, colitis and
pyrexia are not identified ADRs in the SmPC section 4.8. All these SAEs are known AEs associated with
lenvatinib or pembrolizumab or both.

The types, incidence, severity and outcome of Clinically Significant Adverse Events associated with
Lenvatinib (CSAE) reported in the lenvatinib plus pembrolizumab EC group were generally consistent
with the established safety profile of lenvatinib when used as monotherapy, with the exception of an
increased frequency of hepatotoxicity (mainly ALT and AST increased, Grade 1 to 3), hypothyroidism
(Grade 1 to 2), and renal events (mainly Blood creatinine increased, Grade 1 to 2). All these CSAE are
identified as very common ADRs in the SmPC section 4.8.

The types, incidence, severity and outcome of Adverse Events of Special Interest for Pembrolizumab
(AEQSI) reported in the lenvatinib plus pembrolizumab EC group were generally consistent with the
established safety profile of pembrolizumab when used as monotherapy, with the exception of increased
frequencies of hypothyroidism (Grade 1 to 2), hyperthyroidism (Grade 1 to 3) and colitis (Grade 1 to 3).
Only hypothyroidism and hyperthyroidism are identified as very common ADRs in the SmPC section 4.8.
Colitis have not been identified. There was 1 death in the lenvatinib plus pembrolizumab EC group due
to an AEOSI of colitis, which was considered by the investigator to be related to pembrolizumab.

No new safety concerns based on laboratory abnormalities were reported in the lenvatinib plus
pembrolizumab EC group. Overall, the most frequently reported (=30%) laboratory abnormalities
(Grades 1 to 4) were similar in the lenvatinib plus pembrolizumab EC group and the lenvatinib
monotherapy group, pembrolizumab monotherapy RSD, and lenvatinib plus pembrolizumab non-EC
group, and the majority were Grade 1 to 2 toxicity: ALT increased, AST increased, Albumin Decreased,
alkaline Phosphatase Increased, Cholesterol Increased, Creatinine Increased, Haemoglobin Decreased,
Lymphocytes Decreased, Magnesium Decreased, Potassium Decreased, Sodium Decreased and
Triglycerides Increased. The frequencies based on laboratory values for the applicable ADRs in the ADR
table in section 4.8 of the SmPC were reflected in line with the Guideline on the evaluation of anticancer
medicinal products in man, EMA/CHMP/205/95 Rev.5 - Section 8.9,
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The percentages of participants in the lenvatinib plus pembrolizumab EC group with Grade 3 to 4
laboratory abnormalities were low and were generally consistent with the lenvatinib monotherapy group,
pembrolizumab monotherapy RSD, and the lenvatinib plus pembrolizumab non-EC group. The most
frequently reported (incidence =5%) Grade 3 to 4 laboratory abnormalities in the lenvatinib plus
pembrolizumab EC group were: Lymphocyte decreased (16.9%), sodium decreased (14.4%), potassium
decreased (10.7%), AST increased (8.5%), haemoglobin decreased (8.2%), phosphate decreased
(8.2%), glucose increased (8.0%), ALT increased (7.7%), platelets decreased (7.2%), triglycerides
increased (7.1%), magnesium decreased (6.9%), amylase increased (6.8%), and neutrophils decreased
(5.9%).

Three participants in the lenvatinib plus pembrolizumab EC group met the prespecified drug-induced
liver injury (DILI) criteria of increase in ALT or AST =23 x ULN and bilirubin 21.5 x ULN and alkaline
phosphatase <2 x ULN. DILI is an identified ADR of lenvatinib, pembrolizumab and the combination
(under the name hepatitis).

In the lenvatinib plus pembrolizumab EC group, the incidence of participants with AEs that led to
discontinuation of both lenvatinib and pembrolizumab was 14.0%, with discontinuation of lenvatinib
(30.8%) higher than for pembrolizumab (18.7%). The types and incidences of AEs (all and drug-related)
resulting in treatment discontinuation or interruption of both drugs were generally consistent with the
safety profile of the combination in non-EC. The AEs (all and drug-related) that led to discontinuation or
interruption of either lenvatinib or pembrolizumab were generally consistent with the known safety
profiles of pembrolizumab monotherapy or lenvatinib monotherapy (no suggestion of new safety
concern).

In the lenvatinib plus pembrolizumab EC group, intestinal obstruction is the only ADR not identified in
the SmPC that had led to lenvatinib and/or pembrolizumab discontinuation (led also to lenvatinib
discontinuation in lenvatinib monotherapy). Intestinal obstruction is a common complication of EC due
to intra-abdominal tumor adhesions [Tuca et al., 2012].

In Study 309/KEYNOTE-775, the pembrolizumab dose was fixed at 200 mg Q3W and dose reduction was
not allowed. The types and incidences of AEs (all and drug-related) resulting in a dose reduction of
lenvatinib in the lenvatinib plus pembrolizumab EC group were generally consistent with the lenvatinib
monotherapy.

Overall, several differences between the safety profiles of the different groups were justified as a result
of the longer duration of treatment in the lenvatinib plus pembrolizumab EC and non-EC groups
compared to the other groups (increasing the time during which AEs could be collected).

MMR status

Per the study protocol in Study 309/KEYNOTE-775, the safety was assessed separately depending on
the tumor mismatch repair (MMR) status. In the lenvatinib plus pembrolizumab EC group and the TPC
groups, there were fewer dMMR participants (n=64 and 63, respectively) as compared with pMMR
participants (n=342 and 325). However, because of the limited number of dMMR participants, definitive
conclusions cannot be drawn.

There was a longer duration of exposure to lenvatinib plus pembrolizumab observed for dMMR
participants (median: 335.5 days; range: 1 to 720 days) compared with pMMR participants (median:
219.5 days; range: 1 to 817 days). On the contrary, there was a shorter duration of exposure to TPC
observed for dMMR participants (median: 86 days; range: 1 to 331 days) compared with pMMR
participants (median: 106 days; range: 1 to 785 days).

Although the safety profile was overall the same by MMR status, in the dMMR participants compared with
the pMMR participants in the lenvatinib plus pembrolizumab EC group, there were higher incidence of:
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Grade 3 to 5 AEs (95.3% vs. 87.7%, respectively), drug-related Grade 3 to 5 AEs (85.9% vs. 76.3%),
SAEs (68.8% vs. 49.7%), dose modifications due to AEs (100% vs. 92.4%), discontinuations due to AEs
(43.8% vs. 31%), fatal AEs (10.9% vs. 4.7%), and fatal drug-related AEs (3.1% vs. 1.2%)

In the pMMR and dMMR participants, the AEs (all and drug-related) that led to discontinuation and the
AEs that led to interruption of both drugs or of either lenvatinib or pembrolizumab were generally
consistent with the results in the all-comers population. The AEs that most frequently led to lenvatinib
dose reduction in pMMR and dMMR participants were generally consistent with those for the all-comer
participants.

When adjusted for exposure, in the lenvatinib plus pembrolizumab EC group, the overall toxicity profile
was slightly worst for the pMMR group compared to the dMMR group with higher incidences of AEs
(237.35 vs 208.93), drug-related AEs (138.43 vs 110.97), dose modification due to an AE (39.35 vs
31.8), dose interruption due to an AE (22.12 vs 17.18), and dose reduction due to an AE (15.94 vs
11.81). When adjusted for exposure, the observed event rates of AEOSI for dMMR participants were
generally similar to the observed event rates for pMMR participants.

In study KEYNOTE-158, the median duration of exposure to pembrolizumab was more than double for
those in the MSI-H/dMMR group compared with the non-MSI-H/pMMR group (9.3 months vs 3.42
months). The overall incidence of AEs in participants in both groups was similar. The safety was generally
consistent between the MSI-H and non-MSI-H groups except for a higher incidence of drug-related AEs
in the MSI-H group (75.6% vs 63.3%) and of fatal AEs (3.3% vs 0%). However, when adjusted for
exposure, the overall toxicity profile was worst for the non-MSI-H/pMMR group compared to the MSI-
H/dMMR group with higher incidences of AEs (142.73 vs 104.11), drug-related AEs (37.46 vs 30.46),
Grade 3to 5 AEs (19.88 vs 9.74), SAEs (11.36 vs 5.21), and of fatal AEs (0.53 vs 0). For AEQOSI, overall,
the incidence of the Grade 3 to 5 AEs, dose modifications and deaths due to an AE, including drug-
related AEs were similar between the 2 groups. However, a lower incidence was observed in the non-
MSI-H/pMMR group compared with the MSI-H/dMMR group for the AEOSI (17.8% vs 27.8%), drug-
related AEOSI (15.6% vs 25.6%) and SAEs (2.2% vs 4.4%). When adjusted for exposure, the incidence
of Grade 3 to 5 AEOSI was higher in the non-MSI-H/pMMR group (1.24 vs 0.58) otherwise the safety
was consistent between groups. There was a limited number of participants in both groups (90 each);
therefore, the data should be interpreted with caution. The observed differences in the safety profile of
lenvatinib plus pembrolizumab between dMMR and pMMR participants might not be clinically meaningful.

Intrinsic and extrinsic factors

The safety findings in the lenvatinib plus pembrolizumab EC group based on age, gender, ECOG
performance status, and region were generally consistent with the established safety profiles of
lenvatinib and pembrolizumab monotherapy.

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, the safety profile was
generally similar for participants <65 and =65 year-of-age. However, the incidence of interruption of
lenvatinib due to an AE, discontinuation of lenvatinib due to an AE or a drug-related AE, were higher in
the older participants (similarly to the lenvatinib plus pembrolizumab non-EC group and lenvatinib
monotherapy group). Moreover, the safety profile was generally similar for participants <65, 65-74
years, and =75 years. More participants in the =75 years of age group experienced drug-related SAEs,
deaths, and discontinuation of lenvatinib (which was similar to the lenvatinib plus pembrolizumab non-
EC group and lenvatinib monotherapy group). However, conclusions are limited due to the small number
of participants in the =75 years of age group (i.e. 35 in the lenvatinib plus pembrolizumab EC group in
Study 309/KEYNOTE-775).

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, central nervous system
(confusion / extrapyramidal) AEs, AEs related to falling, cardiovascular events, and infections were
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generally similar amongst the <65, 65-74, and =75 age groups. However, cerebrovascular events
increased considerably with age: <65 (2%), 65-74 (3.6%), and >75 (11.4%). Arterial thromboembolic
events (ATEs) (including cerebrovascular events) is a risk identified in section 4.4 of the SmPC and an
important identified risk in the RMP where it is mentioned that risk factors associated with
thromboembolic events in addition to the underlying malignant disease include age =65 years.

Table of AEs by grade and by age categories (<65, 65-74, and =75 age groups) for the 2 groups in
Study 309/KEYNOTE-775 was provided. The most frequent AEs in the Lenvatinib plus pembrolizumab
group in the oldest age group were (= 30% and with higher frequency in oldest group): anaemia (all
grade: 27.3%, 22.9%, 34.3%; respectively), UTI (all grade: 22.0%, 28.3%, 34.4%), and hypertension
(=2 Grade 3: 33.2%, 42.2%, 45.7%). The SmPC section 4.8 (special populations) has been adapted
accordingly (for UTI and = Grade 3 hypertension).

The AE summary has also been provided by age categories (i.e. <75 and =75 years) for the following
datasets: Study 309/KEYNOTE-775 lenvatinib plus pembrolizumab EC group and the TPC EC group;
Study 309/KEYNOTE-775 + KEYNOTE-146 + KEYNOTE-581 Lenvatinib + Pembrolizumab across
indications; Lenvatinib monotherapy safety dataset; and Pembrolizumab Monotherapy RSD. As there is
a limited number of participants =75 years of age in the pembrolizumab + lenvatinib group (n=35) and
TPC group (n=39) from Study 309/KEYNOTE-775 and the pooled Study 309/KEYNOTE-775 + KEYNOTE-
146 + KEYNOTE-581 pembrolizumab + lenvatinib group (n=115), the data should be interpreted with
caution. The observed incidence rates of the AE categories of the Study 309/KEYNOTE-775
lenvatinib+pembrolizumab group were generally similar in the <75 and =75 age groups, however higher
rate were observed for the elderly for: drug-related SAEs, deaths, deaths due to a drug-related AE, and
discontinuations due to AE. However, as a similar pattern was generally observed between the age
groups in all datasets, this does not suggest a new safety concern for pembrolizumab + lenvatinib across
age groups.

All participants in the lenvatinib plus pembrolizumab EC group were female. The AE profile based on
gender in the lenvatinib plus pembrolizumab EC group was generally consistent with the safety profiles
of females treated with lenvatinib or pembrolizumab monotherapy.

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, there were 60.1% of
participants with ECOG performance status of 0 and 39.9% participants with ECOG of 1. In each group,
the safety profiles were in generally consistent between participants with ECOG of 0 or 1. However, the
incidence of SAEs, fatal AEs, and drug-related fatal AEs were increased in the participants with ECOG of
1.

In the lenvatinib plus pembrolizumab EC group in Study 309/KEYNOTE-775, there were 28.1% of
participants from EU regions and 71.9% participants not from EU regions. In each group, the safety
profiles were in generally consistent between participants from EU or not. However, lenvatinib plus
pembrolizumab EC group and lenvatinib plus pembrolizumab non-EC group presented higher incidence
of dose reduction of lenvatinib due to AEs in the participants not from EU (difference not observed in the
lenvatinib monotherapy group).

Table of the frequencies of AEs by grade and by ethnicity for the 2 groups in Study 309/KEYNOTE-775
was provided. There was a limited number of participants in the lenvatinib plus pembrolizumab and TPC
treatment groups who were Asian (n=85 and n=86, respectively) or from other ethnicity (n=29 and
n=34, respectively); therefore, the data should be interpreted with caution. The incidences and severity
of the most frequently reported AEs (incidence =15%) in the lenvatinib plus pembrolizumab group were
generally similar between the different categories with the following differences (210% difference)
noted:
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- AEs higher in Whites than Asians: mucosal inflammation (14.1% vs 1.2%), abdominal pain
(23.0% vs 8.2%), UTI (29.7% vs 12.9%), diarrhoea (57.4% vs 47.1%; Grade =3: 7.4% vs
10.6%), weight decreased (37.1% vs 27.1%), hypomagnesaemia (21.5% vs 4.7%), dizziness
(13.7% vs 1.2%), asthenia (27.3% vs 3.5%; Grade =3: 7.4% vs 0%), and fatigue (39.1% vs
17.6%)

- AEs higher in Asians than Whites: anaemia (34.1% vs 23.4%; Grade =3: 10.6 % vs 4.3%),
malaise (23.5% vs 0.8%), oedema (12.9% vs 2.3%), neutrophil count decrease (16.5% vs 2%;
Grade =3: 9.4% vs 0.4%), stomatitis (37.6% vs 14.1%), platelet count decreased (32.9% vs
7.0%, Grade =3: 10.6% vs 0.8%), proteinuria (51.8% vs 22.3%; Grade =3: 10.6% vs 3.9%),
PPE (40.0% vs 13.3%; Grade =3: 5.9% vs 2.0%), and pyrexia (31.8% vs 10.5%)

All AEs are ADRs for the combination with the exception of pyrexia and oedema (as shown in ADR table
in section 4.8 of the SmPC), which were reported as primarily Grade 1 or 2 events. The SmPC section
4.8 (ethnic origin) has been adapted accordingly.

As of the data cut-off, there were no reports of pregnancy in the lenvatinib plus pembrolizumab EC
group.

Data received after initial assessment

Fifty-two AEs for 6 clinical study participants enrolled at a single study center started prior to the data
cut-off for interim analysis 1 (IA1) (data cut-off 26 October 2020) of Study 309/KEYNOTE-775, but were
not entered into the database at the time of the database lock (20 November 2020) that was used to
support the CSR and eCTD summary modules in the extension of indication submission.

These AEs were identified by site monitors and entered retrospectively into the database prior to the
next database lock performed to provide data for the 90-day Safety Update Report (SUR). This 90-day
SUR includes additional safety data reported between the IA1 data cutoff of 26-Oct-2020 and the SUR
data cutoff of 08 February 2021 (database lock on 22 March 2021), representing an additional 3.5
months of safety data from Study 309/KEYNOTE-775 (SUR not submitted).

The main contributing factors for this GCP deviation were incomplete documentation with subsequent
late entry of safety data by the site and insufficient oversight by the Principal Investigator (enhanced by
the COVID-19 pandemic). Corrective / preventive actions have been implemented.

None of these AEs were fatal AEs or SAEs. Out of these 52 AEs, there were:

- 31 AEs in 2 subjects in the combination group: mainly grade 1 or 2, with 1 Grade 3 hypertension
and 1 Grade 4 lipase elevation, both assessed per investigator as related to Lenvatinib.

- 21 AEs in 4 subjects in the chemotherapy group: mainly grade 1 or 2, with 1 Grade 3 vomiting
related to doxorubicin.

No new safety signals were identified and safety was consistent with that reported in the initial CSR.
These additional 52 AEs are not impacting the previous benefit/risk assessment (+0.34% in the
combination arm vs +0.46% in the TPC arm), and the additional 3.5 months data (after IA1l) will be
submitted after marketing authorisation during the pharmacovigilance follow-up.

2.5.2. Conclusions on clinical safety

The safety profile of lenvatinib+pembrolizumab combination for treatment of advanced EC in patients
who have disease progression following prior platinum-based systemic therapy in any setting and are
not candidates for curative surgery or radiation was not substantially different from that of standard
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chemotherapy based on physician’s choice, although with different types of AEs as expected from the
different class of drugs.

The apparent worse safety profile of lenvatinib+pembrolizumab for most AEs and drug-related AEs was
partially reverted at exposure-adjusted incidence analysis showing slightly lower rates with the treatment
of interest as compared to chemotherapy, while SAEs and deaths did not differ between groups. Dose
interruptions and treatment discontinuations (mostly related to lenvatinib) occurred however more
frequently in the lenvatinib+pembrolizumab arm than in controls, also when adjusted for exposure.

Well-known safety concerns associated with lenvatinib (CSAEs) and with pembrolizumab (AEOSIs)
(especially the latter) were more common with the combination treatment than with the single-drug
regimens, which is in line with the safety pattern found for non-EC indications of
lenvatinib+pembrolizumab treatment. Most of these AEs presented with the expected severity and were
managed following consolidated indications.

No new safety concerns were identified.

Overall, IV pembrolizumab 200 mg Q3W in combination with oral lenvatinib 20 mg QD showed a
manageable safety profile in the advanced endometrial carcinoma population that is generally consistent
with the established safety profiles of the individual pembrolizumab and lenvatinib monotherapies, and
the safety profile of the combination in non-EC.

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.

2.6. Risk management plan
The CHMP endorsed the Risk Management Plan version 14.1 with the following content:
Safety concerns

Table 71: Summary of the safety concerns

Important identified risks e Proteinuria and nephrotic syndrome

e Renal failure or impairment

e Cardiac failure

e Posterior reversible encephalopathy syndrome (PRES)
e Hepatotoxicity

e Haemorrhagic events

e Arterial thromboembolic events (ATEs)

e QTc prolongation

e Hypothyroidism

e Gastrointestinal perforation and fistula formation
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¢ Non-gastrointestinal fistula formation (any fistula which
does not involve the stomach or intestine) and
pneumothorax

Important potential risks .

e Male and female fertility

e Impaired wound healing

Venous thromboembolic events (VTEs)

e Overdose (concomitant everolimus) (RCC)

e Abnormal pregnancy outcome, excretion of lenvatinib in
milk

e Bone and teeth abnormalities in the paediatric population

e Interstitial Lung Disease (ILD)-like conditions

Missing information .

e Long-term use

Use in severe hepatic impairment

e Use in severe renal impairment

No new safety concerns were identified as part of this extension of indication in advanced endometrial

cancer.

Pharmacovigilance plan

Table 72: Ongoing and Planned Additional Pharmacovigilance Activities

Study Status | Summary of objectives | Safety concerns Milestone | Due dates
addressed s
(required
by
regulators)
Category 3 - Required additional pharmacovigilance activities
RCC
Study 307 Phase 3 Trial to Compare - all important The 30 Nov 2016
the Efficacy and Safety of | identified and protocol
Lenvatinib in combination | potential risks and the
Ongoing with Everolimus or . data
. - continue to .
Pembrolizumab Versus . ) analysis
. - characterise/confirm
Sunitinib Alone in First- plan for
. the current safety
Line Treatment of ) . PK/PD
. . profile of lenvatinib in
Subjects with Advanced o . should be
combination with .
Unresectable RCC. . . submitted:
everolimus in
advanced RCC Updated 10 Sep 2019
protocol:
Final 13 Aug 2021
report
submission
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Table 72: Ongoing and Planned Additional Pharmacovigilance Activities

Study Status Summary of objectives | Safety concerns Milestone | Due dates
addressed s
(required
by
regulators)
HCC
Study E7080- To characterise hepatic- Hepatotoxicity in HCC | Protocol 22 Apr 2020
M000-508 related toxicity and patients submitted
(Observational | overall safety profile on:
Clinical Study: (SAEs, Grade 3-5 AEs, .
. Final Dec 2029
Category 3) dose modifications, and report
discontinuations due to .
submission

AEs) in real-life conditions
in the EU (Western
population) in HCC
patients, including
patients with Child-Pugh
B. Overall survival data
and detailed baseline
characteristics will also be
collected.

No new additional pharmacovigilance activities were identified as a result of this extension of indication
in advanced endometrial cancer

Risk minimisation measures

Table 73: Summary Table of Pharmacovigilance Activities and Risk Minimisation
Activities by Safety Concern

Safety concern Risk minimisation measures Pharmacovigilance
activities

Identified Risks

Proteinuria and Routine risk minimisation measures: Additional

Nephrotic . pharmacovigilance
e SmPC Section 4.8 o

Syndrome activities:

e SmPC sections 4.2 and 4.4 where advice on

N . . . Study 307.
monitoring urine protein and managing
proteinuria or nephrotic syndrome is provided.
e PL section 4
Renal failure or Routine risk minimisation measures: Additional
impairment harmacovigilance
P e SmPC Section 4.8 P o g
activities:
Study 307.
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Table 73: Summary Table of Pharmacovigilance Activities and Risk Minimisation
Activities by Safety Concern

Safety concern

Risk minimisation measures

Pharmacovigilance
activities

e SmPC Sections 4.2 and 4.4 where advice on
managing risk factors and managing renal
failure or impairment is provided

e PL section 4

Cardiac failure Routine risk minimisation measures: Additional
. pharmacovigilance
e SmPC section 4.8 .
activities:
e SmPC Sections 4.2 and 4.4 where advice on
o . . . Study 307.
monitoring patients and managing cardiac
failure is provided.
e PL section 4
Posterior Routine risk minimisation measures: Additional
reversible . pharmacovigilance
e SmPC Section 4.4 and 4.8 o
encephalopathy activities:
syndrome (PRES) e PL section 4
Study 307.
Hepatotoxicity Routine risk minimisation measures: Additional
. pharmacovigilance
¢ SmPC section 4.8 A
activities:

e SmPC Sections 4.2 and 4.4 where advice on
monitoring liver function and managing
hepatotoxicity is provided.

e PL section 4

Studies 307, 508.

Haemorrhagic Routine risk minimisation measures: Additional
events . pharmacovigilance
e SmPC Sections 4.4 and 4.8 L
activities:
PL section 4
’ Study 307.
Arterial Routine risk minimisation measures: Additional
thromboembolic harmacovigilance
e SmPC section 4.8 P o 9
events (ATEs) activities:
e SmPC section 4.4 where advice to discontinue
. L Study 307.
in case of ATE is given
e PL section 4
QTc prolongation Routine risk minimisation measures: Additional
. pharmacovigilance
e SmPC section 4.8 A
activities:
Study 307.
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Table 73: Summary Table of Pharmacovigilance Activities and Risk Minimisation

Activities by Safety Concern

Safety concern Risk minimisation measures Pharmacovigilance
activities
e SmPC Sections 4.2 and 4.4 where advice on
monitoring electrolytes and managing QT
interval prolongation is provided
e PL section 4
Hypothyroidism Routine risk minimisation measures: Additional
. pharmacovigilance
e SmPC section 4.8 L
activities:
e SmPC section 4.4 where advice on monitoring
. . Study 307.
thyroid function is given
e PL section 4
Gastrointestinal Routine risk minimisation measures: Additional
perforation and . pharmacovigilance
. . e SmPC sections 4.4 and 4.8 Lo
fistula formation activities:
e Sections 4.2 where recommendations for dose
e . . Study 307.
modifications/ withdrawal are provided
e PL section 4
Non- Routine risk minimisation measures: Additional
gastrointestinal . pharmacovigilance
i ) e SmPC section 4.8 —_
fistula formation activities:
and e SmPC section 4.4 where advice that lenvatinib Study 307
Pneumothorax should not be started in patients with fistulae y '
and when to permanently discontinue
lenvatinib is given
e PL section 4
Potential Risks
Venous Routine risk minimisation measures: Additional
thromboembolic . pharmacovigilance
e SmPC section 4.8 Lo
events (VTEs) activities:
e PL section 4
Study 307.
Abnormal Routine risk minimisation measures: Additional
reghanc harmacovigilance
preg Y e SmPC section 4.6 P o g
outcome, activities:
excretion in breast e PL section 2
. None
milk
Male and female Routine risk minimisation measures: Additional
fertility . pharmacovigilance
e SmPC section 4.6 Lo
activities:
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Table 73: Summary Table of Pharmacovigilance Activities and Risk Minimisation
Activities by Safety Concern

Safety concern Risk minimisation measures Pharmacovigilance
activities
None
Bone and teeth Routine risk minimisation measures: Additional
abnormalities in . pharmacovigilance
o e SmPC section 5.3 —_
the paediatric activities:
opulation
pop Study 207
Impaired wound No risk minimization measures are recommended at | Additional
healing present as there is insufficient clinical evidence to pharmacovigilance
establish this as an identified risk. The need for risk | activities:
minimization measures will be revisited on review of
. Study 307.
pharmacovigilance data.
Prescription only medicine.
Interstitial lung Not applicable Additional
disease (ILD)-like pharmacovigilance
conditions activities:
Study 307.
Overdose Routine risk minimisation measures: Additional
(concomitant . pharmacovigilance
. e SmPC section 4.2 N
everolimus) activities:
e PL section 2
None
Missing information
Use in severe Routine risk minimisation measures: None
hepatic .
. . e SmPC section 4.2
impairment
e PL section 2
Use in severe Routine risk minimisation measures: None
renal impairment
P e SmPC section 4.2
e PL section 2
Long-term use Not applicable Additional
pharmacovigilance
activities:
None

No new additional risk minimisations activities were identified as a result of this extension of indication
in advanced endometrial cancer.
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2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.4, 4.8, 5.1 and 5.2 of the SmPC have
been updated. The Package Leaflet has been updated accordingly.

Changes were also made to the PI to bring it in line with the current Agency/QRD template, SmPC
guideline and other relevant guideline(s), which were reviewed and accepted by the CHMP.

In addition, the list of local representatives in the PL has been revised to amend contact details for the
representative(s) of Bulgaria, Estonia, Croatia, Latvia, Lithuania, Hungary, Malta, Poland, Romania,
Slovenia, United Kingdom (Northern Ireland).

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 applicant and has been found acceptable for the following reasons:
The proposed changes in the context of this extension of indication do not involve a relevant impact on
the PIL.

3. Benefit-Risk Balance

3.1. Therapeutic Context

The MAH applied for an extension of indication for lenvatinib in combination with pembrolizumab in
second line endometrial carcinoma patients:

“"LENVIMA in combination with pembrolizumab is indicated for the treatment of adult patients with
advanced endometrial carcinoma (EC) who have disease progression following prior systemic therapy
in any setting and are not candidates for curative surgery or radiation (see section 5.1)".

During the procedure, the indication was updated as follows:

s LENVIMA, in combination with lenvatinib, is indicated for the treatment of advanced or recurrent
endometrial carcinoma in adults who have disease progression on or following prior treatment
with a platinum-containing systemie therapy in any setting and who are not candidates for

curative surgery or radiation {see-seetien5-1)~

3.1.1. Disease or condition

Endometrial cancer is the sixth most common cancer among women worldwide! and the most common
gynaecological cancer in developed countries, with a median age at diagnosis of 63 years.
Adenocarcinoma of the endometrium is typically divided in type I (70-80%) which include the less
aggressive endometrioid histology, and type II (20-30%) comprising non-endometrioid histologies,
having poorer prognosis?. Microsatellite unstable tumours (MSI-H) is one of the four clinically
significant molecular subtypes of endometrial cancer with different clinical prognoses3.

! Bray F, Ferlay ], Soerjomataram I, Siegel RL, Torre LA, Jemal A. Global cancer statistics 2018: GLOBOCAN estimates of
incidence and mortality worldwide for 36 cancers in 185 countries. CA Cancer ] Clin. 2018;68:394-424.

2 Tran AQ, Gehrig P. Recent advances in endometrial cancer. F1000Res. 2017 Jan 27;6(F1000 Faculty Rev):81.

3 The Cancer Genome Atlas (TCGA) Research Network; Kandoth C, Schultz N, Cherniack AD, et al. Integrated genomic
characterization of endometrial carcinoma. Nature 2013;497:67-73.
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Most of endometrial cancer patients are diagnosed when disease is localized, and the prognosis for EC
is significantly influenced by disease stage. Patients with regional and distant metastatic disease have
5-year survival rates of 69% and 16.8%, respectively*. Approximately 20% of EC cases recur with
poor prognosis®. In general, the median survival of patients with recurrent or advanced disease is 12
months®.

3.1.2. Available therapies and unmet medical need

Currently, the mainstay of treatment of EC is surgery with hysterectomy and bilateral salpingo-
oophorectomy; based on the risk stratification, adjuvant treatment radiotherapy and/or chemotherapy
are used’. Hormonal therapy can be used as systemic treatment for front-line hormone receptor-
positive grade 1 or 2 tumours in the absence of rapidly progressive disease3’. Endometrial cancer is a
relatively chemo-sensitive disease, with anthracyclines, platinum-based drugs and taxanes shown to
be the most active agents. For patients with advanced disease not amenable to radical treatment,
according to ESMO guidelines, the standard of care is carboplatin and paclitaxel as first line
treatment3’. Cytotoxic chemotherapy as second-line treatment after platinum-containing therapy is
supported by limited evidence, especially with treatment-free interval following first-line chemotherapy
<6-12 months, and it is generally associated with low response rates (< 15%), limited PFS (4
months), and toxicity®.

In the EU, the anti-PD1 antibody Jemperli (dostarlimab) has been approved in 2021 for the treatment
of adult patients with mismatch repair deficient (dMMR)/microsatellite instability-high (MSI-H)
recurrent or advanced endometrial cancer (EC) that has progressed on or following prior treatment
with a platinum-containing regimen.

Reported median PFS of <4 months reflects the rapid disease progression of advanced EC, and the
need for therapeutics to control disease soon after treatment initiation. Advanced EC patients often
have substantial morbidity from prior therapy (surgery, radiation, platinum-based chemotherapy) or
their disease, which often includes intraabdominal involvement that can lead to debilitating ascites,
bowel obstruction, fistula, and perforation. Therefore, rapid disease control of advanced EC is essential
to both maintain QoL and prolong survival in these patients.

3.1.3. Main clinical studies

Study-309/KEYNOTE-775 is a multicenter, open-label, randomized 1:1, Phase 3 trial to compare the
efficacy and safety of lenvatinib in combination with pembrolizumab versus treatment of physician’s
choice (paclitaxel or doxorubicin) in participants with advanced endometrial cancer (EC) progressed
after prior platinum-based therapy. The results of the Interim Analysis 1 (i.e. final for PFS, interim for
0OS) with data cut-off date 26 October 2020 have been submitted. The median duration of follow up in
the overall population is 11.4 months (range 0.3, 26.9).

4 National Cancer Institute. Bethesda (MD): National Cancer Institute. 2019. SEER cancer stat facts: uterine cancer.
Available from: https://seer.cancer.gov/statfacts/html/corp.html.

5 Suhaimi SS, Ab Mutalib NS, Jamal R. Understanding molecular landscape of endometrial cancer through next generation
sequencing: what we have learned so far? Front Pharmacol. 2016 Nov 1;7:409.

5Makker V, Green AK, Wenham RM, Mutch D, Davidson B, Miller DS. New therapies for advanced, recurrent, and metastatic
endometrial cancers. Gynecol Oncol Res Pract. 2017 Dec 2;4:19.

7 N. Colombo, C. Creutzberg, F. Amant, T. Bosse, et al. ESMO-ESGO-ESTRO Consensus Conference on Endometrial Cancer.
Ann Oncol 2016; 27: 16-41.

8 McMeekin S, Dizon D, Barter J, Scambia G, Lisyanskaya A, OaKEYNOTEIn A, et al. Phase III randomized trial of second-
line ixabepilone versus paclitaxel or doxorubicin in women with advanced endometrial cancer. Gynecol Oncol. 2015
Jul;138(1):18-23.

Assessment report
EMA/CHMP/618201/2021 Page 148/154



3.2. Favourable effects

e Study-309/KEYNOTE-755 showed a statistically significant and clinically relevant PFS benefit of
lenvatinib+pembrolizumab versus standard chemotherapy in all comers (HR 0.56, 95%CI 0.47,
0.66, p>0.0001 one-sided, median PFS 7.2 vs 3.8 months) and in pMMR primary populations
(HR 0.60, 95%CI 0.50, 0.72, p<0.0001 one-sided, median PFS 6.6 vs 3.8 months) at the final
PFS analysis.

e A statistically significant and clinically relevant benefit of lenvatinib+pembrolizumab versus
chemotherapy was shown in OS in all comers (HR 0.62, 95%CI 0.51, 0.75, p<0.0001 one-
sided, median OS 18.3 versus 11.4 months) and in pMMR (HR 0.68, 95%CI 0.56, 0.84,
p=0.0001 one-sided, median OS from 17.4 versus 12 month) at the interim OS analysis, with
about 50% of patients with a death event. OS curves overlap up to month 3 and remained
consistently separated throughout the duration of the evaluation period. All p-values are one
sided.

¢ ORR improvement was seen for lenvatinib+pembrolizumab versus chemotherapy in all comers
[31.9% (27.4, 36.6), versus 14.7% (11.4, 18.4)] as well as in pMMR population [30.3% (25.5,
35.5) versus 15.1% (11.5, 19.3)]. CR rates were also higher for the combination.

e In the all comers, the median DOR was longer in the experimental arm (14.4 vs 5.7 months),
with higher number of durable responses (71.9% versus 42.6% of responding subjects for 26
months). The same trend was observed in the pMMR subgroup (median DOR 9.2 versus 5.7
months, durable responses lasting =6 months 65.6% versus 42.1%).

¢ Consistent treatment effect across all main subgroups analysed.

e The benefit of the combination is also observed in the smaller dMMR subgroup (not formally
tested), where efficacy of the combination appears higher compared to what observed in the
pMMR population (PFS HR 0.36, OS HR 0.37, ORR 40% versus 12.3%, CR 13.8% versus 3.1%,
median DOR NR versus 4.1 months).

3.3. Uncertainties and limitations about favourable effects

. The population of Study 309/ KEYNOTE-775 possibly reflects a fitter subgroup of subjects with
advanced endometrial carcinoma in terms of ECOG and comorbidities, and it might not be fully
representative of an endometrial cancer population with generally dismal prognosis. The exclusion of
patients with ECOG =2 from clinical studies is mentioned in section 4.4 of the SmPC and also reflected
in the description of Study 309- KEYNOTE-775 study in section 5.1 of the SmPC.

. Lack of direct comparison of the combination with each monotherapy, especially with
pembrolizumab monotherapy relative to the dMMR subgroup. Results by MMR subgroup have been
reflected in section 5.1 of the SmPC. Data on indirect comparison in the dMMR population are reflected
in this assessment report.

o No data on PD-L1 status have been collected in Study 309/KEYNOTE-775 and consequently no
subgroup analyses by PD-L1 expression have been conducted.
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. OS data is not fully mature yet and this limits the efficacy estimation at this moment. The MAH
is recommended to submit the results from the final OS analysis in the overall population and by MMR
biomarker by Q4 2022.

3.4. Unfavourable effects

Compared to standard chemotherapy, lenvatinib+pembrolizumab displayed a worse safety profile, as
shown by higher proportions of subjects with drug-related AEs (97.3% versus 93.8%, respectively),
Grade 3-5 drug-related AEs (77.8% versus 59%), drug-related SAEs (33.3% versus 14.2%), who had
dose interruption of any drug due to an AE (69.2% versus 27.1%) or who discontinued any drug due to
an AE (33% versus 8%). Proportions of fatal events and drug-related fatal events were comparable
across study arms.

When evaluating exposure-adjusted incidence rates per 100 person-months, a partially reversed safety
picture is found: AEs 232 versus 256, drug-related AEs 133 versus 153, Grade 3-5 AEs 31.02 versus
48.78, drug-related Grade 3-5 AEs 18.52 versus 34.5, and fatal events 0.59 versus 1.08. For SAEs
(10.15 and 10.08 per 100 person-months in the combination arm and controls, respectively), drug-
related SAEs (5.15 and 4.08), and deaths due to drug-related AE (0.15 and 0.45) the incidence rate of
events was comparable across study arms. However, the proportion of subjects with dose modification
(37.9 versus 18.6 per 100 person-months), dose interruption (21.18 versus 11.5), dose reduction (15.16
versus 4.76), and discontinuation due to AE (5 versus 2.32), to a drug-related AEs (3.98 versus. 1.76),
to a SAEs (2.42 versus 0.85), or to a drug-related SAEs (1.63 versus 0.45), all remained higher in the
study group of interest.

The most common AEs in the Study 309/KEYNOTE-775 lenvatinib+pembrolizumab group were:
hypertension (64%), hypothyroidism (57.4%), diarrhoea (54.2%), nausea (49.5%), decreased appetite
(44.8%), vomiting (36.7%), weight decreased (34%), fatigue (33%), arthralgia (30.5%).

The well-known safety concerns associated with pembrolizumab (AEOSIs) were reported in 67.2% of
Study 309/KEYNQOTE-775 combination arm participants, and in 25.1% pembrolizumab monotherapy RSD
subjects. Most often reported AEOSIs were hypothyroidism (57.6%), hyperthyroidism (11.6%), and
colitis (4.7%).

The frequency and severity of CSAEs in the Study 309/KEYNOTE-775 lenvatinib+pembrolizumab group
was generally consistent with those found in the non-EC lenvatinib plus pembrolizumab group and the
lenvatinib monotherapy SD, with the exception of the CSAEs of hepatotoxicity (33.7% versus 17.5%
and 19.6%, respectively), hypothyroidism (68.2% versus 19.8% and 43.5%), and renal events (18.2%
versus 10.0% and 18.7%). Most CSAEs resolved, and only few resulted in treatment discontinuation.

3.5. Uncertainties and limitations about unfavourable effects

More participants in the =75 years of age group experienced drug-related SAEs, deaths, and
discontinuation of lenvatinib compared to the other age categories (which was similar to the lenvatinib
plus pembrolizumab non-EC group and lenvatinib monotherapy group). However, conclusions are limited
due to the small humber of participants in the >75 years of age group (i.e. 35 in the lenvatinib plus
pembrolizumab EC group in Study 309/KEYNOTE775). Section 4.8 of the SmPC was updated to reflect
that patients of age =75 years were more likely to experience some adverse reactions. Furthermore,
reduced tolerability of lenvatinib in elderly patients is also mentioned in section 4.4 of the SmPC.
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The use in patients with severe hepatic impairment or with severe renal impairment, and long-term use
safety remain a missing information as listed in the RMP and will continue to be mitigated by routine
pharmacovigilance activities and routine risk minimisations measures.

3.6. Effects Table

Table 74: Effects Table for Lenvima in combination with pembrolizumab in advanced,

recurrrent or metastatic Endometrial cancer adult patients progressed after platinum-based
therapy (Study 309/KEYNOTE-775, data cut-off 26 Oct 2020, IA1)

Effect

Favourable Effects

Short
description

Pembro+le
nva (all
comers
n=411,
pMMR
n=346)

TPC (all
comers
n=416,
pPMMR

n=351)

Uncertainties /
Strength of evidence

PFS Time from All comers PFS results statistically =~ CSR

(by BICR  dateof - 7.2 (5.7, 3.8 (3.6, significant and clinically EgY

per randomizatio (95% CI) 7.6) 4.2) relevant in I'IT and .

RECIST ~ ntodateof 4R 0.56 (0.47, 0.66) p<0.0001* pHMR population + | 755

) dlgscumentatio PIMMR éusll " rZ i:slei(:t;ticz of
n of disease E‘;‘;ﬂ/zhél) g.i)(S.G, B (5, ) theytarget population;
PLogressio’ 1R 0.60 (0.5, 0.72) p<0.0001* 'C?)Cn'i;;r?;gictvith
determined monotherapy; similar
by BICR per activity in combo and
RECIST 1.1, pembrolizumab mono
or death from in dMMR population
any cause based on indirect
(whichever comparison
occurred
first)

(0} Time from All comers OS results statistically CSR
date of months 18.3 (15.2, 11.4 (10.5,  significant and clinically ~ KEY
randomizatio  (95% CI)  20.5) 12.9) relevant in ITT and %?
n to date of pMMR population 75:5
gﬁfltzafl::g" HR 0.62 (0.51, 0.75) p<0.0001*

pPMMR
months 17.4 (14.2, 12 (10.8,
(95% CI) 19.9) 13.3)
HR 0.68 (0.56, 0.84) p=0.0001*
ORR Proportion of  All comers ORR of the combination CSR
articipants not outstanding but KEY
\F/)vho hgve % . 31.9 (27.4,  14.7 (11.4,  doubled compa?red to NO
best overall (95% CI)  36.6) 18.4) chemotherapy ;E:S
Ssponse ot e
PR as % 30.3 (25.5, 15.1 (11.5,
] (95% CI) 35.5) 19.3)
by BICR per
RECIST 1.1

Unfavourable Effects

AE Lenvatinib+ TPC CSR

pembro (n=388) KEY
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Short
description

Uncertainties /
Strength of evidence

summary
Proportion
Drug-related
AEs
Drug-related
Grade 3-5
AEs
Drug-related
SAEs
Fatal AEs
Discontinuati
on of any
drug due to
AE
Exposure-adj.
incidence
Drug-related
AEs

Drug-related
Grade 3-5
AEs
Drug-related
SAEs

Fatal AEs
Discontinuati
on of any
drug due to
AE

ADR
Hypertension
diarrhoea
Hypothyroidis
m

Notes: p-values are one-sided

%

%

%

%
%

X 100 p-m

X 100 p-m

X 100 p-m

X 100 p-m
X 100 p-m

%
%
%

Pembro+le TPC (all
nva (all comers
comers n=416,
n=411, pMMR
pMMR n=351)
n=346)

(n=406)

97.3 93.8
77.8 59.0
33.3 14.2
5.7 4.7
33.0 8.0

133 153
18.52 34.5
5.15 4.08
0.59 1.08
5.0 2.32

Lenvatinib+pembro
(n=406)

All Grades Grade =3
63 37.2
57 8.1
56

3.7. Benefit-risk assessment and discussion

NO
TE-

The safety profile of /e

lenvatinib+pembro
resulted worse
compared to standard
chemotherapy

Exposure-adjusted
incidence rates only
partially revert the
safety findings

3.8. Importance of favourable and unfavourable effects

In Study-309/KEYNOTE-775 a statistically significant and clinically meaningful advantage was shown on
PFS and OS outcomes for the combination pembrolizumab + lenvatinib as compared to standard
chemotherapy (doxorubicin or paclitaxel, TPC) in the setting with dismal prognosis of advanced
endometrial cancer patients progressed to at least one prior platinum-based therapy not amenable for
curative treatment. ORR for the combination was not outstanding but was doubled compared to the
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standard treatment. These results were however obtained in a trial population apparently more fit and
with less comorbidities compared to the target population, restricted to patients with ECOG 0-1. The
benefit of the combination over TPC was shown in the all comers as well as in the pMMR population
(populations for the primary analyses) and was evident also in the dMMR subgroup. However, the design
of the study lacking monotherapy arms hampers the assessment of the contribution of each component
to the combination, which has been supported with indirect comparison with pembrolizumab and
lenvatinib single arm trials. Noting the limitations of cross trial comparison, added to some baseline
differences in populations enrolled in these studies, it can be suggested that both pembrolizumab and
lenvatinib, each having a limited activity in this setting separately, are contributing to the treatment
effect in the combination regimen in pMMR EC population. On the contrary, in the dMMR subgroup the
activity of the pembrolizumab + lenvatinib does not appear significantly different as compared to
pembrolizumab alone, whilst lenvatinib adds toxicity. Overall, the combination appears indeed not
particularly well tolerated, with higher rate of discontinuations due to adverse event compared to the
chemotherapy arm. The safety profile of lenvatinib+pembrolizumab is different compared to
chemotherapy, as expected, and consistent with the known safety profile of both drugs, with no new
safety concern identified. In elderly individuals, for pembrolizumab an increased toxicity for several AE
categories (drug-related grade 3-5 AEs, drug-related SAE, death due to AE, discontinuation due to AE)
is noted when the drug is administered in combination with lenvatinib as compared to pembrolizumab
monotherapy.

3.8.1. Balance of benefits and risks

The combination of lenvatinib plus pembrolizumab represents an effective treatment with a
manageable safety profile and is a valuable treatment option for the population of patients with second
line recurrent or advanced EC as compared to standard chemotherapy. A clinical benefit of lenvatinib in
combination with pembrolizumab was shown over the chemotherapy options for participants with
advanced EC in the overall population. The safety profile of lenvatinib+pembrolizumab combination is
different compared to chemotherapy, as expected, and consistent with the known safety profile of both
drugs, with no new safety concern identified, although the combination overall appears not to be
particularly well tolerated.

3.8.2. Additional considerations on the benefit-risk balance

None.

3.9. Conclusions

The overall B/R of lenvatinib in combination with pembrolizumab after treatment with platinum-based
therapy is positive.

The following measure is considered necessary to address issues to address issues related to efficacy:

Final OS data of 309/KEYNOTE-775 in overall population and by MMR biomarker should be submitted as
a recommendation (expected in 4Q2022).
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4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends, by consensus the variation to the terms of the Marketing Authorisation,
concerning the following change:

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

of a new therapeutic indication or modification of an
approved one

Extension of indication to include lenvatinib in combination with pembrolizumab for the treatment of
adult patients with advanced endometrial carcinoma (EC) who have disease progression following
prior systemic therapy in any setting and are not candidates for curative surgery or radiation; as a
consequence, sections 4.1, 4.2, 4.4, 4.8, 5.1 and 5.2 of the SmPC are updated. The Package Leaflet
is updated in accordance. Version 14.1 of the RMP has also been agreed. In addition, the MAH took
the opportunity to make minor editorial changes to the SmPC, Annex II and to update the list of local
representatives in the Package Leaflet in line with the latest QRD template version 10.2.

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.

Additional market protection

Furthermore, the CHMP reviewed the data submitted by the MAH, taking into account the provisions of
Article 14(11) of Regulation (EC) No 726/2004, and considers that the new therapeutic indication
brings significant clinical benefit in comparison with existing therapies.

5. EPAR changes

The EPAR will be updated following Commission Decision for this variation. In particular the EPAR
module 8 "steps after the authorisation" will be updated as follows:

Scope
Please refer to the Recommendations section above.
Summary

Please refer to Scientific Discussion ‘Lenvima H/C/003727/11/0042'
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