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List of abbreviations

Abbreviation

Definition

ADA Antidrug antibody

AE Adverse event(s)

AEOSI Adverse events of special interest

BICR Blinded Independent Central Review

CHMP Committee for Medical Products for Human Use
CI Confidence interval

CR Complete response

CSAE Clinically Significant Adverse Event(s)

DDI Drug-drug interaction

dMMR Defective mismatch repair

DOR Duration of response

DTC Differentiated thyroid cancer

EC Endometrial carcinoma

EMA CHMP European Medicines Agency: Committee for Medicinal Products for Human Use
ESGO European Society of Gynaecological Oncology
ESP European Society of Pathology

ESTRO European Society for Radiotherapy and Oncology
EU European Union

FDA US Food and Drug Administration

FGFRs Fibroblast growth factor receptors

HCC Hepatocellular carcinoma

HNSCC Head and neck squamous cell carcinoma

IA1 First interim analysis

IFN Interferon

IL-2 Interleukin-2

IND Investigational New Drug

ITT Intent-to-treat population

v Intravenously

KIT Receptor tyrosine kinase type III

LC-MS/MS Liquid chromatography-tandem mass spectrometry/mass spectrometry
mAb Monoclonal antibody

MMR Mismatch repair status

MSI-H Microsatellite instability - high

NMSP No specific molecular profile

NSCLC Non-small cell lung cancer

ORR Objective response rate

(O] Overall survival

PDGFRa Platelet derived growth factor receptor alpha
PD-1 Programmed death 1 receptor

PD-L1 Programmed death, ligand 1
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Abbreviation

Definition

PD-L2 Programmed death, ligand 2

PFS Progression-free survival

PK Pharmacokinetic(s)

pMMR Mismatch repair proficient

POLE DNA polymerase epsilon

PR Partial response

qd Once daily

RCC Renal cell carcinoma

RSD Reference safety data

RTK Receptor tyrosine kinase

sBLA Supplemental biologic license application
sNDA Supplemental new drug application

Study 111/KEYNOTE-146

Eisai study number E7080-A001-111/MSD Study number KEYNOTE-146

Study 309/KEYNOTE-775

Eisai study number E7080-G000-309/MSD Study number KEYNOTE-775

TAM Tumor-associated macrophage

TNFa Tumor necrosis factor-a

TKI Tyrosine kinase inhibitor

TPC Treatment of physician’s choice

us United States

VEGFR Vascular endothelial growth factor receptor
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1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Merck Sharp & Dohme B.V.
submitted to the European Medicines Agency on 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 pembrolizumab in combination with lenvatinib for the treatment of
advanced endometrial carcinoma in adults who have disease progression following prior systemic therapy
in any setting and who 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
33.1 of the RMP has also been submitted.

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

Information on paediatric requirements

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

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

The PDCO issued an opinion on compliance for the PIP P/0043/2018.

Information relating to orphan market exclusivity

Similarity

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

Scientific advice

The MAH did not seek Scientific Advice at the CHMP. CHMP scientific advice was obtained by Eisai Limited
on the study design of the pivotal Study 309/KEYNOTE-775 on 09-NOV-2017.
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1.2. Steps taken for the assessment of the product

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

Rapporteur: Armando Genazzani

Timetable

Actual dates

Submission date

Start of procedure:

CHMP Rapporteur Assessment Report

PRAC Rapporteur Assessment Report

PRAC Outcome

CHMP members comments

Updated CHMP Rapporteur(s) (Joint) Assessment Report
Request for supplementary information (RSI)
CHMP Rapporteur Assessment Report

CHMP members comments

Updated CHMP Rapporteur Assessment Report
RSI

Rapporteur’s preliminary assessment report circulated on:

CHMP members comments

Updated CHMP Rapporteur(s) (Joint) Assessment Report

CHMP opinion:

2. Scientific discussion

2.1. Introduction

10 March 2021
27 March 2021
28 May 2021
31 May 2021
10 June 2021
14 June 2021
17 June 2021
24 June 2021
23 Aug 2021
06 Sept 2021
10 Sept 2021
16 Sept 2021

29 Sept 2021
04 Oct 2021

08 Oct 2021

14 Oct 2021

The MAH is requesting an extension of indication for KEYTRUDA, in combination with lenvatinib, for the
treatment of advanced endometrial carcinoma (EC) in adults following prior systemic therapy based on the
pivotal phase III Study 309/KEYNOTE-775, supported by results of the Phase 1b/2 trial Study
111/KEYNOTE-146, and 3 additional Phase 2/1b trials (Study 204, KEYNOTE-158 and KEYNOTE-028) to
provide context for understanding the contribution of components lenvatinib and pembrolizumab to the

efficacy and safety of the combination.
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2.1.1. Problem statement

Disease or condition

Advanced endometrial carcinoma following progression to platinum-based chemotherapy.

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

“Keytruda in combination with lenvatinib 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 is as follows:

Endometrial carcinoma (EC)

Keytruda, 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 therapy in any setting and who are not candidates for curative surgery or radiation.

Epidemiology and risk factors

Endometrial cancer is the sixth most common cancer among women worldwide! and the most common
gynaecological cancer in developed countries. The estimated number of new cases and deaths from EC in
2018 were 121,600 and 26,000, respectively?. More than 90% of cases of endometrial cancer occur in
women >50 years, with a median age at diagnosis of 63 years.

Biologic features, aetiology and pathogenesis

Adenocarcinoma of the endometrium is the most common histologic type of uterine cancer, historically
classified into two main clinico-pathological and molecular types: type I is more common (70-80%) and
less aggressive composed by endometrioid histology, and type II comprises non-endometrioid subtypes
(serous, clear-cell and undifferentiated carcinomas, carcinosarcoma/malignant-mixed Millerian tumour),
typically with poorer prognosis and not clearly associated with estrogen stimulation3.

Four clinically significant molecular subtypes with differing clinical prognoses have been identified: (i) POLE
(ultra-mutated)tumours, (ii) microsatellite unstable tumours (MSI-H), (iii) copy-number low (iv) copy
number high#.

EC is one of the cancers with a high observed rate of dMMR/MSI-H (average of approximately 34%).
Microsatellite instability is a result of the inability of DNA mismatch repair enzymes to repair random
mutations leading to tumorigenesis. Approximately 15% patients with previously treated EC have tumors
that are MSI-H or dMMR5.

Most patients with endometrial cancer have an identifiable source of excess oestrogen and typically display
a characteristic clinical profile comprising a high body mass index, often with other components of metabolic

! Bray F, Ferlay J, 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 Ferlay J, Colombet M, Soerjomataram I, Dyba T, Randi G, Bettio M, et al. Cancer incidence and mortality patterns in
Europe: estimates for 40 countries and 25 major cancers in 2018. Eur J Cancer. 2018;103:356-87.

3 Tran AQ, Gehrig P. Recent advances in endometrial cancer. F1000Res. 2017 Jan 27;6(F1000 Faculty Rev):81.

4 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.

5 Prendergast EN, Holman LL, Liu AY, Lai TS, Campos MP, Fahey JIN, et al. Comprehensive genomic profiling of recurrent
endometrial cancer: implications for selection of systemic therapy. Gynecol Oncol. 2019;154:461-6.
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syndrome (e.g. hypertension, diabetes), correlating with good prognostic features of endometrial cancer,
including low tumour grade, endometrioid histology and presentation at early stage®. Tumours associated
with mismatch repair abnormalities and Lynch Syndrome appear to be distinct, with worse prognostic
factors and worse clinical outcome?. Other risk factors for endometrial cancer include unopposed oestrogen
therapy, oestrogen-producing tumours and early menarche/late menopause.

Clinical presentation, diagnosis and stage/prognosis

Most of endometrial cancer patients have localized disease (67%), while 21% have regional disease, and
approximately 9% have distant metastases. The prognosis for EC is significantly influenced by disease
stage. 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%, respectively8. Approximately 20%
of EC cases recur with poor prognosis®. The population of patients with recurrent EC is heterogeneous in
terms of histological subtypes and grades, stages at initial diagnosis, prior therapy, duration of recurrence-
free intervals and sites of recurrence (distal or local)!%. In general, the median survival of patients with
recurrent or advanced disease is 12 months?!,

Management

Treatment of EC may vary depending on the grade, histology, stage of the disease, and MSI/MMR status.

Currently, the mainstay of treatment of EC is surgery with hysterectomy and bilateral salpingo-
oophorectomy; based on the risk stratification, adjuvant treatment including brachyterapy, external beam
pelvic RT, and/or chemotherapy are used!2.

Patients with advanced disease (defined as bulky FIGO stage IIIA-IV), or recurrent disease should only be
considered for surgery if it is anticipated that cytoreduction with no macroscopic residual disease can be
achieved. RT can be used as a primary treatment in patients with unresectable disease, or where there are
medical contraindications to surgery!4.

Hormonal therapy is indicated for patients with advanced or recurrent endometrial cancer and endometrioid
histology. Response to hormonal therapy is quite variable, according to e.g. pathological factors, for
example, hormonal therapy is more likely to be effective in grade 1 or 2 endometrioid tumours. Positivity
of ER and/or PgR could be a predictive factor of response to endocrine therapy. Hormone therapy
(progestogens are generally recommended) is the preferred 1L systemic treatment for front-line hormone
receptor-positive grade 1 or 2 tumours in the absence of rapidly progressive disease!®.

Endometrial cancer is a relatively chemo-sensitive disease, with anthracyclines, platinum-based drugs and
taxanes shown to be the most active agents. According to ESMO guidelines, the standard of care is
carboplatin and paclitaxel as first line treatment!*. Per NCCN guidelines, platinum-based chemotherapy is
the standard first-line systemic therapy for patients with metastatic, recurrent, or high-risk disease?3,

6 World Cancer Research Fund/American Institute for Cancer Research. Continuous Update Project Report. Food, Nutrition,
Physical Activity, and the Prevention of Endometrial Cancer. 2013;http://www.dietandcancerreport.org (2 April 2015, date last
accessed).

7 Garg K, Soslow RA. Endometrial carcinoma in women aged 40 years and younger. Arch Pathol Lab Med 2014; 138: 335-342.
8 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.

® 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.

10 Obel JC, Friberg G, Fleming GF. Chemotherapy in endometrial cancer. Clin Adv Hematol Oncol. 2006 Jun;4(6):459-68.
1tMakker 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.

12 N. Colombo, C. Creutzberg, F. Amant, T. Bosse, et al. ESMO-ESGO-ESTRO Consensus Conference on Endometrial Cancer.
Ann Oncol 2016; 27: 16-41.

13 NCCN guidelines, Uterine neoplasm, v 3.2021
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Evidence supporting the use of second-line chemotherapy after platinum-containing therapy in patients
with endometrial cancer is limited, especially when the treatment-free interval following first-line
chemotherapy is <6-12 months, and no specific regimen can be recommended as a 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!4.

Cytotoxic chemotherapy as second-line treatment for advanced EC is associated with low response rates (
< 15%), limited PFS (4 months), and toxicity!4.

Advanced/recurrent disease treatment algorithm

)
| S—

(= =) =

Only if optimal cytoreduction (no residual disease) can be achieved.
Inchedes removal of enlarged lymph nodes, but not systematic peivic and
para-aortic lymphadenectomy

Exentoration considered for Stago WA and central local relapse after RT

RI & ChT

ed front-fine treatment for
-pessitive advanced/recurrent EEC
v rapidly progressive disease” -
determine hormone receplor status should be
performed baforg reatment is initiated

None approved for clinkcal wse; blomarker-driven clinical triaks needed

Hoemone therapy

Tangeted therapy

"Evidenca for 3 benefit i Emited; “other hormonal agents, such as tamaedien, fubvestrant and sromatase inhibitors, can be considened after progesting.

CHT, chemathéragy; EBAT, exarmal beam radictherapy; EEC, endometrioid endometrial cancer, G, grade; MA, megestrol acetate; MPA, medronygrogestirone acitite; RT. radiotherapy, TC, pacitanet/carbopiatin

(Table from eUpdate - Endometrial Cancer Algorithms Published: 8 June 2017. Authors: Colombo N,
Creutzberg C, Querleu D, Barahona M and Sessa C, on behalf of the ESMO Guidelines Committee)

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. In countries other than EU, pembrolizumab as monotherapy is approved for a selected
subset of patients with MSI-H or dMMR solid tumors including those with EC.

14 McMeekin S, Dizon D, Barter ], Scambia G, Lisyanskaya A, Oaknin 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.
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Lenvatinib in combination with pembrolizumab received accelerated, conditional, or provisional approval in
the US, Canada, and Australia for the treatment of patients with advanced EC that is not MSI-H or dMMR
who have disease progression following prior systemic therapy and are not candidates for curative surgery
or radiation, based on the results of the single-arm phase 1b/2 Study 111/KEYNOTE-146. On July 2021,
FDA granted regular approval to pembrolizumab and lenvatinib for the above indication in patients that is
not MSI-H or dMMR who have disease progression following prior systemic therapy in any setting and are
not candidates for curative surgery or radiation, based on Study 309/KEYNOTE-775.

2.1.2. About the product

Pembrolizumab is a humanised monoclonal antibody which binds to the programmed cell death-1 (PD-1)
receptor and blocks its interaction with ligands PD-L1 and PD-L2. The PD-1 receptor is a negative regulator
of T-cell activity that has been shown to be involved in the control of T-cell immune responses. Keytruda
potentiates T-cell responses, including anti-tumour responses, through blockade of PD-1 binding to PD-L1
and PD-L2, which are expressed in antigen presenting cells and may be expressed by tumours or other
cells in the tumour microenvironment. Keytruda is approved in EU as monotherapy in melanoma, NSCLC,
HNSCC, cHL, urothelial carcinoma, and colorectal cancer MSI-H. It is approved in combination with
chemotherapy in NSCLC, HNSCC, oesophageal carcinoma and triple negative breast cancer. It is also
approved in combination with a TKI (axitinib) in RCC.

Lenvatinib is a TKI active against both VEGFR (1,2,3,4) and FGFR (1,2,3,4). It 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 is known as LENVIMA, which is currently authorised as monotherapy for differentiated
(papillary/follicular/Hirthle cell) thyroid carcinoma and for hepatocellular carcinoma, and as KISPLYX,
indicated in combination with everolimus for renal cell carcinoma.

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

The clinical development plan for the combination lenvatinib plus pembrolizumab advanced EC is
summarized in the table below:
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Primary

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

Scientific Advice was given by CHMP to Eisai Limited (MAH of lenvatinib) on the design of the pivotal Study
309/KEYNOTE-775 (EMEA/H/SA/1375/6/2017/11 SA). CHMP generally agreed with the proposed study
design. Main comments were the following:

- 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 Study
309/KEYNOTE-775 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 endpoints.

Within this submission, both PFS and OS reached statistical significance at IA1.

- With regard to contribution of 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.

A presubmission meeting was held with the EMA and EU (Co)Rapporteurs for both lenvatinib and
pembrolizumab on 03-FEB-2021, where results from Study 309/KEYNOTE-775 were presented and
discussed in view of the planned Type II variation applications.
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2.1.4. General comments on compliance with GCP

The MAH claimed that clinical trials were performed in accordance with GCP, and that trials carried out
outside of the European Union meet the ethical requirements of Directive 2001/20/EC. The assessment of
Study 309/KEYNOTE-775 data did not raise concern over GCP compliance leading to request for GCP
inspection.

2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by the
CHMP (please refer to the EPAR for Keytruda procedure number EMA/H/C/003820/11/0104).

2.2.1. Ecotoxicity/environmental risk assessment

According to the Guideline on the Environmental Risk Assessment of Medicinal Products for Human Use
(EMEA/CHMP/SWP/4447/00) proteins are exempted from the submission of ERA studies because they are
unlikely to result in significant risk to the environment. Pembrolizumab is a protein, therefore an ERA has
not been submitted. This is considered acceptable.

2.2.2. Conclusion on the non-clinical aspects

No new clinical data have been submitted in this application, which was considered acceptable by the
CHMP (please refer to the EPAR for Keytruda procedure number EMA/H/C/003820/11/0104).

2.3. Clinical aspects

2.3.1. Introduction

GCP

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

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

. Tabular overview of clinical studies
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Participant
Study ID Phase Country/Region Study Title Study Design Dosing Regimen Study Population Exposure
E7080-G000-309. 3 Argentina, A Multicenter., Open- Multicenter. Pembrolizumab 200 mg Females =18 years Lenvatinib plus
KEYNOTE-775 Australia, label. Randomized, Phase | randomized. open- | Q3W IV plus lenvatinib 20 | participants with pembrolizumab:
[Ref. 53.5.1: Brazil. 3 Trial to Compare the label. active- mg daily oral versus advanced N = 406:
it Canada. Efficacy and Safety of controlled Treatment of Physician’s endometrial i )
P77SVOIMES3475] Colombia, Lenvatinib in choice: carcinoma doxorubicin o1
France. Combination with Doxorubicin 60 mg/m’ pﬂihtaxe]:
Germany. Pembrolizumab Versus Q3W IV or Paclitaxel N=388
Ireland. Treatment of Physician’s 80 mg/m? QW IV, 3 weeks
Israel. Cheoice in Participants on/l week off
Italy. with Advanced .
Japan. Endometrial Cancer Ducation:
P .
Mexico. Pembrolizumab: up to
New Zealand. 35 cyeles
Poland. Doxorubicin:
Republic of Korea. cumulative lifetime dosage
Russian Federation, of 500 me/m? or lower
Spain. consistent with site standard
Taiwan, of care.
Turkey.
United Kingdom Lenvatinib: no maximum
uUs N duration
E7080-A001-111 1b/2 Spain A Multicenter, Open- Multicenter. single- | Lenvatinib 20 mg daily oral | Females =18 years 79 in advanced
KEYNOTE-146 us Label Phase 1b/2 Trial of | arm. open-label plus pembrolizumab 200 participants with endometrial
Lenvatinib (E7080) Plus mg IV Q3W advanced carcinoma
[Ref. 5.3.5.2: Pembrolizumab in endometrial cohort
P146VOIMEK3475] A Pembrolizumab: up to .
Subjects With Selected P carcinoma
Solid Tumeors 33 cyc].es_ .
Lenvatinib: no maximum
duration
E7080-G000-204 2 Europe. Russia. An Open-Label. Single- Multicenter. single- | Lenvatinib 24 mg daily oral | Females >18 years 133
< N Ukraine. US Arm. Multicenter Phase 2 | arm. open-label No maximum duration participants with
[Rif' - "3‘5": Study of E7080 advanced
PE204V01] [Lenvatinib] in Subjects endometrial
with Advanced carcinoma
Endometrial Cancer and
Disease Progression
Following First-Line
Chemotherapy
KEYNOTE-028 1b Canada, A Phase 1b Study of Multicenter, open- Pembrolizamab 10 mg/'kg Males/females: 10 mg'kg Q2W:
R France. Pembrolizumab (MK- label IV every 2 weeks Age >18 years: 24 participants
[Rif' j'i Caim Korea 3475) in Subjects with (Cohort B3)
PO23VOGME3475] Spain Select Advanced Solid Female Participants
United Kingdom. Tumors with endometrial
us carcinoma
(Cohort B3)
KEYNOTE-158-08 2 Australia, A Clinical Trial of Open-label. Pembrolizumab 200 mg IV | Female participants 107 participants
Brazil, Pembrolizumab (MK- multicenter. non- Q3w with endometrial in Cohort D
EiifS.COSMI\ Canada. 3475) Evaluating randomized. carcinoma aged 41 to | endometrial
l S Denmark, Predictive Biomarkers in | multigroup study of 86 were enrolled in carcinoma. and
France. Subjects with Advanced pembrolizumab in Cohort D 38 participants
Israel. Solid Tumors participants with endometrial with MSI-H
Ttaly. (KEYNOTE-158) various types of carcinoma. and MSI- | endometrial
Japan, advanced H endometrial carcinoma in
Norway. (unresectable carcinoma in Cohort K were
Russia, and/or metastatic) Cohort K enrolled and
South Korea. TAre Cancers treated.
Spam.
Taiwan,
USA

2.3.2. Pharmacokinetics

Clinical pharmacology results for the combination therapy of Pembrolizumab together with Lenvatinib,
specific to support approval for second line treatment of EC, are available from the Phase 3 Study
309/KEYNOTE-775.
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The clinical pharmacology package includes 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.

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

The MAH submitted only the lenvatinib method validation as well as the bioanalytical report (MK-3475-
775).

Analytical methods

Lenvatinib (MK-7902) Quantification Method Validation

In phase 3 clinical Study 309/KEYNOTE-775, lenvatinib (MK-7902) concentrations in human sodium
heparinized plasma have been determined by a HPLC-MS/MS method, validated at Syneos Health Clinique,
Québec, Canada.

Reference Standard(s) E7080 (MK-7902), Lot Numbers: 164H0501
and 191H1702
MK-7902-13C6 (Internal Standard), Lot

Number: L-005416795-002H001

Matrix and anti-coagulant

Human plasma and sodium heparin

Sample Aliquot Volume (HPLC-MS/MS)

0.100 mL

Calibration Range

0.25 to 250.00 ng/mL

Quality Control (QC) Concentrations

0.75, 12.50, 125.00 and 187.50 ng/mL

Highest Dilution QC Concentration

In validation: 2500.00 ng/mL

Demonstrated Storage Stability

675 days at -200C

Maximum Sample Storage Duration
From Collection to Analysis

927 days at -20°C

Lenvatinib (MK-7902) Bionanalytical report (MK-3475-775)

Analysis started on 14-Aug-2019 and ended on 26-Nov-2020.

Frozen samples with dry ice still present, were shipped to the bioanalytical laboratory; then, were stored
at approximately -20°C until analyzed. As declared in the BA report, 4423 samples were received and 2452

were analysed.

The same analytical methodology was used across all lenvatinib assay validation and sample analysis, as

shown in the table below.

LC MS MS 4000-01

LC MS MS 4000-13 L.C MS MS 4000-17

Instrument platform AB Sciex API 4000

AB Sciex API4000 AB Sciex API 4000

lonization Source Turbo lonSpray

Turbo lonSpray I'urbo lonSpray

LC System Acquity UPLC

Acquity UPLC Acquity UPLC

Prior to each run, the suitability of the instrument was demonstrated through the injection of a system
suitability test. Furthermore, to verify that the performance of each instrument was comparable during
sample analysis, the QC results from each run were grouped by instrument and examined. Results
confirm that each instrument generated comparable data during the course of study sample analysis.
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Pharmacokinetic in target population

An overview of the lenvatinib clinical pharmacology study for this extension of indication in EC patients is
presented below:

Table 1 - Clinical Pharmacology Studies : Definitive Pharmacokinetics in Patients

Study KN-775/E7080-G000-309

Compare the Efficacy

4-mg and 10-mg oral

Treatment at Data

Study No. Study Design and [Treatments Subjects Results/
(Status) Objective Dose of Lenvatinib, No. of Subjects (MUF) Conclusions
Dosage Form, Route,
Product ID
(Clinical Pharmacology Studies: Clinical Safety and Efficacy Studies

KN775/ A Multicenter. Open Doses: Number of Subjects Population PK

E7080- label, Randomized. Lenvatinib: 20 mg QD, | Treated:794 and PK/safety

GO000-309 | Phase 3 Trial to PO Ongoing (No. on analyses for

lenvatinib are

and Safety of capsules Cutoff): 134 reported in
Lenvatinib in Final PFS analysis: this CPMS-E7080-
Combination with Pembrolizumab: 200 mg. | is IA1 not final analysis | 5)5R-v1.

Pembrolizumab Versus
Treatment of
Physician’s Choice
IA1=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 = year.
Souwrce: CSR for Study KN-775/E7080-G000-3009.

Q4W Days, IV

Blood samples from all participants in the lenvatinib plus pembrolizumab group (Arm A) were collected as
specified in the protocol of Study 309/KEYNOTE-775 at Cycle 1 Dayl, Cycle 1 Day 15 and Cycle 2 Day 1
(see scheme here below).

Table 2 - Schedule of Activities -Treatment Period

Treatment Period
Trial Period Screening® Arm A: 21-Day Cwcles
Arm B: 21-Day or 28-Day Cycles EOT Post Treatment Notes

Treatment Cycle Cyelel Cycle 2 Cwele 3 - last
Cvele Day 1ls |1 |s|15]1]s8]1s Sae | Fuvsis | Sl
Administration of Study Treatment

e . Lenvatinib 20 mg QD plus
Lenvatiub phus x X x pembrolizimab 200 mg QW
P : 21-day cycle.
Doxorubicin X X X 60 mg-"ml Q3W; 21-day eyele.

- - - - - . . - - - 20 mg-"mE QW: 3 weeks on, 1 week
Paclitaxel X X X X X X X X X off of each 28-day cycle.
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Treatment Period
Trial Period Secreening® Arm A: 21-Day Cweles
Arm B: 21-Day or 28-Day Cyeles EOT Post Treatment Notes

Treatment Cycle Cyelel Cyele 2 Cycle 3 - last

Cele Day 108|151 |8 |15]1]|s]1s e | FUvise | Ul
C1D1: 0.5-4 h and 6-10 h postdose.
C1D15: predose and 2-12h
postdose.
C2D1: predose, 0.5-4 h, and 6-10 h

Lenvatinib PK postdose.

blood sample X X | X Note: all predose samples should be

(Arm A only) collected within 30 minutes of
lenvatinib dosing.
Note: postdose samples not needed
if lenvatimb administration is
skipped.

Plasma concentrations of lenvatinib were measured. Lenvatinib was analyzed using a population PK
approach.

Lenvatinib was quantified by use of validated High-Performance Liquid Chromatography tandem mass
spectroscopy method.

Plasma concentrations of Pembrolizumab were not measured within this study.

Results of the PK evaluation for lenvatinib are provided in a standalone report (Population Analysis CPMS-
E7080-015P-v1).

Population PK Analysis

Report CPMS-E7080-015R-v1 describes objectives, methods and results of the population PK analysis of
lenvatinib using data pooled across several studies, including Study KN-775/309. This report also includes
PK/safety analyses (Study KN-775/309/Arm A) in subjects with EC.

The objective of the population pharmacokinetics (PK) analysis of lenvatinib is:

e Compare the PK of lenvatinib in subjects with advanced EC (Study KN-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.

The objective of the PK/safety analysis of combination therapy of lenvatinib and pembrolizumab in subjects
with EC is:

e Explore the relationship of lenvatinib exposure vs the occurrence of TEAEs related/specific to only
lenvatinib in subjects with EC and which were previously specified to include hypertension, proteinuria,
weight decreased, vomiting, and hypothyroidism.

The updated Population PK analysis was performed using data from Study KN775/309 in subjects with EC
pooled with data from Phase 1 studies in healthy volunteers and Phase 1, 2 and/or 3 studies in subjects
with other solid tumors, for a total of 22 studies. Exposure-response analysis for adverse events related to
lenvatinib only was performed using data from Study 309/Arm A in subjects with EC.

To simplify PK model development, and focus on therapeutically relevant exposures, only PK data following
lenvatinib doses of 3.2 mg and above were included in the analysis.

A brief description of the studies included in the popPK analysis is presented below.
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Table 3 - Brief description of Studies with PK sampling included in population PK analyses of

Lenvatinib

Lenvatinib Dose

+ everolimus 5 mg
QD

or lenvatinib 24 mg
QD or everolimus 10
mg QD

Study Number | Range and N Formulation | Subject | Pharmacokinetic sampling
Regimen
CIDI1: 0.5-4 h and 6-10 h post-
K. 3475. Arm A: lenvatinib 20 dose.
IS/ET080-G000- | mE [Ul'ﬂ.]._l‘_.': QD] ]Jl'l'ls 403 CH.]JSUJE EC C1D15: PEE—dCI$E and 2-12h
pembrolizumab 200 post-dose
mg (IV Q3W) C2D1: predose, 0.5-4 h. and 6-
10 h post-dose
Lenvatinib (Arms A and B) and
everolimus (Arm A)
Day 1/Cycle 1: 0.5- 4 and 6- 10
Arm A: lenvatinib 18 h post-dose
mg QD plus Day 15/Cyele 1: pre-dose and 2
everolimms 3 mg QD — 12 h post-dose
Arm B: lenvatinib 20 Day 1/Cycle 2: pre-dose and
mg QD plus 0.5-4 and 6-10 b post-dose
PembEUhZ“DlﬁP (200 Day 1/Cycles 3.4, 5 and 6: pre-
E7020-G000-307 | ™5 {‘J EveLy 2 §97 | Capsule RCC dose
weeks Pembrolizumab and antidrug
Arm C: sumitimib 50 antibodies (ADA)— Arm B:
mg Qp OE“ schedule Day 1 of Cycles 1. 2, 3, 5: pre-
of 4 weeks on dose and during the off-
treatment followed by treatment visit after
i;veeks off (Schedule pembrolizumab discontinuation
2) for subjects
Day 1/Cycles 1 and 2: 30
minutes following the end of the
pembrolizumab infiision
Phase 1b: lenvatimb : ]
Pl Subjects for Sparse FK
12, 18 and 24 mg QD sampling for lenvatinib and
+ everolimus 5 mg everolimus;
D o Day 1/Cycles 1-3: pre-dose and
Phase 2: lenvatinib 18 2-8 h post-dose
[E7T080-G000-205 | mg QD 116 | Capsule RCC

Subjects for Intensive PE
sampling for lenvatinib and
everolimns:

Day 15/Cycle 1: Pre-dose and at
035,1,2,3,4,8 12and 241
post-dose
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titration plus

Arm A: lenvatimb 18
mg without up-

everolimus 3 mg
(both orally, once

Day 1/Cycle 1: 0.54 h and 6-10
h post-dose
Day 15/Cycle 1: pre-dose and

E7080-G000-218 | daily) 337 | Capsule RCC 0.5-4 b and 6-10 h post-dose on
Arm B: lenvatinib 14 CID15, and
mg with up-titration Day 1/Cycle 2: pre-dose and 2-
plus everolimus 3 mg 12 h post-dose
(both orally, once
daily)
lenvatinib 18 mg plus Day 1/Cycle 1: 2-8 h post-dose
v Ly P
everolimus 3 mg e ]
[E7080-M001-221 | (both orally, once 31 | Capsule RCC Day 15/Cycle 1. pre-dose
daily) Day 1/Cycle 2 and 3: pre-dose
and 2-8 h post-dose
lenvatimb 18 mg QD Day 1and 15 of Cycle 1: 1,2, 4,
[E7080-J081-112 | & averolimus 3 mg 7 | Capsule RCC 8, and 24 h post dose/ Cimg
QD Day 15 of Cycle 1
lenvatimb 20 mg QD
= : Day land 15 0of Cycle 1: 1,2, 4,
[E7080-J081-115 | Plus pembrolizumab | | capoyle Sold | g and 24 b post dose/ Comp:
(200 mg IV, every 3 Tumeors Nt £
Day 15 of Cycle 1
weeks) - -
Day 1 of Cycle 1 and 2: Pre-
12 mg (body weight = dose, and post-dose on .54 h
[ET080-G000-304 | 60kg) or 8 mg (body | 468 | Capsule HCC and 6-10 b, Cycle 1 Day 13:
weight = 60 kg) QD Pre-dose and 2-12 b post dose
Corouga: Cyele 3-Cyele 6/Dayl
Days 1 and 15 of Cycle 1 :0.5,
Phase 1: § - 16 mg 20 1,2, 4, 6, 8 and 24 h post dose
QD - Coouga: Days 1, &, 15 and 22 of
[E7080-7081-202 Tablet HCC Cyclel
Coouga’ Days 1. 8, 15 and 22 of
Phase 2: 12mgz QD | 46 Cycle 1
Days 1 of Cycle 2 and 3
Day 1 and 15 of Cycle 1: Pre-
dose, and post-dose on .54 h
TOR0- 2303 | 2 3 . and 6-10 b, Cyele 2 Day 1: Pre-
[E7080-G000-303 | 24 mg QD 260 | Capsule DTC dose and 2,17 h post dose
Couga Cyele 3-Cycle 6/Dayl
Day 1/Cycles 1 and 2: pre-dose,
. 0.5and 2 h post-dose
- 10 mg BID and 24 mg DTC and
[ETOR0-GO00-201 QD = = | 98 Tablet MTC Day 8/Cycle 1: pre-dose
Day 1/Cycle 3: pre-dose and 2h
post-dose
18 and 24 me QD Day 1 and 15 of Cycle 1: Pre-
E7080-G000-211 | - 204 ~*TmE 184 | Capsul DIC dose, and post-dose on 0.5-4 h
contimious apse and 6-10 h, Cycle 2 Day 1: Pre-
dose and 2-12 h post dose
Day 1 of Cycle 1 and Cycle 2:
Solid 025.05,1,15,2,25,3,4,6,
[ET080-E044-101 | 02-32mz QD 66 Tablet Tumeors and 24 h post dose
Coeouga: Days 8, 15 and 22 of
Cycle 1
- . | Schedule1:0.1-32 Solid
[E7080-A001-102 me BID x 7d/14d 62 Tablet Tumsrs
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Day 1 of Cycle 1 and Cyele 2:
0.25,05,1,1.5,2,25,3,4,6,
3-37-12
E:f!bEB%E 331-1 and 24 h post dose
- Melanoma | ¢ . Days 8,15 and 22 of
Cyele 1

1,2,3,5,6,8.12, 24, 48,96,
and 162 h post dose on Dayl1 of

L] 1
[E7080-1081-103 ?Id-"ﬁg mg BID x 18 | Tablet ?r"hd | Cyele 0 and Day 14 of Cyclel/
- VOIS | Ciougs: Days 5, S and 11 of
Cyele 1, Day 2 of Cycle 2
Day 1and 15 of Cycle 1: 1.2, 4,
- - , Solid 8. and 24 h post dose/ Crougn:
[E7020-J021-105 | 20 and 24 mg QD 9 Capsule Tumors Days 8. 15 of Cycle 1, Day 15
of Cycle 2
Pre-doseand 1,2.3, 4 8. 16,
[E7020-A001-001 | 10mg 20 Tablet/ capsule | HV 24 48,72, 96,120, 144 and
168 h post-dose
Pre-doseand 0.5,1, 2,3, 4.5, 6.
[E7020-A001-002 | 32mg 51 Capsule HV 8.12.24 48 72, and 96 h post-
dose
Pre-doseand 1. 2,3, 4. 8, 12,
[E7020-A001-003 | 10 mg 15 Capsule HV 16,24, 48,72, 96, 120, 144, and

168 h post-dose

Pre-doseand 0.5,1.2 3,4, 8,
[E7080-A001-005 | 24 mg 26 Capsule HV/RI 12,16, 24, 48, 72, 96, 120, 144,
and 162 h post-dose

Pre-doseand 0.5, 1,2, 3,4, 8,
12,16, 24, 48,72 96, 120, 144,

[E7080-A001-006 | 5 and 10 mg 26 Capsule HV/HI 168. 240, 288, and 336 b post-
dose
Pre-doseand 1,2, 3, 4, 8,12,
[E7080-A001-008 | 10mg 59 Capsule HV 16,24, 48, 72,96, and 120 b
post-dose

EC: endomeinal cancer, RCC: renal cell carcinoma, HOC: bepatocellular carcinema, DTC: differentiated thyroid cancer, MTC:
medullary tryroid cancer, ATC: anaplastic thyvord cancer, HV: healthy volmteers, BI: renal impamment, HI: hepatic imparment
Subjects who received a starting deose of 3.2 mg and ligher were included m PE dataset

For lenvatinib population PK analysis, data were included if subjects received at least 1 dose of lenvatinib
and had at least one adequately documented and quantifiable plasma concentration.

The final pooled lenvatinib PK dataset included 25738 observations from a total of 3025 subjects. For Study
KN775/309 EC subjects, there were 2178 lenvatinib concentrations available from 403 subjects, with all
403 EC subjects receiving concomitant pembrolizumab.

For PK/safety analyses of AEs, 403 subjects with EC from the lenvatinib + pembrolizumab combination arm
(Arm A) from Study KN775/309 with PK information and who have at least one post-baseline safety
evaluation were included in the analysis.

Pharmacokinetic Model Development

The analysis of lenvatinib total plasma concentration data from Study KN775/309 (Arm A) was pooled with
existing PK dataset consisting of pooled data from several Phase 1 studies in healthy volunteers and Phase
1, 2 and 3 studies in subjects with solid tumors, which was previously described in report CPMS-E7080-
013R). This popPK model included 21 studies: E7080-A001-001 to 008, E7080-E044-101, E7080-A001-
102, E7080- J081-103&105, E7080-]J081-112, E7080-G000-201, E7080-J081-202, E7080-G000-205,
E7080-G000-303, E7080-G000-304, E7080-G000- 211, E7080-M000-221, and E7080-G000-218

Lenvatinib 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 apparent plasma
clearance of drug after oral administration (CL/F), apparent volume of the central compartment (V1/F),
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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).

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, CYP3A4 inhibitors on CL/F, and capsule formulation on relative bioavailability.
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 tumor 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 population PK model was used to derive individual PK parameters and lenvatinib exposure in

subjects from Study KN775/309. These data were then merged with safety dataset for AEs. Lenvatinib AUC
at steady state based on the starting dose was derived as follows:

F1- Starting dose (ng) - 1000

h
AUC (ng.—) = L
! Individual apparent clearance (H)‘

Individual clearance is the model predicted individual apparent clearance and F1 is relative bioavailability
of capsule to tablet formulation

PK Model Acceptability Criteria
The following criteria were considered when assessing the acceptability of a model:
v A “minimization successful” statement by the NONMEM program.
Covariance step terminates without any warning message.
The number of significant digits should be > 3 for all estimated 6 values.
Final estimates of 8 values should not be close to the initial estimate boundaries.
The standard error of 6 estimates should be less than 20% and the standard error of
n estimates should be less than 50% of the estimate itself.
Correlation between parameters less than 0.95.

LN N N NN

In addition, the following goodness-of-fit-plots were used to evaluate the ability of the model
to describe the available data which demonstrate no systematic trends:

v' Population and individual predictions versus observations
v' Conditional weighted residuals (CWRES) versus population predictions (PRED) and versus time

Covariate PK Model Development

In the current PK analysis of lenvatinib, a full covariate model was fitted to the pooled PK dataset which
included known fixed covariate effects (formulation on F1 and of CYP3A inhibitors and healthy subjects on
CL/F), and effects of sex, ALP, albumin, tumor type and co-medication with pembrolizumab (categorical)
on CL/F. No backwards deletion was carried out.

Final PK Model Evaluation
VISUAL PREDICTIVE CHECK: The final PK of lenvatinib model was evaluated using pcVPC constructed using
PSN (Bergstrand, et al, 2011). Using parameters from the final PK model, lenvatinib concentrations were
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simulated over (N = 250) dataset using original dosing history and covariate information. The median and
5th and 95th simulated percentiles (90% prediction interval [PI]) of were calculated and plotted with
observed lenvatinib concentration data.

BOOTSTRAP METHODS: The final PK model for lenvatinib was evaluated using bootstrap re-sampling to
construct nonparametric parameter summaries including confidence intervals (Yafune and Ishiguro, 1999)

PK/Safety Model Development
The relationship of event probabilities corresponding to grades of treatment emergent adverse events
(TEAEs) and lenvatinib exposure were evaluated using a proportional odds model. Lenvatinib exposures
corresponded to lenvatinib and pembrolizumab combination arm (Study KN775/309 Arm A) with starting
dose Auks lenvatinib exposure used for analysis.
For each AE, probabilities of having no AE and a Grade 1, 2 or 3 AE was estimated as a function of lenvatinib
exposure. The following TEAEs were analyzed: hypertension, proteinuria, weight decreased, vomiting and
hypothyroidism
For these TEAEs, lenvatinib AUC (AUCLEN) was tested as drug effect. These exposure effects were modeled
as log-transformed values. The effects of the following covariates were tested in this multivariate TEAE
analysis; age category (=65 years vs < 65 years), ECOG-PS (1 vs 0), and a parameter for Japanese study
participants vs. others (PTSeth). The full (prespecified) model approach was considered for all TEAEs. This
proportional-odds cumulative logit model employed logit-transformation to constrain estimated
probabilities between 0 and 1, using:
el .
Pr}’aszir_ i=1,2 3
I1+e”

where fi represents logit functions of the cumulative probability that CTC grade is =i =1, 2, or 3 and
effects of predictors:

f1 = B1 * f(predictors)
f>=B1+ B>+ f (predictors)

f3 =Bi+ B> + B; + f (predictors)

where Bi representing the baseline probabilities for the different CTC grades (on a logit scale). The function
f (predictors) is function of log-linear lenvatinib exposure and the effect of covariates with the structural
form below:

[ (predictors)=arAUCLen + arPTSeth+ 03 AGE+ a+ECOG

RESULTS

Datasets: 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
KN775/309. All 403 EC subjects received concomitant pembrolizumab. Additional data from another 5
subjects were excluded from the analysis as these data were causing numerical difficulties.

PK/safety dataset for AEs included 403 data records of each adverse event from 403 subjects with EC from
the lenvatinib + pembrolizumab combination arm (Arm A) from Study KN775/309.
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Subject Disposition:

the following two tables present the subject demographic and baseline
characteristics for the pooled lenvatinib PK population (N=3025) and the subject demographic and baseline
characteristics for the pooled lenvatinib PK population for EC subjects in Study KN775/309, respectively.

Table 4 - Summary of demographics and covariates included in the Population PK analysis of
Lenvatinib from all studies (N=3025)

Demographic (unit) Mean (SD) Median Range (Min-Max)
Age (years) 60.2 (12.3) 62.0 18-92
Weight (kg) 76.2 (19.0) 74.0 32.6-190
Albumin (g/L) 40.9 (5.0) 41.0 19 -67

ALP (IU/L) 116.1 (94.3) 87.0 19-1135
ALT (IU/L) 25.1(23.5) 19.0 3 -660

AST (IU/L) 28.7 (29.6) 21.0 4-930
Bilirubin (umbel/L) 11.1(110.9) 7.9 2-6100
Creatinine clearance 88.1(33.8) 83.0 17 -304.5

(mL/min)
Gender

Race

ECOG performance
status
Tumor type

Concomitant
CYP3A4 inducers ¥
Concomitant
CYP3A4 inhibitors ¥
Concomitant
everolimus®
Concomitant
pembrolizumab?
Formulation

Male=1816. Female=1209

White=1943, Black/African American=98. Asian other than Japanese or
Chinese=274, Japanese=349, Chinese=174. American Indian or Alaskan
Native=8, Native Hawaiian or Other Pacific Islander=8, Other or mixed

race=77, Missing/Unknown=94

0=1846. 1=889, 2=24, 3=1, Missing=265

EC=403, HCC=534, Thyroid=542, RCC=1188. Other solid tumor=161,
Healthy subjects=197

Yes=0, No=3016

Yes=50. No=2975

Yes=795. No=2230

Yes=754, No=1271

Capsule=2705, Tablet=320

a)Yes or No was decided based on during study data
EC=endometrial cancer; HCC=hepatic cell carcinoma; RCC=renal cell carcinoma

Assessment report
EMA/617606/2021

Page 23/170



Table 5 - Summary of Demographics and Covariates for EC subjects included in the population
PK Analysis of Lenvatinib from Study KN775/309 (Arm A) (N=403)

Demographic (unit) Mean (SD) Median Range (Min-Max)
Age (years) 63.2(9.1) 64.0 30-82
Weight (kg) 72.0 (19.7) 68.5 354-1653
Albumin (g/L) 30.8 (4.9) 404 20.2-67
ALP (IU/L) 124.5(92.4) 91.0 21-0640
ALT (IU/L) 19.7 (13.4) 16.0 4-103
AST (TU/L) 23.2(12.8) 20.0 6-145
Bilirubin (numol/L) 23.0(303) 7.0 2.1-6100
Creafinine clearance (mL/min)  87.4 (31.0) 81.9 29 -256
Gender Female=403
Race White=254, Black/African American=16. Asian other than Japanese

or Chinese=31, Japanese=52. Chinese=2. American Indian or
Alaskan Native=4, Native Hawaiian or Other Pacific Islander=1.
Other or mixed race=7, Missing=36

ECOG performance status 0=244. 1=159
Concomitant CYP3A4 Yes=1. No=402
inducers®

Concomitant CYP3A4 Yes=4. No=399
inhibitors®

Concomitant pembrolizumab?  Yes=403 No=0

Formulation Capsule=403

a)Yes or No was decided based on during study visit
EC=endometrial cancer

The PK/safety dataset for AEs consisted of 403 female subjects with EC from the lenvatinib +
pembrolizumab combination arm from Study KN775/309. The baseline demographics for this population
are summarized in the table below:

Table 6 - Summary of Demographics and Covariates included in the PK/Safety Analysis Study
KN775/309 (N=403)

Demographic (unit) Number of Subjects
Age < 65 years=202, == 65 years=201
Gender Female=403
ECOG performance status 0=2144, 1=159
Japanese Study Participants Non-Japanese=351. Japanese=52

Lenvatinib Pharmacokinetic Analysis
Linear and semi-log scatter plots of the observed lenvatinib plasma concentrations versus time after dose

(for 30 hours post dose) at steady state following lenvatinib + pembrolizumab combination in EC subjects
from Study KN775/309 are presented in linear and semi-log plots in the figure reported below.
Concentration data are dose-normalized to 20 mg lenvatinib in DTC subjects from Study 303 following
lenvatinib monotherapy, in HCC subjects from Study 304 following lenvatinib monotherapy, and in RCC
subjects from Study 307 following lenvatinib + pembrolizumab combination and following lenvatinib +
everolumus combination.
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Figure 1:
Linear and Semi-Log Plots of Dose-Normalized observed
Lenvatinib Plasma Concentration versus Time after Dose at
Steady State in EC Subjects (Study KN775/309), DTC Subjects
(Study 303), HCC Subjects (Study 304) and RCC Subjects (Study 307)
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Figures above show a major overlap in observed lenvatinib plasma concentrations in EC subjects receiving
concomitant pembrolizumab, in HCC subjects receiving lenvatinib monotherapy and RCC subjects receiving
lenvatinib in combination with either pembrolizumab or everolimus with slightly lower exposure to lenvatinib
in DTC subjects receiving lenvatinib monotherapy. Additionally, the figure shows a major overlap in
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exposure to lenvatinib in RCC subjects following lenvatinib + pembrolizumab combination and following
lenvatinib + everolumus combination.

PK Model results for Lenvatinib

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 Flrel 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. The parameter estimates, precision of the
estimate and 95% confidence intervals for the final lenvatinib PK model are presented in the following
table:

Table 7 — Population pharmacokinetic parameter estimates of Lenvatinib final model

NONMENM Estimates

Parameter Point Estimate % RSE 95% Confidence
Interval

INHIB ALP# AlBs HV# DTC:: HCC:: RCCx# EC
G)ALP OALB E)H\-‘ G)[)TC BHCC ORCC BEC

CL/F [L/h] = 0 *(WGT/74) 7@

:‘::E)Pembml’emh[o:‘::E)SExSEx
Basal CL'F for subjects with other type of solid 6.65 2.06 6.38—-6.92
tumeor in L'h [0,]
Effect of CYP3A4 inhibitors on CL/F [@ ] 0.896 Fixed - -
Effect of ALP (>ULN) on CL/F [G)%LP] 0.939 0.724 0.926-0.952
Effect of ALB (<30 g/L) on CLF [0, ] 0.856 1.92 0.824 — 0.888
Effect of healthy subjects on CL/F [Ogny] 1.19 Fixed - —
Effect of DTC population on CL/F [@pic] 0.970 2.74 0.918-1.02
Effect of HCC population on CLF [0 ] 0.824 271 0.780 — 0.868
Effect of RCC population on CL/F [@, ] 0.802 231 0.766 — 0.838
Effect of EC population on CL/F [0 ] 0.751 3.64 0.697 — 0.805
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NONMEM Estimates
Parameter Point Estimate 2%%RSE 95% Confidence
Interval

Effect on concomitant pembroliznmab on CL/F 1.07 220 1.02-1.12
[©Penina]

Effect on females on CL/F [@gex] 0.886 1.64 0858-00914
VIF[L]= G‘.I*WGT:‘H

Basal VIFinL [@,;] | 451 | 1.49 | 43.8-464
VIF [L]=8,,*WGT/74

Basal V2F inL [@,,] | 217 | 3.76 | 20.1-233
V3/F [L]=8,;*WGT/74

Basal V3/FinL [G'\.'i] | 30.9 Fixed | - | -
QUE [Lih] = O, *(WGT/T4)

Bazal Q1/Fin L/h [901] | 361 | 2.55 | 343-379
Q2/F [L/h] = GQE*GE’GT.-'H-)Q'?S

Basal Q2FinL/h [902] | 0.847 | 273 | 0.802-0.392
Ka[1/h] = Og,

Basal Ka in 1/h [OFa] | 0.803 Fixed | - | -
D1[h]=0m

Bazal D1 inh [@p1] | 1.27 Fixed | - | -
Fl =8m

Eelative bioavailability of capsule vs tablet 0.882 Fixed - -

formulation [@F1]
Inter-individual variability (20 CV)
CLF 335 3.00 -
VLF 43.6 4.64 -
VAF 65.0 081 -
ViF 33.9 8.14 -
Ka 52.0 12.5 -
D1 104 4.36 -
Residual variability
Proportional (%CV) (Clin pharm studies) 16.6 0.960 -
Proportional (%0CV) (Patients studies) 40.2 1.07 -
Proportional (%CV) (TAD =2 h) 485 2.95 -
Additional (ng/mL) (TAD =2 h) 17.5 0915 -

Abbreviations: %F.SE: percent relative standard error of the estimate = SE/parameter estimate * 100;

The %CV for both inter-subject and proportional residual variabilify 15 an approximation taken as the square root of the
vanance * 100; CL/F = apparent clearance. V1/F = apparent volume of central compartment; V2F and V3/F = apparent
volume of peripheral compartment: Q1 = inter-compartment clearance between V1 and V2; Q2 = inter-compartment
clearance between V1 and V3; Ka = absorption rate constant; D1 = duration of zero order absorption; F1 = relative

NONMEM Estimates

Parameter Point Estimate 2% RSE 950949 Confidence
Interval

bicavailability of capsule to tablet formulation; TAD = Time after dose; CI = confidence interval, WGT = weight (kg
INHIB = CYP3A4 inhibitors; ALB =albumin (= ALB 30 g/L) or 1 (= ALB 30 g'L); ALP = Alkaline phosphatase
measurement (TU/L) 0 (ALP = upper limit of normal) or 1 (ALP = upper limit of normal value); HV = 0 {cancer patients)
or 1 (healthy subjects); DTC = 0 (nen-DTC patients) or 1 (DTC patients); RCC =0 (non-RCC patients) or 1 (RCC
patients); HCC = 0 (non-HCC patients) or 1 (HCC patients); EC = 0 (non-EC patients) or 1 (EC patients); Pembro=
pembrolizumab
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All the parameters of the structural model were estimated with a %RSE < 3.76%. Lenvatinib CL/F increased
with increasing body weight (power = 0.75), decreased by 14.4% with albumin levels below 30 g/L and
decreased by 6.1% with ALP above upper limit of normal (ULN).

The EC population was estimated with a 24.9% lower lenvatinib CL/F compared with other solid tumor
types excluding DTC, RCC and HCC. The DTC population was noted to have similar lenvatinib CL/F to that
in patients with other solid tumor types (0.970; 95% CI: 0.918 - 1.02) excluding EC, RCC and HCC. The
RCC population was found to have a 19.8% lower lenvatinib CL/F compared with other solid tumor types
excluding EC, DTC and HCC.

The HCC population was found to have a 17.6% lower lenvatinib CL/F compared with other solid tumor
types excluding EC, DTC and RCC. The effects of DTC, RCC and HCC on CL/F are comparable with those
from a recent PK analyses (CPMS-E7080-013R and CPMSE7080- 012R-LP-v1). Lenvatinib CL/F was found
to be 7% higher with concomitant pembrolizumab and to be 11.4% lower in females compared to males.
The magnitude of each effect is within the inter-subject variability for CL/F (33.5 %) and hence of no clinical
relevance.

Inter-individual variability (IIV) in the model parameters was moderate to high ranging between 33.5% for
CL/F and 104% for D1. IIV was well estimated with good precision for all the parameters (%RSE < 12.5%).
The proportional residual variability in lenvatinib concentrations for TAD < 2 h was moderate (%CV=48.5),
moderate for cancer patient studies (%CV=40.2), and low for Phase 1 studies with full profiles (%CV=16.6).

Summary of Individual Derived Pharmacokinetic Parameters of Lenvatinib in Subjects with EC
Boxplot in the following figure shows the predicted CL/F among the different tumor types.

Figure 2 - Relationship between individual Model-Predicted Lenvatinib CL/F and Tumour type
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DTC=thyroid: EC=endometrial cancer. HCC=hepatic cell carcinoma: RCC=renal cell carcinoma

While the effect of concomitant pembrolizumab on lenvatinib PK was found to be statistically significantly
higher (by 7%), this effect is small and of no clinical relevance, as demonstrated graphically in the figure
reported below. The figure depicts a major overlap in lenvatinib CL/F with and without concomitant
pembrolizumab. The effect of concomitant pembrolizumab depicted below is based on comparisons of data
from EC subjects from Studies KN775/309 and RCC subjects from Study 307/Arm B receiving lenvatinib +
pembrolizumab with data from HCC subjects from Studies 202 and 304 receiving lenvatinib monotherapy
and RCC subjects from Study 307/Arm A receiving lenvatinib + everolimus.
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Figure 3 - Relationship between individual Model-Predicted Lenvatinib CL/F and concomitant
pembrolizumab

16 CL/F vs concomitant pembrolizumab

14

e sos o

12

sa & o

10 —_— —_—

Lenvatinib CL/F (L/h)

Yes No

Concomitant Pembrolizumab

Individual lenvatinib CL/F and AUC for EC subjects receiving lenvatinib 20 mg in combination with
pembrolizumab in Study KN775/309 are summarized in the following table.

Table 8 — Summary of individual mode-predicted lenvatinib pharmacokinetic parameters in EC
subjects from lenvatinib + Pembrolizumab arm in study KN775/309

Starting Dose | Parameter (unit) N Mean SD Median Min Max
20 mg CLF (L'h) 403 4.69 1.39 4.60 1.78 10.15
20 mg AUC (ngsh/mL) 403 4134 1350 3835 1738 9932

The median and range of parameters are comparable with CL/F and AUC dose-normalized to 20 mg in
subjects with RCC and other tumor types received lenvatinib monotherapy or with concomitant everolimus
in the pooled PK dataset (table below), confirming the absence of an effect of pembrolizumab co-
administration on lenvatinib exposure in EC subjects.

Table 9 - Summary of individual mode-predicted lenvatinib CL/F and AUC dose-normalised to
20mg by Tumor type in subjects receiving lenvatinib monotherapy or concomitantly with
pembrolizumab or Everolumus in Pooled PK dataset

Tumor type Parameter (unit) N Mean sD Median Min Max
RCC CL/F (L/h) 1188 5.73 2.02 5.49 1.36 1438
AUC (ng*h/mlL) 1188 3520 1438 3215 1227 13017

Tumeor type Parameter (unit) N Mean sD Median Min Max
Thyroid CL/F (L/h) 542 6.42 2.00 6.22 1.66 15.18
AUC (ng*h/ml) 542 3115 1099 2007 1162 10656

HCC CL/F (L/h) 334 494 1.50 478 1.34 10.22
AUC (ng*h/mlL) 334 4007 1381 3747 1726 11474

Other solid CL/F (L/h) 161 6.45 2.87 5.89 147 193
fummers AUC (ng*h/mlL) 161 3633 1619 3372 1036 13588

RCC: Studies 112, 205, 218, 221 & 307 (Amus A & B); Thyroid: Studies 201, 211 and 303; HCC: Studies 202 and
304; other solid tumors: Studies 101, 102, 103, 105 & 115.
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Study KN775/309 individual lenvatinib CL/F and AUC for Asian (Japanese + Chinese + other Asian), and
Japanese and White/other populations receiving lenvatinib 20 mg in combination with pembrolizumab are
summarized in the following two tables:

Table 10 - Summary of individual model-predicted Lenvatinib pharmacokinetic parameters in
EC subjects of lenvatinib+ pembrolizumab in Study KN775/309 (Asian vs White/Others)

Race Parameter (unit) N Mean SD Median Min Max
White/Others CL/F (L/h) 318 4.86 1.42 4.90 1.78 10.15
White/Others AUC (ng=h/mL) 318 3979 1313 3597 1738 9932

Asian CL/F (L'h) 85 4.02 1.06 4.00 1.84 6.72

Asian AUC (ngsh/mL) 85 4710 1340 4411 2626 9568

Asian = Japanese (N=52) + Chinese (IN=2) + other Asian (N=31)

Table 11 - Summary of individual model-predicted Lenvatinib pharmacokinetic parameters in
EC subjects of lenvatinib+ pembrolizumab in Study KN775/309 (Japanese vs White/Others)

Race Parameter (unit) N Mean SD Median Min Max
White/Others CL/F (L'h) 351 4.79 1.42 4.80 1.78 10.15
White/Others AUC (ng+h/mL) 351 4047 1350 3672 1738 9932

Japanese CL/F (L'h) 52 3.96 0.94 392 1.84 6.42
Japanese AUC (ng=h/mL) 52 4721 1208 4505 2747 9568

The dataset contained 52 Japanese, 2 Chinese and 31 Asians other than Chinese or Japanese. The median
and range of parameter values for these populations are comparable with White/Others receiving lenvatinib
20 mg in combination with pembrolizumab in Study KN775/309. Additionally, the results are depicted as
boxplots in figures below, and demonstrated a major overlap for both CL/F and AUC (20 mg) between Asian
or Japanese subjects and White/Others.

Figure 4 -
Boxplot of CL/F and 20 mg AUC for Asian (Japanese + Chinese +

other Asian) vs White/Other Subjects in EC subjects Treated with
Lenvatinib + Pembrolizumab in Study KN775/309
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Figure 5-
Boxplot of CL/F and 20 mg AUC for Japanese vs White/Other

Subjects in EC subjects Treated with Lenvatinib + Pembrolizumab
in Study KN775/309
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This is also supported by the absence of an apparent relationship between eta (CL/F) and race, as depicted
in the following figure.

Figure 6 -
Plots of Eta(CL/F) vs Covariates for the Final PK Model for Lenvatinib
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Race

0 =White: 1 =Black or African American; 2 = Asian excluding Japanese or Chinese: 3 = Japanese: 4 =
Chinese: 5 = Unknown: 6 = other or mixed race; 7 = American Indian or Alaskan Native: 8 = Native Hawaiian
or other Pacific Islander: 99 = missing.

Goodness of Fit Plots for the Final PK Model for Lenvatinib in the overall population ad EC
patients.

Goodness-of-fit-plots for the final PK model for lenvatinib based on the pooled dataset are presented in the
figure reported below, overall and stratified by tumor type. The scatter plots of population model-predicted
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and individual model-predicted concentrations versus observed concentrations showed even distribution
around the line of unity. The scatter plots of CWRES vs. population predicted concentrations and vs. time

showed the CWRES to be evenly distributed around zero, supporting the current PK model.

Figures 7 -
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Plots of ETA (CL/F) vs covariates (tumor type and concomitant pembrolizumab) are presented in the
following figures, which show that in the presence of established model covariates additional trends do not
persist between CL/F and any of the other covariates, such as concomitant pembrolizumab and tumor type:
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Visual Predictive Check

Final PK model was also evaluated using pcVPC (N=250). Figure 6 below shows lenvatinib PK profile up to
40 h post-doing in EC subjects of lenvatinib + pembrolizumab arm in Study KN775/309 and pcVPC plots
by tumor type, see figure below:
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Figure 11 - Prediction-corrected visual predictive check observed and predicted lenvatinib
concentrations in EC subjects treated with Lenvatinib + Pembrolizumab in Study KN775/309
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The 90% prediction intervals were constructed for the 5th, 50th and 95th percentiles of simulated and
observed data. Plot display a good agreement of simulated and observed data across time, across all
quantiles of data. The final PK model displays good predictive performance for the lenvatinib concentration
time course in EC subjects from Study KN775/309 and other tumor types.

Bootstrap

Bootstrap results (N=250) for the lenvatinib population PK model are presented in Table below. The
bootstrap median estimates and 95% CI include the NONMEM point estimates and standard errors based

on asymptotic standard errors. This demonstrates the lenvatinib population PK model to be well supported
by the observed data.
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Table 12 - Bootstrap results for final pharmacokinetic model for lenvatinib

Parameter _‘-'0_\:1[]-:3‘[ Bootstrap Median
Estimate {(95% CT)
CLF [L/h]=
BCL'(“—'-GT:‘_.":‘]G TS:BE\TEBM-EBtBALDAL:.@ALB-msGH‘.-'H‘:*BDTCDI:'@HJ:CHC:*BM:RCE*@E:EC
+ O e P @ oy SEX
Basal CLFin L/ [@] 6.65 6.63 (6.42 - 6.87)
Effect of inhibitors on CL/F [O,] 0.896 Fixed -
Effect of ALP (=ULN) on CLF [@,;] 0.939 0.942 (0.918 — 0.963)
Effect of ALB (<30 g/L) on CL'F [0, ] 0.856 0.862 (0.804 - 0.906)
Effect of healthy subjects on CL/F [@my] 1.19 Fixed -
Effect of DTC population on CL/F [Oprc] 0.970 0971 (0932 -1.01)
Effect of HCC population on CLF [0, ] 0824 0.824 (0.793 — 0.856)
Effect of RCC population on CL/F [B;..] 0.802 0.803 (0.774 - 0.832)
Effect of EC population on CL/F [@] 0.751 0.746 (0.707 - 0.791)
Effect on concomitant pembroliznmab on 1.07 108 (1.04-1.12)
CL/F [©pentr]
Effect on females on CL/F [©sEx] 0.886 0.886 (0.861 —0.912)
VIF [L]= 8, *WGT/74
Basal VIFinL [@,;] 451 ‘ 452 (44.1-46.3)
VIF [L]=8,,*WGT/74
Basal V2Fin L [©] 21.7 ‘ 21.7(20.1 -23.2)
V3F [L]=8,,*WGT/74
Basal V3/Fin L [0,,] 30.9 Fixed ‘ -
QUE [Lh] = *(WGT/T4)
Basal QIF in L/h [@ )] 3.61 ‘ 3.61(3.33-3.83)
QXF [L/h] = E)C:*(WGT.-'H)NS
Basal QQF in L/ [@,,] 0.847 ‘ 0.846 (0.798 — 0.893)
Ka[1/h] = Oxa
Basal Ka in 1/h [Oxa] 0.803 Fixed | -
D1 [h]=86m
Basal D1 in b [@p] 1.27 Fixed | -
Fl =@g
Eelative bioavailability of capsule vs tablet 0.882 Fixed -
formulation [Gg1]
Inter-individual variability (2 CV)
CL/F 33.5 33.4(324-343)
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Parameter .\'0.\.73.[}:![ Bootstrap Median
Estimate (95% CT)

VI1/F 43.6 433 (401 -46.2)
V2F 63.0 63.6 (39.9-70.5)
V3F 339 335(279-394)
Ka 52.0 53.8 (42.2 - 64.6)
D1 104 103 (99.6 —108)
Residual variability
Proportional (20CV) (Clin pharm studies) 16.6 166 (152-17.8)
Proportional (2eCV) (Patients stdies) 402 403 (395-41.1)
Proportional (2aCV) (TAD =2 h) 485 484 (46.2 -50.4)
Additional (ng/ml) (TAD <2 h) 17.5 17.5(123-21.2)

Abbreviations: %RSE: percent relative standard error of the estimate = SE/parameter estimate * 100:

The %CV for both inter-subject and proportional residual variability is an approximation taken as the
square root of the vanance * 100; CL/F = apparent clearance, V1/F = apparent volume of central
compartment; V2/F and V3/F = apparent volume of peripheral compartment; Q1 = inter-compartment
clearance between V1 and V2; Q2 = inter-compartment clearance between V1 and V3; Ka = absorption
rate constant; D1 = duration of zero order absorption; F1 = relative bioavailability of capsule to tablet
formulation; TAD = Time after dose; CI = confidence interval; WGT = weight (kg); INHIB = CYP3A4
inhibitors; ATB =albumin, 0 (= ATB 30 gL} or 1 (= ALB 30 g/L); ALP = Alkaline phosphatase
measurement (TU/L) 0 (ALP = upper limit of normal) or 1 (ALP = upper limit of normal value); HV =0
(cancer patients) or 1 (healthy subjects); DTC = 0 (non-DTC patients) or 1 (DTC patients); ECC =0
(non-RCC patients) or 1 (RCC patients); HCC = 0 (non-HCC patients) or 1 (HCC patients); EC = 0 (non-
EC patients) or 1 (EC patients); Pembro = pembrolizumab

PK/Safety Analyses

Lenvatinib population PK model was used to derive individual PK parameters and resulting lenvatinib
exposure (AUC) in subjects from Study KN775/309. This lenvatinib exposure measure was based on the
starting treatment dose and individual-level predictions of pharmacokinetic parameters. Exposure data
were merged with the PK/TEAEs analysis dataset. The PK/safety analysis for TEAEs included 403 subjects
with EC from Study KN775/309. The subject quartiles of lenvatinib AUC (Q1 - Q4 group) are presented in
the table below:

Table 13 - Lenvatinib AUC group for PK/safety analysis for TEAEs for Study KN775/309

AUC Q1 AUC Q2 AUC Q3 AUC Q4
group group group group
N 101 101 101 100
AUC range (ng-h/mL) 1740-3140 3160-3840 4870-4280 4870-9930
Median AUC (ng-h/mL) 2860 3470 4280 5770

Q: Quartile

Results from each TEAE analysis: hypertension, proteinuria, weight decrease, vomiting and hypothyroidism
is presented below, from Figure 7 to Figure 11, respectively. Left figure panels display the observed
proportion of TEAE CTC grades across four quartiles of lenvatinib AUC (stacked barplots). Right panels
illustrate the central tendency of the relationship between lenvatinib AUC and the model predicted
probability across each of the 3 grades of common terminology criteria for adverse events.
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Figure 12 - Lenvatinib AUC vs. Proportion of Hypertension CTC grades
[Left] Observed proportion of hypertension CTC grades by quartile of lenvatiib exposure
[Right] Predicted proportion of hypertension CTC grades. solid line
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Figure 13 - Lenvatinib AUC vs. Proportion of Proteinuria CTC grades

[Left] Observed proportion of proteinuria CTC grades by quartile of lenvatinib exposure
[Right] Predicted proportion of proteinuria CTC grades, solid line
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Figure 14 - Lenvatinib AUC vs. Proportion of weight decrease CTC grades

[Left] Observed proportion of weight decreased CTC grades by quartile of lenvatimb exposure
[Right] Predicted proportion of weight decreased CTC grades. solid line
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Figure 15 - Lenvatinib AUC vs. Proportion of vomiting CTC grades

[Left] Observed proportion of vomiting CTC grades by quartile of lenvatinib exposure
[Right] Predicted proportion of vomiting CTC grades, solid line
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Figure 16 - Lenvatinib AUC vs. Proportion of Hypothyroidism CTC grades

[Left] Observed proportion of hypothyroidism CTC grades by quartile of lenvatimib exposure
[Right] Predicted proportion of hypothyroidism CTC grades, solid line
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There was a weak, generally positive relationship of TEAEs and lenvatinib AUC, for all TEAE categories
except for hypothyroidism, where the relationship was essentially flat over the AUC range. The 95% ClIs for
the exposure logit parameter included 0 across all TEAE categories. For hypertension, proteinuria, weight

decreased and vomiting, probability of any AE (GRADE >0 ) increased on average up to 7% across the
range of Q1-Q4 exposures corresponding to 12.5%-87.5% of the distribution, as represented in Table 14.

Table 14 Point Estimate of Probability of Grade 1 to 3 TEAEs at Median
Lenvatinib Concentration Quantiles
AUC I(i?mv'?i?:gi[e dian Hypertension | Proteinuria d:f;:?; d Vomiting | Hypothyroidism
Q1 (2860 ng-h/mL) 0.531 0.155 0.396 0.208 0.680
Q2 (3470 ng'h/mL) 0.548 0.168 0.410 0.223 0.677
Q3 (4280 ng'h/mL) 0.567 0.183 0.426 0.239 0.673
Q4 (5770 ng'h/mL) 0.597 0.207 0.449 0.263 0.668
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2.3.3. Pharmacodynamics

Mechanism of action

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

2.3.4. PK/PD modelling

Data from Arm A of the study were used to explore the relationship between exposure to lenvatinib and
safety events related to lenvatinib (Population Analysis CPMS-E7080-015P-v1), see section above.

No new information regarding PK/PD modelling for pembrolizumab is available within this extension of
indication.

2.3.5. Discussion on clinical pharmacology

Clinical pharmacology results for the combination therapy of Pembrolizumab together with Lenvatinib,
specific to support approval for second line treatment of advanced endometrial carcinoma (EC), are
available from the Phase 3 Study 309/KEYNOTE-775.

Analytical methods

The lenvatinib method validation (Project n. 187184AUWZ) as well as the bioanalytical report (MK-3475-
775) were submitted.

The method for the determination of lenvatinib (MK-7902) was proven to be precise, accurate, sensitive
and selective over the validated range from 0.25 to 250 ng/mL. Dilution integrity has been demonstrated
using QC samples at 2500 ng/mL, diluted 20 folds and showed that it does not affect precision and accuracy.
The method is reliable and reproducible and the analyte and the internal standard are 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.

The long-Term stability validation of lenvatinib in matrix (human sodium heparinized plasma) has been
evaluated and demonstrated for a period up to 675 days at -20°C and -80°C.

Calibration standard and QC acceptance criteria for each analytical run were set according to the EMA
“Guideline on bioanalytical method validation” (EMEA/CHMP/EWP/192217/2009 Rev. 1 Corr. 2**). Intra-
run and between-run precision and accuracy were suitably demonstrated. Linearity of calibration curve was
set applying a weighted (1/x2) linear least-squares regression of the peak area ratios (analyte to internal
standard) of the calibration standards. The selectivity of the assay was confirmed by processing control
(analyte-free) human sodium heparinized plasma samples in each run to demonstrate that no interfering
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compounds elute at the same retention times than that of the analyte and internal standard. Interfering
medications investigated, at therapeutic concentrations, were: acetaminophen, acetylsalicylic acid,
caffeine, cotinine, dimenhydrinate, dextromethorphan, diphenhydramine, ethinyl estradiol, ibuprofen,
levonorgestrel, nicotine, pseudoephedrine, and salicylic acid. The results met the pre-established
acceptance criteria.

The MAH stated that during assay development and validation, multiple LC MS/MS systems (LC MS MS
4000 01, LC MS MS 4000 13 and LC MS MS 4000 17) were used and found to be equivalent. System
performances such as calibration curves, Y intercept and slope were found to be comparable across
systems, therefore no cross or partial validation has been considered necessary across systems.

A total of 461 re-assayed analyses (18.80%) corresponding to 425 re-analyzed study samples were
performed. Main reason for re-analysis (18.07% of the total) was concentrations measured above the upper
limit of quantitation of the calibration curve. A total of 173 study samples were successfully analyzed for
the incurred sample reproducibility analysis fulfilling the acceptance criteria as set by relevant EMA
guideline.

Pharmacokinetic data

The clinical pharmacology package for this Application includes 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.

Plasma concentrations of Pembrolizumab and ADA were not collected in Study 309/KEYNOTE-775.

Pembrolizumab PK and ADA data were not collected in Study 309/KEYNOTE-775, and so no new information
is provided for pembrolizumab in alignment with the agreement reached with the Rapporteurs in 2017.
Although it is understood that the potential of DDI between biologics and small molecules, such as
lenvatinib, is negligible, considering divergent metabolic pathways for both compounds sparse samples
should have been collected for pembrolizumab to check if the observed concentrations in EC patients treated
with pembrolizumab in combination with lenvatinib fall within the range of predicted concentrations (using
the reference model), both after first dose and at steady state.

It was also clarified that PK data of pembrolizumab have been collected in a number of other studies
investigating the same combination therapy (pembrolizumab and lenvatinib) in another indication where
PK results confirmed no impact to the exposures of pembrolizumab and lenvatinib in presence of each other
in the combination setting.

Although this was understood, the dossier of this procedure lacked a clear reference to tables and figures
that demonstrate this consistency in exposures.

An updated lenvatinib population PK analysis was provided that describes objectives, methods and results
of the population PK analysis of lenvatinib using data pooled across several studies, including Study KN-
775/309. This report also includes PK/safety analyses (Study KN-775/309/Arm A) in subjects with EC.
The updated Population PK analysis was performed using data from Study KN775/309 in subjects with EC
pooled with data from Phase 1 studies in healthy volunteers and Phase 1, 2 and/or 3 studies in subjects
with other solid tumors, for a total of 22 studies. Exposure-response analysis for adverse events related to
lenvatinib only was performed using data from Study 309/Arm A in subjects with EC.

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 KN775/309.
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A lot of Lenvatinib Observations were excluded from PK Dataset as “outlier, inconsistent with PK profile”.
In total 79 PK observations of 2408 (3.3% of total) from Study 309/KEYNOTE-775 were excluded from the
PK analyses. Most of the excluded PK observations were inconsistent with the PK profile of lenvatinib with
the majority of those with TAD >60 hours having concentrations close to the limit of quantification of 0.25
ng/mL. These excluded observations were causing numerical difficulties during estimation resulting in
model termination or termination with errors. When these observations were excluded the PK model
terminated successfully.

Regarding excluded BLQ observations from Study 309/KEYNOTE-775, 97 observations (1.4% of total
observations) were associated with TAD <200 hours, and the majority (>79%) of those were TAD <1
hour.

Linear and semi-log plots of dose-normalized lenvatinib plasma concentration versus time after dose at
steady state in EC patients, showed that median lenvatinib plasma concentration-time profiles were
comparable when lenvatinib was administered alone and with pembrolizumab. As already stated no data
are available for pembrolizumab plasma concentration in combination with lenvatinib.

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.

All the parameters of the final model seem to be well estimated with a %RSE < 3.76%.

The EC population was estimated with a 24.9% lower lenvatinib CL/F compared with other solid tumor
types excluding DTC, RCC and HCC. Moreover, Lenvatinib CL/F was found to be 7% higher with concomitant
pembrolizumab. Individual Derived Pharmacokinetic Parameters, CL/F and AUC, for EC subjects receiving
lenvatinib 20 mg in combination with pembrolizumab in Study KN775/309 were compared with CL/F and
AUC dose-normalized to 20 mg in subjects with RCC and other tumor types received lenvatinib monotherapy
or with concomitant everolimus in the pooled PK dataset.

The CL of lenvatinib in EC patients is lower and hence the AUC higher than both the values of lenvatinib in
monotherapy and the values of lenvatinib in combination with everolimus in RCC.

However, the CL of lenvatinib 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. No
hypothesis on the cause of the observed difference in CL in EC patients, with the argument that the
magnitude of this effect in EC patients (24.9%) is within the inter-subject variability for CL (33.5%) and
hence of no apparent clinical relevance.

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 (tumor type and concomitant pembrolizumab) seems to be normally
distributed with a mean of 0.

The Final PK model was also evaluated using pcVPC. The prediction corrected VPCs which includes and
excludes Study 309/KEYNOTE-775 were provioded. Plots indicates good predictive performance of the final
PK model for the lenvatinib concentration time course in the overall population considered in the final model
(popPK analysis of lenvatinib from all studies) both including and excluding Study 309/KEYNOTE-775.
Lenvatinib population PK model was used to derive individual PK parameters and resulting lenvatinib
exposure (AUC) in subjects from Study KN775/309, and exposure data were merged with the PK/TEAEs
analysis dataset.

There was a weak, generally positive relationship of TEAEs and lenvatinib AUC, for all TEAE categories
(hypertension, proteinuria weight decrease and vomiting) except for hypothyroidism, where the relationship
was essentially flat over the AUC range.
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Pembrolizumab Dose: The MAH stated that as the 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 would 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.

2.3.6. Conclusions on clinical pharmacology

The Pharmacokinetics of Pembrolizumab was not evaluated in Study 309/KEYNOTE-775.

2.4. Clinical efficacy

2.4.1. 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. Since then, this
dosage has been implemented across the lenvatinib plus pembrolizumab clinical programme.

KEYNOTE-146: A Multicenter, Open-Label Phase 1b/2 Trial of Lenvatinib (E7080) Plus
Pembrolizumab in Subjects With Selected Solid Tumors

E7080-A001-111/KEYNOTE-146 is an ongoing, multicenter, open-label, Phase 1b/2 study of the
combination of lenvatinib plus pembrolizumab in subjects with 1 of the following confirmed metastatic
tumor types: EC, renal cell carcinoma (RCC), non-small-cell lung cancer (NSCLC), squamous cell carcinoma
of the head and neck (HNSCC), urothelial carcinoma (UC), or melanoma.

The study was conducted in 2 phases, Phase 1b and Phase 2.

- In Phase 1b (dose finding), the primary objective was to determine and confirm the maximum tolerated
dose (MTD) for lenvatinib once daily (QD) in combination with pembrolizumab 200 mg Q3W in subjects
with selected solid tumors.

The MTD was investigated using a dose de-escalation strategy with a 3 + 3 design.

The lenvatinib doses selected were 24, 20, and 14 mg QD all in combination with pembrolizumab 200 mg
Q3W given IV. Lenvatinib 24 mg was selected as the starting dose based on the recommended dose for
lenvatinib monotherapy in locally differentiated thyroid cancer (see Lenvima SmPC). Lenvatinib 20 mg and
14 mg were the first and second doses in lenvatinib’s dose reduction scheme for all tumors (except
hepatocellular carcinoma) for which data were available.

For determination of the MTD, only dose-limiting toxicities (DLTs) during the first 21 days (Cycle 1) of
treatment were assessed. Once the MTD was determined, the recommended Phase 2 dose (RP2D) for
lenvatinib to be used in combination with pembrolizumab was chosen and enrollment in Phase 2 began,
where RP2D was used.

A total of 13 subjects were enrolled in phase 1b. The first 3 subjects, including 2 subjects with RCC and 1
with NSCLC, received lenvatinib at 24 mg QD in combination with pembrolizumab 200 mg Q3W (Dose
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Level 1). Two of the 3 subjects experienced a DLT during the first cycle of treatment (Grade 3 arthralgia
and Grade 3 fatigue, respectively). In both cases, the dose of lenvatinib was reduced and the subjects
continued to receive study treatment. Subsequently, the combination of lenvatinib 20 mg plus
pembrolizumab 200 mg (Dose Level 2) was investigated in 3 subjects, including 2 subjects with EC. No
DLTs were observed and the cohort was expanded to a total of 10 subjects to confirm the MTD. No other
DLTs were observed, and the MTD was determined to be lenvatinib 20 mg plus pembrolizumab 200 mg,
which was the RP2D for the Phase 2 Extension.

- In Phase 2 (extension), subjects were assigned by tumor type to 1 of 6 cohorts (EC, RCC, NSCLC,
HNSCC, UC, or melanoma) and received the RP2D of lenvatinib 20 mg QD orally plus pembrolizumab 200
mg IV Q3W. Primary objective was to evaluate ORR as of Week 24 in each of the cohorts, using immune-
related (ir) RECIST per investigator assessment. A total of 273 subjects were enrolled in Phase 2 and
received the RP2D of the combination.

Figure 17: Study 111/KEYNOTE-146 Phase 2 designh schematic - cohort expansion in selected
tumours

Phase 1b

Determine and confirm MTD and RP2D

Phase 2
lenvatinib 20 mg plus pembrolizumab 200 mg
N=283
|
p b1 W l
Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 Cohort 6
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2.4.2. Main study

Title of Study

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 (E7080-G000-309/KEYNOTE-775)

Figure 18 : Study 309/KEYNOTE-775 study design
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Period: Screening Treatment Post Treatment

Lenvatinib plus
pembrolizumab
(Arm A)

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

ICF survival status, and PFS2
. R
Signed TPC of doxorubicin

or paclitaxel

(Arm B)®
| I I
Day -28 to Tumor assessment
Day -1 Every 8 weeks*®
Cycle 1 End of
Day1l Treatment Visit

Abbreviations: AEs = adverse events; BICR = blinded independent central review; ICF = informed consent form; PD = progressive
disease; PFS2 = progression-free survival on next line of therapy; Q8W = every 8 weeks; Q12W = every 12 weeks; R = randomization;
RECIST 1.1 = Response Evaluation Criteria in Solid Tumors Version 1.1; TPC = Treatment of Physician’s Choice.

a

b

Lenvatinib 20 mg orally once daily plus pembrolizumab 200 mg intravenously every 3 weeks.

Doxorubicin 60 mg/m2 (by intravenous bolus, 1-hour infusion, or per institutional guidelines) every 3 weeks or paclitaxel 80
mg/m?2 (by 1-hour infusion or per institutional guidelines) given weekly, 3 weeks on/1 week off. Maximum doses of study drugs:
doxorubicin (cumulative lifetime dosage of 500 mg/m2 or lower as consistent with site’s standard of care); paclitaxel (per site
standard of care).

Imaging to be performed Q8W from the date of randomization, or sooner if clinically indicated, until BICR-confirmation of disease
progression per RECIST 1.1.

If End of Treatment visit occurs >30 days from last dose of study treatment, a safety follow-up visit is not required.

For participants discontinuing for reasons other than BICR-confirmed PD, starting another anticancer therapy, tumor imaging
should be performed Q8W from the date of randomization, or more frequently if clinically indicated, until BICR-confirmed PD
during Efficacy Follow-up. Following the primary analysis for the study, follow-up visits and tumor assessments should be
performed Q12W or more frequently if required by local standard of care. Serious AEs that occur within 120 days of the end of
treatment or before initiation of a new anticancer treatment should also be followed and recorded.

Methods

Study participants

Key Inclusion Criteria:

Histologically confirmed EC.
¢ 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.

e Provided a fresh or archival tumor sample for determination of MMR status.
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Had at least 1 measurable target lesion according to RECIST 1.1, including a non-nodal target lesion
>1 cm in the longest diameter and LN lesion that measured =1.5 cm in the short axis.

Female participants of at least 18 years of age, if she is not pregnant not breastfeeding and not a
WOCBP or a WOCBP who agrees to follow contraceptive guidelines as per protocol.

Written informed consent.
Had an ECOG Performance Status of 0 or 1.

Adequately controlled blood pressure 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.

Adequate organ function (as defined in the protocol)

Key Exclusion Criteria:

Had carcinosarcoma (malignant mixed Mdllerian tumor), endometrial leiomyosarcoma and endometrial
stromal sarcomas.

Had CNS metastases, unless they have completed local therapy and have discontinued the use of
corticosteroids for this indication for at least 4 weeks before starting treatment in this study.

Had gastrointestinal malabsorption, gastrointestinal anastomosis, or any other condition that might
affect the absorption of lenvatinib.

Had a pre-existing Grade =3 gastrointestinal or non-gastrointestinal fistula.
Radiographic evidence of major blood vessel invasion/infiltration.
Clinically significant hemoptysis or tumor bleeding within 2 weeks prior to the first dose of study drug.

Had significant cardiovascular impairment within 12 months of the first dose of study drug (such as
history of congestive heart failure greater than NYHA Class II, unstable angina, myocardial infarction
or cerebrovascular accident, stroke, or cardiac arrhythmia associated with hemodynamic instability.

Active infection (any infection requiring systemic treatment).
Known positivity for HIV, known active HBV or HCV.

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

Had a diagnosis of immunodeficiency or was 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.

Had an active autoimmune disease (with the exception of psoriasis) that required systemic treatment
in the past 2 years. Replacement therapy is not considered a form of systemic treatment.

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

Prior treatment with any treatment targeting VEGF-directed angiogenesis, any anti-PD-1, anti-PD-L1,
or anti-PD-L2 agent.

Had urine protein 21 g/24 h.

Had prolongation of QTc interval to >480 ms.
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e Had LVEF below the institutional (or local laboratory) normal range as determined by MUGA or ECHO.

Biomarker assessment

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.

PD-L1 status was not evaluated in Study 309/KEYNOTE-775.

POLE mutation was not assessed.

Treatments

Table 15: study interventions

Study -
Treatment Dose Unit Dose Dosage Route of Use Sourcine
) Formulation | Strength(s) | Level(s) Administration B - e
Name
Lenvatinib Capsule 10 mg. 20 mg Orally QD Experimental | Central
4 mg"
Pembrolizumab | Solution for 25 mg/mL 200 mg v Experimental | Central
infusion Q3W
Doxorubicin Solution for Variable 60 mg/m? | IV Comparator Local or
infusion Q3W Central?
Paclitaxel Solution for Variable 80 mg/m® | IV Comparator Local or
infusion QWe Central®
Abbreviations: IV = intravenous; Q3W = every 3 weeks; QD = once daily; QW = every week.
a. 4 mg capsules provided for successive dose reduction of lenvatinib.
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 ofT.
Maximum doses of study drugs: pembrolizumab (35 cycles); doxorubicin (cumulative lifetime dosage of 500 mg/m? or
lower as consistent with site’s standard of care); paclitaxel (per site standard of care); no maximum number of doses
for lenvatinib.

Prior to randomization, investigators selected and recorded the TPC option to be used in the event the
participant was assigned to that arm.

Cross-over was not permitted.

Imaging to be performed Q8W from the date of randomization, or sooner if clinically indicated, until BICR-
confirmation of disease progression per RECIST 1.1.

Objectives and endpoints

PFS and OS were dual primary efficacy endpoints, evaluated in pMMR participants and all-comer
participants.

ORR was key secondary endpoint (i.e. hypothesis tested within the multiplicity testing strategy with alpha
control) evaluated in pMMR participants and all-comer participants.

Table 16 -
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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 (OS).

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.

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

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

Incidence of treatment-emergent adverse
events (TEAEs), serious AEs (SAEs), and
immune-related AEs.
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pembrolizumab versus TPC in pMMR participants
and in all-comer participants.

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.

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 27
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

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
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versus TPC by investigator assessment in pMMR
participants and in all-comer participants.

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,

Molecular (genomic, metabolic, and/or proteomic)
determinants of response or resistance to
treatments, using blood and/or tumor tissue.

safety, pharmacodynamic activity, and/or the
mechanism of action of lenvatinib and
pembrolizumab in pMMR participants and in all-
comer participants.

Sample size

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

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

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

Sample size and power calculations based on pMMR participants: the study had 90% power to detect a
statistically significant difference in OS at one-sided a=0.0245 and as a result, 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 43 months after the first participant is randomized (19 months
enrollment plus 24 months follow-up period), required to detect a statistically significant difference in OS
at 0.0245 level with 90% power, under the following assumptions that: 1) HR 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 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 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 alpha 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 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 enroliment plus 24 months follow-up period), required to detect a statistically
significant difference in OS at 0.02205 level with 93.5% power, under the following assumptions: 1) HR
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)
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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.

Randomisation

Patients were randomized in a 1:1 ratio to the combination of lenvatinib and pembrolizumab or to TPC
(doxorubicin or paclitaxel). Treatment allocation/randomization will occur centrally using an interactive
response technology (IRT) system, based on the following stratification factors:

- MMR status (pMMR or dMMR)
- ECOG performance status (0 or 1)

- geographic region (Region 1: Europe, USA, Canada, Australia, New Zealand, and Israel or Region 2: rest
of the world)

- prior history of pelvic radiation (yes or no).

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

Blinding (masking)

This was an open-label study.

All images obtained were submitted to a blinded independent central review (BICR) to assess objective
response and progression-free survival.

Statistical methods

Populations for efficacy analysis: The Intention-to-Treat (ITT) population served as the population for
the primary efficacy analyses, which included all randomized participants, analyzed in the treatment group
to which they were randomized.

The HRQoL analyses are based on the HRQoL full analysis set (FAS) population, defined as participants who
have received treatment and have at least one HRQoL assessment available.

Statistical methods: Analyses were performed in two subsets of subjects: All-comer participants and
pMMR participants.

For the primary analysis of PFS and OS, the non-parametric Kaplan-Meier method was used to estimate
the PFS curve in each treatment group. The treatment difference in PFS was assessed by the stratified log-
rank test. A stratified Cox proportional hazard model with Efron’s method of tie handling was used to assess
the magnitude of the treatment difference (ie, the HR) between the treatment arms. The stratification
factors used for randomization (MMR status, ECOG, geographic region, and prior history of pelvic radiation)
were applied to both the stratified log-rank test and the stratified Cox model.

For ORR, stratified Miettinen and Nurminen’s method was used for comparison of the ORR between two
treatment groups. The stratification factors used for randomization were applied to the analysis. The point
estimate of ORR and 95% CI using exact binomial method proposed by Clopper and Pearson (1934) were
to be provided.

Censoring rules:
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Table 17: 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 after

<1 missed disease
assessment, and before
new anti-cancer
therapy. if any

Progressed at date of
documented PD or
death

Progressed at date of
documented PD or death

Progressed at date of
documented PD or death

PD or death
documented
immediately after

=2 consecutive missed
disease assessments or
after new anti-cancer
therapy. if any

Censored at last disease
assessment prior fo

the earlier date of

=2 consecutive missed
disease assessment and
new anti-cancer
therapy. if any

Progressed at date of
documented PD or death

Progressed at date of
documented PD or death

No PD and no death;
and new anticancer
treatment is not initiated

Censored at last disease
assessment

Censored at last disease
assessment

Progressed at treatment
discontinuation due to
reasons other than complete
response: otherwise censored
at last disease assessment if
still on study or completed
study treatment.

No PD and no death;
new anticancer
treatment is initiated

Censored at last disease
assessment before new
anticancer treatment

Censored at last disease
assessment

Progressed at date of new
anticancer treatment if new
anti-cancer treatment is
initiated: otherwise
progressed at treatment
discontinuation if treatment
is discontinued 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 Criteria in Solid Tumors.

Table 18: Censoring Rules for DOR

Situation Date of Progression or Censoring Outcome
No progression nor death, no new anti-cancer Last adequate disease assessment Censor
therapy initiated (non-event)
No progression nor death, new anti-cancer Last adequate disease assessment before new anti- Censor
therapy initiated cancer therapy initiated (non-event)
Death or progression immediately after =2 Earlier date of last adequate disease assessment Censor
consecutive missed disease assessments or prior to = 2 missed adequate disease assessments (non-event)
after new anti-cancer therapy. if any and new anti-cancer therapy. if any

Death or progression after < 1 missed disease PD or death End of response
assessments and before new anti-cancer (Event)
therapy. if any

1esporse.

A missed disease assessment includes any assessment that is not obtained or is considered inadequate for evaluation of

Interim analyses: efficacy interim analyses (IA) were conducted by the external DMC. Two OS IA and
one OS final analysis (FA) were planned. The PFS FA was performed at the time of first IA for OS. Since
the timing of the first interim analysis is driven by the required number of OS event, the observed number
of PFS events may be different from the expected counts. The Lan-DeMets spending function with O’Brien-
Fleming boundary were used for alpha allocation among IA and FA for OS.
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Table 19: Summary of Interim and Final Analysis Strategy for the pMMR Participants

Estimated Time
after First

Key Participant
Analyses Endpoints | Timing Randomized Primary Purpose of Analysis
IA1 PFS Both ~368 OS events | ~27 months Final PFS analysis
0s and at least 6 months Interim OS analysis
after last participant
randomized
IA2 0s Both ~-463 OS events | ~35 months Interim OS analysis

and at least 12 months
after last participant
randomized

FA 0s Both ~526 OS events | ~43 months 7 Final OS analysis
and at least 18 months
after last participant
randomized 7
Abbreviations: FA = final analysis; IA1 = interim analysis 1; IA2 = interim analysis 2; OS = overall
survival; PFS = progression-free survival: pMMR = mismatch repair proficient.

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).

Multiplicity: The total family-wise error rate (Type-I error) among the dual-primary PFS and OS and the
secondary ORR endpoints was strongly controlled at one-sided 0.025 level. The multiplicity strategy
followed the graphical approach of Maurer and Bretz.

Figure 19: Multiplicity Graph for Type I Error Control of Study Hypotheses

H1: PFS
pMMR
alpha=0.0005

H4: PFS
All-comer
alpha=0

H2: 0S
pMMR
alpha=0.0245

H5:0S
All-comer
alpha=0

H6:0RR
All-comer
alpha=0
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Table 20: Boundary Properties for Planned Analyses of OS Based on Potential Alpha-Levels to
be Used for Testing in the pMMR Participants

Analysis Value a =0.0245 «=0.025

IAl z 2448 2.440
N: 660 p (1-sided) T 0.0072 0.0073
OS events: 368 (70%%) N

HR at bound ! 0.7747 0.7753
Month- 27

P(Cross) if HR=1 | 0.0072 0.0073

P(Cross) if HR=0.75 ' 0.6234 0.6259
A2 z 2.187 2.178
N: 660 p (1-sided) T 0.0144 0.0147
OS Events: 463 (88%*) 5

HR at bound 0.8160 0.8167
Month: 35

P(Cross) if HR=1 } 0.0165 0.0169

P(Cross) if HR=0.75 ' 0.8260 0.8285
FA z 2.060 2.061
N: 660 p (1-sided) T 0.0193 0.0196
OS Events: 526

HR at bound * 0.8348 08355
Month- 43

P(Cross) if HR=1 | 0.0245 0.0250

P(Cross) if HR=0.75 ' 0.9009 0.9025

Abbreviation: HR = hazard ratio; [A= interim analysis; FA= final analysis

The number of events and timings are estimated.

*  Percentage of total planned events at the interim analysis

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

*  HR at bound 1s the approximate observed HR. required to reach an efficacy bound.
P(Cross) if HR=1 is the probabulity of crossing a bound under the null hypothesis

! P(Cross) if HR=0.75 is the probability of crossing a bound under the altermnative hypothesis.

Table 21: Boundary Properties for Planned Analyses of OS Based on Potential Alpha-Levels to
be Used for Testing in the All-comer Participants at pMMR Participant Analysis Time Points

Analysis Value o =0.02205 o =0.0225
1Al z 2.5000 2.4901
N:-780 P (1-sided) 0.0062 0.0064
OS events: 433 (70%%)
HR at bound * 0.7862 0.7870
Month: 27
P(Cross) if HR=1 ? 0.0062 0.0064
P(Cross) if HR=0.75' 0.6890 0.6927
IA2 Zz 22318 22222
N:780 p (1-sided) T 00128 0.0131
OS Events: 544 (88%%) "
HR at bound * 038257 0.8263
Month: 35
P(Cross) if HR=1 ¢ 0.0147 0.0150
P(Cross) if HR=075 ! 08750 08769
FA Z 2.1109 2.1030
N:-780 P (1-sided) 0.0174 0.0177
OS Events: 618
HR at bound * 0.8437 0.8443
Month: 43
P(Cross) if HR=1 ¢ 0.0221 0.0225
P(Cross) if HR=0.75 ' 0.9354 0.9365
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(l-sided) is the nomunal a for group sequential testing
HR at bound is the approximate observed HR required to reach an efficacy bound.
I P(Cross) if HR=1 1s the probability of crossing a bound under the null hypothesis.
' P(Cross) 1f HR=0.75 1s the probability of crossing a bound under the alternative hypothesis.
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Results

Figure 20 - Participant flow

Participant Flow Diagram (KEYNOTE-775) Participant Flow Diagram (KEYNOTE-775)
in All-comer Participants in pMMR Participants
Nonrandomized participants: n=351 Randomly allocated:
Stratification Cap Met: n=7 =827
Not meeting inclusion/exclusion criteria:
n=344 i
Reasons:
Assessed for ehigibility: | | Inadequate organ function: n=64 Randomly allocated with
n=1178 ECOG was not qualified: n= 49 a tumor status of pMMR:
l Lack of measurable target lesion per n=697
RECIST 1.1: n=40
Randomly allocated: History or current condition may
n=827 confound the results: n=32
Failed to provide written informed
consent: n=30
=12
Other reason: n7129 Lenvatinib + pembrolizumab: n=346 (ITT) TPC: n=351 (ITT)
\‘ Treated: n=342 (APaT) Treated: n= 325 (APaT)
Lenvatinib + pembrolizumab: n=411 (ITT) TPC: n=416 (ITT) l l
Treated: n=406 (APaT) Treated: n= 388 (APaT) Continuing study treatment: Continuing study treatment:
l l =95 (27.8%) n=9 (2.8%)
Continuing study treatment: ‘ ‘ Continuing study treatment: l l
= % = 0,
o) £ 105%) Completed study treatment: Completed study treatment:
l l =0 (0%) n=78 (24%)
Completed study treatment: Completed study treatment: l l
=0 (0%) 1=03 (24%)
l l Discontinued study treatment: Discontinued study treatment:
i 2 _na
Discontinued study treatment: Discontinued study treatment: n_lhﬁ.( 3 2'2). . =23 (.73'2%3) .
i - i Reasons for discontinuation Reasons for discontinuation
=282 (69.5) =285 (73.5%) 7 g 25 o , ; ST
Reasons for discontinuation Reasons for discontinuation Ad_" :usc EVend : =56 (16.4%) Ad.‘.eISC event 3 =29 (§9 0)
Nl et 1=73 (18.0%) N ihias Socat 1=33 (8.5%) Clinical progression n=13 (3.8%) Clinical progression n=19 (5.8%)
Clinical progression n=15 (3.7%) Clinical progression n=24 (6.2%) Complete Response n=2 (0.6%) Complete Response =3 (0.9%)
Complete Response n=2 (0.5%) Complete Response n=3 (0.8%) Non-compliance with study drug n=0 (0%) Non-compliance with study drug n=1 (0.3%)
Non-compliance with study drug  n=0 (0%) Non-compliance with study drug n=1 (0.3%) Non-study anti-cancer therapy n=0 (0%) Non-study anti-cancer therapy  n=2 (0.6%)
Non-study anti-cancer therapy ~ n=0 (0%) Non-study anti-cancer therapy  n=2 (0.5%) Physician decision n=3 (0.9%) Physician decision n=17 (5.2%)
Physician decision n=4 (1.0%) Physician decision n=20 (5.2%) Progressive disease =156 (45.6%) Progressive disease n=144 (44.3%)
Progressive disease n=170 (41.9%) Progressive disease n=173 (44.6%) Withdrawal by subject =17 (5.0%) Withdrawal by subject n=23 (7.1%)
Withdrawal by subject n=18 (4.4%) Withdrawal by subject n=29 (7.5%)

Abbreviations: APaT=All patient as treated; ITT=intent 1o treat.
Abbreviations: APaT=all participants as treated; [TT=intent to treat; ECOG= Eastern Cooperative Oncology Group; Source:[ Table 10-2] [Table 10-4]
RECIST=Response Evaluation Criteria in Solid Tumor.

Disposition of Participants
in pMMR Participants

Disposition of Partici
in All-comer Parti

(ITT Population) (ITT Population)
Lenvatinib + IPC Total Lenvatinib + rec Total
Pembrolizumab Pembrolizumab
n %) n (%) n %) n %) n Yo} n Ya)

Participants in population 411 416 827 Participants in population 346 351 697

Status for Trial Status for Trial

Discontinued 191 (46.5) 204 455 (55.0) Discontinued 168 (48.0) 219 (62.4) (55.5)
Death 184 (44.8) 236 420 (50.8) Death 161 (46.5) 196 (35.8) E (51.2)
Lost To Follow-Up ] (0.0) 2 (0.2) Lost To Follow-Up 0 (0.0) 2 (0.6) 2 (03)
Withdrawal By Subject 7 (1.7} 26 (4.0) Withdrawal By Subject 7 (2.0) 21 (6.0) 28 (4.0)

Participants Ongoing 220 (53.5) 152 372 (45.0) Participants Ongoing 178 (51.4) 132 (37.6) 310 (44.5)

Status for Study medication in Trial Status for Study medication in Trial

Started 406 388 794 Started 342

Completed ] (0.0) 93 93 (1L.7) Completed 0 (0.0}

Discontinued 282 (69.5) 285 567 (71.4) Discontinued 247 (72.2)

Adverse Event 73 (18.0) 33 106 (13.4) Adverse Event 56 (16.4)
Clinical Progression 15 (3.7) 24 39 (4.9) Clinical Progression 13 (3.8)
Complete Response 2 (0.5) 3 5 (0.6) Complete Response 2 (0.6)
Non-Compliance With Study Drug 0 (0.0} 1 1 (0.1) Non-Compliance With Study Drug 0 (0.0}
Non-Study Anti-Cancer Therapy 0 (0.0} 2 2 (0.3) Non-Study Anti-Cancer Therapy 0 (0.0)
Physician Decision 4 (1.0y 20 24 (3.0) Physician Decision 3 (0.9)
Progressive Discase 170 (41.9) 173 343 (43.2) Progressive Disease 156 (45.0)
Withdrawal By Subject 18 (4.4) 29 47 (5.9) Withdrawal By Subject 17 (5.0)

Participants Ong 124 (30.5) 10 134 (16.9) Participants Ongoing 95 27.8) 9 (2.8) 104 (15.6)

If the overall count of participants is calculated and displayed within a section in the first row, then it is used as the If the overall count of participants is calculated and displayed within a section in the first row, then it is used as the
denominator for the percentage calculation. Otherwise, participants in population is used as the denominator for the denominator for the percentage calculation. Otherwise, participants in population is used as the denominator for the
percentage calculation. percentage calculation.

Completed study medication: For Lenvatinib + Pembrolizumab, completed 35 infusions of pembrolizumab. For TPC Completed study medication: For Lenvatinib + Pembrolizumab, completed 35 infusions of pembrolizumab. For TPC
of doxorubicin, received a lifetime maximum cumulative dose of doxorubicin or for TPC of paclitaxel, a maximum of doxorubicin, received a lifetime maximum cumulative dose of doxorubicin or for TPC of paclitaxel, a maximum
tolerable dose was reached per investigator. tolerable dose was reached per investigator.

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

Database Cutoff Date: 260CT2020 Database Cutoff Date: 260CT2020
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Recruitment

Participants were enrolled from 11-JUN-2018 to 03-FEB-2020 across 167 global sites in 21 countries
worldwide.

Conduct of the study

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 reported
for 51 participants in this study, 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 (deviations that may compromise critical data analyses pertaining to
primary efficacy and/or safety endpoints or the participant’s safety) (2.4%), 11 vs 9 subjects in the
combination vs control arm, respectively.

Table 22: Summary of Important Protocol Deviations Considered to be Clinically Important
(ITT Population)

Lenvatinib + Pembrolizumab TPC Total
n (%) n %) n (a)
Participants in population 411 416 827
with one or more important protocol deviations 27 (6.6) 24 (5.8 51 (6.2)
with no important protocel deviations 384 (95.4) 352 (54.2) 76 (93.8)
Discontinuation Criteria E .2) 3 (0.7 5 (L.0)y
Participant developed study intervention discontinuztion criteria, but was 4 (10 3 {07y 7 (0.8)
not discontinued from study mtervention.
Participant developed trial specific disconfinuation erteria but was not 1 0.2) a 0.0y 1 0.1}
discontmued from the trial.
Inclusion’ Exclusion Criteria 1 (0.2) ] {0.0) 1 1)
Participants prior therapy for endometrial cancer mmst inchude at least 1 1 0.2 ] 0.0y 1 (0.1
prior platimum based systenuc therapy.
Prohibited Medications 1] (0.0) 1 0.2y 1 (0.1)
Concwrent anticancer therapies such as chemotherapy, targeted therapies 0 (111)] 1 {0.2) 1 0.1y
{e.z.tyrosine kinase minbitors), hommonal therapy directed at EC,
radiotherapy (with the exception of palliatrve radiotherapy as specified m
Section 6.5.1), anhiumor interventions (surgzical resection, surgical
debulking of tumor, ete}, Ive vacomes (aithin 30 days) or conewrent
investigational therapies, winle on treatment or before smdy entry during
sereening unless allowed per protocel.
Safety Reporting 15 (3.6) 17 .1y 32 (3.9)
Participant had a reportable Safety Event andor follow up Safety Event 15 (3.6) 17 4.1y 32 (3.5
information that was ot reported per the timelines cutlmed m the
protocol.
Study Intervention 7 .7 ] (L) 12 (L5)
Participant was admmistered improperly stored study infervention that was & )] 3 (0.7 9 (L1
deemed imzcceptable for use.
Study Intervention T 1.7 5 1.2) 12 (1.5)
Participant was dispensed study mtervention ofher than what was assigned 1 0 2 0.5 3 0.4
in the allocation schedule, 1e. meomrect medication or potential cross-
treatment.
Every participant is counted a smgle tme for each applicable row and cohmmn
TPC = Treatment Physician s Chotce of doxorubicm or packtacel.
Diatabase Cutoff Diate: 260CT2020

Source: [PT75VOLME3473: adam-ad=]] [PT75V0IME3475: sdtm-dv; suppdv]

Protocol amendment

Two general protocol amendment and 5 country-specific protocol amendment were issued (see table
below):
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Table 23: Protocol amendments of study 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-Oct-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.

Baseline data

Table 24: Participant Characteristics in All-comer Participants (ITT Population)

Lenvatinib + TPC Total
Pembrolizuma
h
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
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Range 30082 | 351086 | 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)
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)
>=175 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)
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
pPMMR 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 0to21 0to 26 0to 26
Histology of Initial Diagnosis
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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) 7 (1.7) 13 (1.6)
FIGO Stage at Initial Diagnosis
I 10 2.4) 11 (2.6) 21 2.5)
IA 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)
I 5 (1.2) 8 (1.9) 13 (1.6)
1A 28 (6.8) 33 (7.9) 61 (7.4)
I11B 11 2.7 11 (2.6) 22 2.7
mic 30 (7.3) 24 (5.8) 54 (6.5)
IIC1 17 4.1) 25 (6.0) 42 5.1
I1C2 27 (6.6) 27 (6.5) 54 (6.5)
v 27 (6.6) 26 (6.3) 53 (6.4)
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)
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4 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.

€ Lesion location as determined by investigator review.
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Table 25: Prior Therapies for Endometrial Cancer (ITT Population)

Lenvatinib TPC Total
+ Pembro
n (%) n (%) n (%)
Participants in population 411 416 827
Prior Lines of Systemic Therapy
1 297  (72.3) 277 (66.6) 574  (69.4)
2 103 (25.1) 126 (30.3) 229  (27.7)
>=3 11 (2.7 13 (3.1 24 (2.9
|_Prior Lines of Platinum Based Theranv
0 1 (0.2) 0 (0.0) 1 0.1)
1 326 (79.3) 315 (75.7) 641 (717.5)
2 83 (20.2) 101 (24.3) 184 (22.2)
>=3 1 (0.2) 0 (0.0) 1 0.1
Neo-adjuvant/Adjuvant
Yes 224 (54.5) 251 (60.3) 475 (57.4)
No 187  (45.5) 165 (39.7) 352 (42.6)
Primary Therapy
Yes 74 (18.0) 48 (11.5) 122 (14.8)
No 337 (82.0) 368 (88.5) 705 (85.2)
Progressive Disease/Relapse
Yes 197  (47.9) 214 (51.4) 411  (49.7)
No 214 (52.1) 202 (48.6) 416  (50.3)
Palliative Hormonal Therapy
Yes 36 (8.8) 44 (10.6) 80 9.7)
No 375 (91.2) 372 (89.4) 747  (90.3)
Prior Systemic Therapies Received by Setting 2
Neo-adjuvant/adjuvant only 144  (35.0) 159 (38.2) 303  (36.6)
Primary therapy 69 (16.8) 43 (10.3) 112 (13.5)
Progressive disease/relapse only 114 (27.7) 117 (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 0to 74 0to 100 0to 100
Historv of Prior Hysterectomy
Yes 296  (72.0) 329 (79.1) 625 (75.6)
No 115  (28.0) 87 (20.9) 202 (24.4)
History of Prior External Beam Radiotherapy
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Yes 189 (46.0) 199 (47.8) 388 (46.9)
No 222 (54.0) 217 (52.2) 439  (53.1)
History of Prior Brachytherapy
Yes 103 (25.1) 122 (29.3) 225  (27.2)
No 308 (74.9) 294 (70.7) 602 (72.8)
a 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]

Table 26: Adminstration of Pembrolizumab, Doxorubicin and Paclitaxel in All-comer participants

(APaT population)

Lenvatinib + Pembrolizumab TPC
Pembrolizumab Doxorubicin Paclitaxel

Participants in population 406 289 Y
Number of Cycles Received

N 406 289 00

Mean (SD) 12.1(8.7) 48(23) 6.7(4.3)

Median 10.0 5.0 6.0

Range 1to 35 1to 10 1to27

Database Cutoff Date: 260CT2020

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

o rmOSCTTAAA AT 4SS A a4 _a_______1

Of 99 participants treated with paclitaxel in the all-comer population, 81 (81.8%) received paclitaxel before
study with 53 (53.5%) receiving paclitaxel in the neoadjuvant/adjuvant setting.

Table 27: 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 35t0 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 84 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)
>=175 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 (39.9)
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 0to 26 0to 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)
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Differentiation
High Grade Endometrioid Carcinoma 73 (21.1) 77 (21.9) 150 (21.5)
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)
IB 40 (11.6) 51 (14.5) 91 (13.1)
II 30 8.7 22 6.3) 52 (7.5)
I 5 (1.4) 6 (1.7) 11 (1.6)
A 23 (6.6) 29 (8.3) 52 (7.5)
I11B 11 3.2) 8 2.3) 19 2.7
IIcC 22 (6.4) 20 5.7 42 (6.0)
IIC1 14 4.0) 20 5.7 34 4.9
I1c2 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 (59.95) 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.
€ Lesion location as determined by investigator review.
DCO: 260CT2020 Source: [P775V01MK3475: adam-adsl]
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Table 28 : Prior Therapies for Endometrial Cancer in pMMR Participants (ITT Population)

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

Participants in population 346 351 697
Prior Lines of Systemic Therapy

1 244 (70.5) 226 (64.4) 470 67.4)

2 92 (26.6) 114 (32.5) 206 (29.6)

>=3 10 2.9) 11 3.1 21 (3.0)
Prior Lines of Platinum Based Therapy

0 1 0.3) 0 (0.0) 1 0.1)

1 269 (77.7) 257 (73.2) 526 (75.5)

2 75 (21.7) 94 (26.8) 169 (24.2)

>=3 1 0.3) 0 (0.0) 1 0.1)
Neo-adjuvant/Adjuvant

Yes 197 (56.9) 219 (62.4) 416 (59.7)

No 149 (43.1) 132 (37.6) 281 (40.3)
Primary Therapy

Yes 60 (17.3) 40 114 100 (14.3)

No 286 (82.7) 311 (88.6) 597 (85.7)
Progressive Disease/Relapse

Yes 165 47.7) 183 (52.1) 348 (49.9)

No 181 (52.3) 168 47.9) 349 (50.1)
Palliative Hormonal Therapy

Yes 30 8.7) 35 (10.0) 65 9.3)

No 316 91.3) 316 (90.0) 632 (90.7)
Prior Systemic Therapies Received by Setting #

Neo-adjuvant/adjuvant only 125 (36.1) 133 (37.9) 258 (37.0)

Primary therapy 55 (15.9) 35 (10.0) 90 (12.9)

Progressive disease/relapse only 90 (26.0) 92 (26.2) 182 (26.1)

Treatment in both neo-adjuvant/adjuvant 71 (20.5) 86 (24.5) 157 (22.5)

and PD/relapse setting

Not Applicable 5 (1.4) 5 (1.4) 10 (1.4)
Interval from End of Most Recent Therapy to First Dose (mos)

Participants with data 342 325 667

Mean 7.8 8.6 8.2

SD 9.2 11.9 10.6

Median 4.8 5.5 5.1

Range 0to 74 0to 100 0to 100
History of Prior Hysterectomy

Yes 252 (72.8) 279 (79.5) 531 (76.2)

No 94 (27.2) 72 (20.5) 166 (23.8)
History of Prior External Beam Radiotherapy

Yes 155 (44.8) 159 (45.3) 314 45.1)

No 191 (55.2) 192 54.7) 383 (54.9)
History of Prior Brachytherapy

Yes 88 (25.4) 97 (27.6) 185 (26.5)

No 258 (74.6) 254 (72.4) 512 (73.5)
2 Does not include the therapeutic setting of palliative hormonal therapy.
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TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Table 29: Study Population Lenvatinib + Pembrolizumab, Doxorubicin, and Paclitaxel in pMMR

Participants
Lenvatinib + | Doxorubicin Paclitaxel Total
Pembrolizumab
Number of Participants Randomized (ITT) 346 254 97 697
Number of Participants Received Treatment (Actual Treatment) (APaT) ? 342 239 86 667
Number of Participants Randomized and Did not Receive Treatment 4 16 10 30

2 Includes one participant in the Doxorubicin column for whom the investigator site selected paclitaxel prior to randomization, but was actually
treated with doxorubicin.

Database Cutoff Date: 260CT2020

Medical History and Concurrent Ilinesses: In all-comer participants, the 2 treatment groups were generally
comparable for medical history conditions and concurrent illnesses. More than 50% of participants reported
prior medical history of gastrointestinal disorders or vascular disorders. Approximately 13% of participants
had hypothyroidism in each group. About 10% had hepatobiliary disorders including 4.0% with cholelithiasis
(similar incidence in both groups) and 4.3% with hepatic steatosis (6.7% in the lenvatinib plus
pembrolizumab group and 1.8% in the TPC group). About 50% of participants had metabolism and nutrition
disorders including diabetes mellitus (9.3%), type 2 diabetes mellitus (9.1%), hypercholesterolemia
(10.1%) and obesity (5.5%). More than half of the patients had vascular disorders including 44.7% with
hypertension in both arms.

Numbers analysed

A total of 827 patients were included in the ITT population (411 in the pembrolizumab + lenvatinib arm vs
416 in the chemotherapy arm). Of those, 697 (84.3%) were pMMR (346 in the pembrolizumab + lenvatinib
arm vs 351 in the chemotherapy arm).

Table 30 : Study population in All-comer participants

Lenvatinib + IPC lotal
Pembrolizumab
Number of Participants Screened 1178
Number of Participants Randomized (1T71) 1 Hb 827
Number of Participants Received Treatment {Actual Treatment) (APal) 16 EhH 794
Number of Participants Randomized and Did not Receive Treatment 5 28
I'PC = Treatment Physician’s Choice ol doxorubicin or paclitaxel.
Database Cutofl Date: 260C12020
Table 31 : Study population in pMMR participants
Lenvatinib + I'Pc l'otal
Pembrolizumab
Number of Participants Randomized (1171) 346 351 697
Number of Participants Received Treatment (Actual Treatment) (APaTl) 342 325 667
Number of Participants Randomized and Did not Receive Treatment 1 26 30
I'PC = Treatment Physician’s Choice ol doxorubicin or paclitaxel.
Database Cutofl’ Date: 260C 12020
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Outcomes and estimation

Results of IA1 analysis were provided (i.e. final for PFS, interim for OS). As of the data cut-off date of 26-
OCT-2020 for IA1, the median duration of follow up in the overall population (all comers and pMMR
populations) was 11.4 months (range 0.3, 26.9).

Table 32 : Efficacy Summary at IA1 (primary analysis populations all comers and pMMR; dMMR
population is not included in the multiplicity strategy)

pMMR Endometrial Carcinoma

All-Comer Participants

dMMR endometrial carcinoma

Lenvatinib + TPC Lenvatinib + TPC Lenvatinib + TPC
Pembrolizumab | (Chemotherapy) | Pembrolizumab | (Chemotherapy) | Pembrolizumab | (Chemotherapy)
Endpoint (N=346) (N=351) (N=411) (N=416) (N=635) (N=635)
PFS (BICR
Assessment per
RECIST 1.1)
Nb of events (%) 247 (71.4) 238 (67.8) 281 (68.4) 286 (68.8) 34 (52.3) 48 (73.8)
Median PFS?, 6.6 (5.6,7.4) 3.8(3.6,5.0) 7.2 (5.7,7.6) 3.8(3.6,4.2) 10.7 (5.6, NR) 3.7(3.1,4.4)
months (95% CI)
0.60 (0.50, 0.72), <0.0001 0.56 (0.47, 0.66), <0.0001 0.36 (0.23, 0.57)
HR (95% CI)®p-
value®
LON)
Nb of events (%) 165 (47.7) 203 (57.8) 188 (45.7) 245 (58.9) 23 (35.4) 42 (64.6)
Median OS?, 17.4 (14.2,19.9) | 12.0(10.8, 13.3) | 18.3(15.2,20.5) | 11.4(10.5,12.9) | NR (NR, NR) 8.6 (5.5, 12.9)
months (95% CI)
0.68 (0.56, 0.84), 0.0001 0.62 (0.51, 0.75), <0.0001 0.37(0.22, 0.62)
HR (95% CI)®p-
value®

ORR % (95% CI)

(BICR

Assessment per
RECIST 1.1)

30.3 (25.5, 35.5)

15.1(11.5,19.3)

31.9 (27.4, 36.6)

14.7 (11.4, 18.4)

40 (28.0, 52.9)

12.3 (5.5, 22.8)

CR, n (%) 18 (5.2) 9(2.6) 27 (6.6) 11 (2.6) 9(13.8) 2(3.1)
(95% CI) (3.1, 8.1) (1.2,4.8) (4.4,9.4) (1.3,4.7)
ORR Difference

% (95% CI)4, p-
value®

15.2 (9.1, 21.4), <0.0001

17.2 (11.5, 22.9), <0.0001

27.7(12.9, 41.7)

Median Duration | N=105 N=53 N=131 N=61 N=26 N=8
of Response 9.2 5.7 14.4 5.7 NR (2.1+ - 4.1 (1.9+ -
months (range) (1.6+-23.74) (0.0+ - 24.2+) (1.6+-23.74) (0.0+-24.2+) 20.4+) 15.6+)

Abbreviations: BICR: blinded independent central review; CI = confidence interval; CR = complete response;
dMMR = mismatch repair deficient; ORR = objective response rate; OS = overall survival; PFS = progression-
free survival; pMMR = mismatch repair proficient; TPC = treatment of physician’s choice.

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, MMR status (all-comer only) and prior history

of pelvic radiation.

c:  One-sided p-value based on log-rank test stratified by ECOG performance status, MMR status (all-comer

only), geographic region, and prior history of pelvic radiation.

d:  Based on Miettinen & Nurminen method stratified by ECOG performance status, geographic region,
MMR status (all-comer only), and prior history of pelvic radiation.

e:

: One-sided p-value for testing. HO: difference in % = 0 versus H1: difference in % > 0.
Data cutoff: 26-OCT-2020
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Primary Endpoints

¢ Progression-Free Survival

At the IA1 (corresponding to final analysis for PFS), the combination of lenvatinib plus pembrolizumab was
statistical significantly superior to TPC with respect to PFS in both pMMR participants and all-comer
participants.

All comers

Table 33- Analysis of progression free survival on BICR assessment per RECIST 1.1 (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 411 281 (68.4) 3178.9 3.8 7.2 (5.7.7.6) 53.5(48.4,58.3)
TPC 416 286 (68.8) 1726.5 16.6 3.8 (3.6,4.2) 34.3(29.2.39.4)
Pairwise Comparisons Hazard Ratio® (95% CI) p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.56 (0.47, 0.66) =0.0001*¢

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

P Based on Cox regression model with Efron’s method of tie handling with treaiment 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 CutofT Date: 260CT2020

Table 34 - Summary of event and censoring description for progression free survival based on
BICR assessment per RECIST 1.1 (Primary censoring rule) in all-comer participants (ITT
population)

Lenvatinib + Pembrolizumab TPC
(N=411) (N=416)
Number of Events (%) 281 (68.4) 286 (68.8)
Death 40(9.7) 39 (9.4)
Documented Progression 241 (58.6) 247 (59.4)
Number of Censored (%) 130 (31.6) 130 (31.3)
New Anti-Cancer Therapy 24 (5.8) 77 (18.5)
No Pd/Death As Of The Data Cutoff Date 101 (24.6) 35(8.4)
No Adequate Post-Baseline Disease Assessment 5(1.2) 18 (4.3)
Kaplan-Meier Estimates (months)®
Median (95% cr 7.2(5.7.7.6) 3.8(3.6.42)
[Q1.0Q3] [3.7.18.2] [1.9.7.4]
a 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
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Table 35 - Summary of progression free survival rate over time based on BICR assessment per
RECIST 1.1 (Primary censoring rule) in all-comer participants (ITT population)

Lenvatinib + Pembrolizumab Ipc
(N=411) (N=416)
Yo (95% C1p? Yo (95% CIp
Summary of Progression-Free Survival rate at time point
6 months 535 (48.4, 583) 34.3(29.2,39.4)
12 months 312264, 36.0) 13.2(9.3, 17.8)
18 months 250204, 29.9) T.0 (4.1, 12.0)
24 months 209 (16.0, 26.2) 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

Figure 21 -
Kaplan-Meier Estimates of Progression-Free Survival
Based on BICR Assessment per RECIST 1.1 (Primary Censoring Rule)
in All-comer Participants
(ITT Population)
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411 316 202 144 86 56 43 17 6 0

TPC = Treatment Physician's Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020
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PMMR participants

Table 36- Analysis of progression free survival on BICR assessment per RECIST 1.1 (Primary
censoring rule) in pMMR 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 346 2470(71.4) 2538.0 9.7 6.6(5.6.7.4) 52.1 (46.5.57.3)
TPC 351 238(067.8) 1458.8 16.3 38 (3.6.50) 36.2 (30.5.41.9)
Pairwise Comparisons Hazard Ratio® (95% CD)” p-Value
Lenvaiinib + Pembrolizumab vs. TPC 0.60{0.50,0.72) <0.0001¢

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

P 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.

© 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 IMMR 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 37 - Summary of event and censoring description for progression free survival based on
BICR assessment per RECIST 1.1 (Primary censoring rule) in pMMR participants (ITT population)

Lenvatinib + Pembrolizumab TPC
(N=346) (N=351)
Number of Events (%) 247 (71.4) 238 (67.8)
Death 3292 26 (7.4)
Documented Progression 215 (62.1) 212 (60.4)
Number of Censored (%) 99 (28.6) 113 (32.2)
New Anti-Cancer Therapy 20(5.8) 70 (19.9)
No Pd/Death As Of The Data Cutoff Date 74 (21.4) 28 (8.0)
No Adequate Post-Baseline Disease Assessment 5(1.4) 15 (4.3)
Kaplan-Meier Estimates (months)®
Median (95% CT 6.6 (5.6.7.4) 3.8(3.6.5.0)
[QL. Q3] [3.7.12.9] [1.9.7.5]
a 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
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Table 38 — Summary of progression free survival rate over time based on BICR assessment per
RECIST 1.1 (Primary censoring rule) in pMMR participants (ITT population)

Lenvatinib + Pembrolizumab Ipc
(N=346) (N=351)
Y (95% Clp Ya (95% ClpP
Summary of Progression-Free Survival rate at time point
6 months 52.1(46.5, 57.3) 30.2 (30.5.41.9)
12 months 276(22.5,3128) 13.1 (8.9, 18.3)
18 months 211163, 26.3) 6.6 (3.0,12.1)
24 months 16.8 (11.8, 22.4) 3.3(05,11.4)
* 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: 260012020

Figure 22-

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

e Overall Survival
At IA1, KEYNOTE-775 met the success criteria for the hypothesis of OS in pMMR and all-comer participants.

All comers
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Table 39 - Analysis of overall survival in all-comer participants (ITT population)

Event Rate Median OS * OS5 Rate at
Number of Person- 100 Person- (months) 12 months in % *
Treatment N Events (%) month (95% CI) (95% C1)
Lenvatinib + Pembrolizumab 411 188 (45.7) 50092 18.3 (15.2, 20.5)
peC 416 245(58.9) 4122.6 11.4(10.5,12.9)
Pairwise Comparisons Hazard Ratio® (95% C1)P p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.62(0.51,0.75) =0.0001¢

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

® Based on Cox reg
geographic region, and prior history of pelvic radiation.

¢ One-sided p-value based on log-rank test stratified by MMR s

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

Database Cutoff Date: 260CT2020

sion model with Efron’s method of tie handling with treatment as a covariate stratified by MMR status, ECOG performance status,

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

Table 40 — Summary of overall survival rate over time in all-comer participants (ITT population)

Lenvatinib + Pembrolizumab e
(N=411) (N=416)
Yo (95% CIp Yo (95% Clp
Summary of Overall Survival rate at time point
6 months 824 (784, 858) 754 (709,79.3)
12 months 62.5(57.5.67.1) 47.9(42.7.53.0)
1% months 50.9(45.2, 56.3) 2R.0(23.2.34.3)
24 months 42.0(35.1, 48.8) 21.4 (14.2,29.6)
* From product-limit (Kaplan-Meier) method for censored data.
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020
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Figure 23 -

Kaplan-Meier Estimates of Overall Survival
in All-comer Participants
(I'TT Population)
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TPC = Treatment Physician s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

PMMR participants

Table 41 - Analysis of overall survival in pMMR participants (ITT population)

Event Rate

Median OS #

OS5 Rate at

Number of Person- 100 Person- (months) 12 months in % ®

Treatment N Events (%) month months (95% C1) (95% CI)
Lenvatinib + Pembrolizumab 346 165 (47.7) 4128.6 4.0 17.4(14.2, 19.9) 01.6(56.1, 60.6)
e 351 203 (57.8) 3564.8 57 12.0 (10.8, 13.3) 49.5(43.8, 55.0)

Pairwise Comparisons

Hazard Ratio® (95% C1)°

p-Value

Lenvatinib + Pembrolizumab vs. TPC

(0L6% (0.56, 0.84)

0.0001¢

and prior history of pelvic radiation.

Database Cutoff Date: 260CT2020

* 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 ECOG performance status, geographic region,

¢ 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 AMMR 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.
['PC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
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Table 42 - Summary of overall survival rate over time in pMMR participants (ITT population)

Lenvatinib + Pembrolizumab Ipc
(N=346) (N=351)
Y (95% CIP Y (93% C1p
Summary of Overall Survival rate at time point
6 months 229 (78.5, 86.5) 77.9(73
12 months 61.6(560.1, 66.0) 49.5 (43
18 months 482 (41.9,543) 29.2(23

24 months 37.2(29.5,45.0) 2150139, 30

# From product-limit (Kaplan-Meier) method for censored data.
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Figure 24 -

Kaplan-Meier Estimates of Overall Survival
in pMMR Participants
(I'TT Population)
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TPC = Treatment Physician's Choice of doxorubicin or paclitaxel,
Database Cutoff Date; 260CT2020

Secondary Endpoints
¢ ORR
All comers

Table 43 -Analysis of confirmed objective response based on BICR assessment per RECIST 1.1
in all-comer participants (ITT population)
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Difference in % vs. TPC
[Treatment N Number of Response Rate (%) (95% CI) Estimate (95% CI)* p-\'uluch
Responses
Lenvatinib + Pembrolizumab 411 131 31.9(27.4.36.6) 17.2(11.5,22.9) <0.0001
TPC 116 61 14.7(11.4,18.4)
* Based on Miettinen & Nurminen method stratified by MMR Status, ECOG performance status, geographic region, and prior history of pelvic radiation
" One-sided p-value for testing. HO: difference in % = 0 versus H1: difference in % > 0.

BICR = Blinded Independent Central Review
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel
Database cutoff date: 260CT2020

Table 44 -Summary of best overall response based on BICR assessment per RECIST 1.1 in all-
comer participants (ITT population)

Response Evaluation Lenvatinib + Pembrolizumab TPC

N Yo 95% CI* N % 95% CI*
Participants in population 411 416
Complete Response (CR) 27 0.6 (4.4,9.4) 11 2.6 (1.3,4.7)
Partial Response (PR) 104 253 (21.2,29.8) 50 12.0 (9.1, 15.5)
Objective Response (CR+PR) 131 31.9 (27.4, 36.6) 61 14.7 (114, 18.4)
Stable Disease (SD) 193 17.0 | (42.0,51.9) 167 10.1 (35.4,45.0)
Disease Control [CR+PR+(SD =7 Weeks)] 296 72.0 | (67.4,76.3) 194 46.6 (41.8, 51.6)
Clinical Benefit [CR+PR+(SD > 23 Weeks)] 201 48.9 | (44.0,53.9) 99 238 (19.8, 28.2)
Progressive Disease (PD) 61 14.8 | (11.5,18.7) 123 296 | (25.2,342)
Not Evaluable (NE) 5 1.2 (0.4,2.8) 8 1.9 (0.8, 3.8)
No Assessment (NA) 21 5.1 (3.2,7.7) 57 13.7 (10,5, 17.4)

“Based on binomial exact confidence interval method.

NE: Post-baseline assessment(s) available. but not evaluable.

No Assessment: No post-baseline assessment available for response evaluation.
For best overall response of CR and PR, only confirmed responses are included.
BICR = Blinded independent central review.

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel

Database Cutoff Date: 260CT2020

Figure 25 - Waterfall Plot of best percentage change from baseline for target lesions based on
BICR assessment per RECIST 1.1 in all-comer participants with measurable disease (lenvatinib
+ Pembrolizumab arm)

20 20% Tumor Growth

% Change from Baseline
o
1

30% Tumor Reduction

-80 -

-100 |

Participants

Database cutoff date: 260CT2020

PMMR participants
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Table 45 -Analysis of confirmed objective response based on BICR assessment per RECIST 1.1
in pMMR participants (ITT population)

Difference in % vs. TPC
I'reatment N Number of Response Rate (%) (95% C1) Estmate (95% CI)* p-Value®
Responses

Lenvatib + Pembrolizumab 346 105 303 (255,355) 15.2(9.1,21.4) =0.0001

1rC 351 53 151 (115, 193)

* Based on Miettinen & Numinen method stratified by ECOG performance status, g
 One-sided p-value for testing. HO: difTer

sgraphic region, and prior history of pelvie radiation
ce in % = 0 versus H1: difference in % = 0.

Analysis includes one participant who was stratified with a AMMR status, but actually had a pMMR status; stratification factors for this participant are derived from actual ECOG
performance status, raphic region, and prior history of pelvic radiation

BICR = Blinded Independent Central Review.

I'PC = Treatment Physician s Chotee of doxorubicm or paclitaxel.

Database cutofl date: 260CT2020

Table 46 -Summary of best overall response based on BICR assessment per RECIST 1.1 in pMMR
participants (ITT population)

Response Evaluation Lenvatimb + Pembrolizumab 1PC

N %o 95% C1* N Yo 95% CI1*
Participants in population 36 351
Complete Response (CR) 18 5.2 (3.1.8.1) 9 26 (1.2, 4.8)
Partial Response (PR) 87 25.1 14 12.5 (9.3, 16.5)
Objective Response (CR+PR) 105 303 53 15.1 (11.5,19.3)
Stable Disease (SD) 168 8.6 (432, 54.00 139 30.6 (34.4.44.9)
Disease Control [CR+PRHS5D = 7 Weeks)| 248 TLT (66.6, 76.4) 163 46.4 (41.1, 51.8)
Clinical Benefit [CR+PR+(SD =23 Weeks)| 165 47.1 (42.3,53.1) 85 24.2 (19.8, 29.0)
Progressive Disease (PD) 54 15.6 (119, 199) 108 30.8 (26,0, 35.9)
Not Evaluable (NE) 2 (.6 (0.1, 2.1) 7 20 (0.8, 4.1)
No Assessment (NA) 17 1.9 (2.9,7.8) 14 12.5 (9.3, 16.5)
*Based on binomial exact conlidence interval method.
NE: Post-baseline assessment(s) available, but not evaluable.
No Assessment: No post-baseline assessment available for response evaluation
For best overall response of CR and PR, only confirmed responses are included.
BICR = Blinded independent central review.
I'PC = Treatment Physician’s Choice of doxorubicin or paclitaxel
Database CutofT Date: 260012020

Figure 26 — Waterfall Plot of best percentage change from baseline for target lesions based on
BICR assessment per RECIST 1.1 in pMMR participants with measurable disease (lenvatinib +
Pembrolizumab arm)
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Waterfall Plot of Best Percentage Change From Baseline for Target Lesions Based on BICR
Assessment per RECIST 1.1 in pMMR Participants with Measurable Disease
(Lenvatinib + Pembrolizumab Arm)
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o Quality of life (EORTC QLQ-30)

Health-related Quality of Life (HRQoL) was assessed for both pMMR and all-comers population using the
PRO instruments EORTC QLQ-C30, EORTC QLQ-EN24, and EuroQoL EQ-5D-5L.

Baseline GHS/QoL scores were similar between the lenvatinib plus pembrolizumab group and TPC group.
The GHS/QoL scores decreased similarly in both treatment groups.

Table 47 - Analysis of change from baseline in EORTC QLQ-C30 global health status to week (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 65.74 (21.87) 310 60.56(21.35) 386 -5.97(-8.36, -3.58)
rc 351 65.69 (22.71) 227 62.70(21.08) 363 -6.98 (-9.63, -4.33)
Pairwise Comparison Difference in LS Means® p-Value®
(95% CI)
Lenvatinib + Pembrolizumab vs. TPC 1.01 (-2.28,4.31) 0.3460

* Based on a cLDA model with the PRO scores as the response variable with covariates for treatment by study visit interaction, stratification factors MMR status, ECOG
performance status, geographic region. and prior history of pelvic radiation.

For baseline and Week 12. N is the number 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 Cutoft Date: 260CT2020
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Empirical Mean Change from Baseline and 95% CI for the EORTC QLQ-C30 Global Health
Status/QoL Over Time
by Treatment Group
(All-comer Full Analysis Set)
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Figure 27 =~ Datbase Cutoff Date: 260CT2020

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)
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Baseline PRO scores were generally similar between lenvatinib plus pembrolizumab group and TPC group
as measured by EORTC QLQ-30 physical functioning score, EORTC QLQ-EN24 urological symptoms score,

and EQ-5D-5L VAS score.

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, while EORTC QLQ-EN24 urological symptoms scores were maintained over

time in both groups.
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Exploratory Endpoints

e Duration of Response and Time to Response

All comers

Table 48 — Summary of time to response and duration of response based on BICR assessment
per RECIST 1.1 in participants with confirmed response in all comer-participants (ITT

population)
Lenvatinib + IeC
Pembrolizumab
(N=411) (N=416)
Number of participants with response? 131 61
I'ime to Response (months)
Mean (SD) 3.3(2.1) 29(1.2)
Median (Range) 2.1 (1.5-16.3) 2.1 (1.0-7.4)

Response Duration® {months)

Median (Range)

144 (1.6+-237+)

ST000+ - 242+

Number (%®

Duration:

) of Participants with Extended Response

=6 months
=12 mo
=18 mo
=24 mo

TE(TLY)
42 (50.6)
13 (43.0)
0 (NR)

17 (42.6)
6 (34.0)
1 (20.58)
1 (20.8)

* Includes participants with complete response or partial response
 From product-limit { Kaplan-Meier) method for censored data.
"+" indicates there 1s no progressive disease by the time of last dis
NR = Not Reached.

case assessment.

I'PC = Treatment Physician’s Choice of doxorubicin or paclitaxel.

Database Cutoff Date: 260C7T2020

Figure 29 - Kaplan-Meier estimates of duration of response in subjects with confirmed response

based on BICR assessment per RECIST 1.1 in all comer-participants (ITT population)
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TPC = Treatment Physician s Choice of doxorubicin or paelitaxel.
Database Cutoff Date: 260CT2020

PMMR participants

Table 49 — Summary of time to response and duration of response based on BICR assessment
per RECIST 1.1 in participants with confirmed response in pMMR participants (ITT population)
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Lenvatinib + Irec
Pembrolizumab
(N=346) (N=351)
Number of participants with response® 105 53
l'ime to Response (months)
Mean (SD) 3.2(1.8) 3.0(1.3)
Median (Range) 2.101.5-94) 3.5(1.0-74)

Response Duration® (months)

Median (Range)

9.2(1.6+-237+4

37000+ =242+

Number (%") of Participants with Extended Response
Duration:

NR = Not Reached.

Database CutofT Date: 260CT2020

I'PC = Treatment Physician’s Choice of doxorubicin or paclitaxel.

>0 months 35 (65.0) 14 (42.1)
=12 months 27 (42.3) 5(32.8)
=18 months 8 (35.5) 1 (16.4)
=24 months 0 (NR) 1 (16.4)

* Includes participants with complete response or partial response

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

"+" indicates there 1s no progressive discase by the time of last disease assessment.

Figure 30 - Kaplan-Meier estimates of duration of response in subjects
with confirmed response based on BICR assessment per RECIST 1.1 in

PMMR participants (ITT population)
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TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel
Database Cutoff Date: 260CT2020

e Progression-Free Survival on Next-Line Therapy (PFS2)

All comers
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Table 50 - Analysis of progression free survival on next line therapy (PFS2) 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 m % *
Treatment N Events (%) month months (95% CI) (95% CT)
Lenvatinib + Pembrolizumab 411 203 (49.4 48217 42 16.0(13.0.19.5) 81.7(77.6.85.1)
TPC 416 272 (65.4) 3706.5 73 9.5(86.10.7) 72.5(67.9. 76.6)
Pairwise Comparisons Hazard Ratiob (95% CI)" p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.36 (0.46, 0.67) =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

Figure 31 - Kaplan-Meier estimates of progression free survival on next line therapy (PFS2) based on
investigator assessment per RECIST 1.1 (Primary censoring rule) in all-comer participants (ITT Population)
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Database Cutoff Date: 260CT2020
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Table 51 - Analysis of progression free survival on next line therapy (PFS2) based on investigator
assessment per RECIST 1.1 (Primary censoring rule) in pMMR 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% CT)
Lenvatinib + Pembrolizumab 346 178 (519 39459 4.5 14.4(12.1.17.3) 82.0(77.5.85.7)
TPC 351 225(64.1) 31824 7.1 9.8(8.7.11.1) 748 (69.8.79.1)
Pairwise Comparisons Hazard Ratiob (95% CT)° p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.62 (0.50, 0.75) <0.0001¢

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

¢ 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.

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel

Database Cutoff Date: 260CT2020

Figure 31 - Kaplan-Meier estimates of progression free survival on next line therapy (PFS2) based on
investigator assessment per RECIST 1.1 (Primary censoring rule) in pMMR participants (ITT Population)
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— — - TPC

Progression-Free Survival (%)
z
-

0 = 6 9 12 15 18 21 24 27
Time in Months

n at risk

Lenwvatinib +

. 346 321 281 224 145 93 50 26 5 0
Pembrolizumab

TPC 351 318 248 166 86 44 20 7 3 0

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

Ancillary analyses

e Subgroup analyses

Progression free survival

Table 52 -Progression free survival by subgroups factors based on BICR assessment per RECIST 1.1 (primary
censoring rule) in all comer participants (ITT population)
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# Events’N HR 95% ClI
Oveall 567/827 0.56 (0.47, 0.66) -
AoeGroup 1
e rcug 65 1 0.49 (0.38, ﬁ% —-—
>=65 283417 0.61 0.48, 0.7 —_
Age G 2
i rme 65 284410 0.49 , 0. —-—
65-74 2300339 0.62 [ 47, 0% —-—
>=75 5378 0.58 0.33, 1 —_—
Race
White 340507 0.56 0.45, 0.7 ——
1211477 0.63 0.44, 0.91 —
g0 i3 033, 03 —
Region
o Region 1 329474 0.50 {0.40‘ 0. 533 —-—
Region 2 238/353 0.61 0.47, 0.79) ——
pMMR Status
PMMR 485/697 0.6 (0.50, 0.72) -
AMMR Sratus
dMMR 82130 0.3 (0.23, 0.57) —_—
et BE 2 85
.
Prior His&‘yn\’ Pdvic Radiation e nes
o 385 3 B8 88 e
Histol
@Emmﬂaﬂc\d 323497 0.52 0.41, 0.8 —-
Non-endomelricid 244330 0.56 }0,43‘ 0. 7% ——
Prior Linesof Thaapy
: Bt & r"‘m‘ 8 % -
) 95 651 b4 % - =
— 1
01 05 1
Estimated Hazard Ratio (HR)

Note: Region I: Europe, USA, Canada, Australia, New Zealand, and Israel or Region 2: rest of the world
Database Cutoff Date: 260CT2020

Table 53 -Progression free survival by subgroups factors
based on BICR assessment per RECIST 1.1 (primary censoring
rule) in pMMR participants (ITT population)

# Events/N HR 95% Cl
Overall 485/697 0.60 (0.50, 0.72) -
AgeGroup 1
<65 235336 0.53 }0.41. [ gg% ——
>= 65 2500361 0.67 0.52, 0. —-—
AgeGroup 2
N P & 041, 063 -
8574 205/284 070 0.53, 0.9 ——
>=75 4587 0.50 07, 0o —_—
Raoe
White 2900431 0.62 (0.49, 0.78) —-
Asan 108154 0.73 (0.50, 1.08) —a
3947 0.35 (0.18, 0.73) —_—
Region
Region 1 283406 0.55 (0.43, 0.70) —.—
Regicn 2 202121 0.55 (0.50, 0.87) ——
ECOG Status.
0 286/419 0.57 0.45, 0. ga —-—
1 19277 0.65 0.49, 0. ——
Prior History of Pdvic Radiation
Yes 184/275 0.57 (0.43, 0.77) ——
No 301422 0.61 (0.48, 0.76) —a
Histology
Endometriold 253/386 0.59 (0.48, 0.76) ——
MNon-endometricid 232311 0.55 (0.43, 0.73) ——
Prior Linesof Tharapy
1 40470 0.52 (0.42, 0.68) -
2 139206 074 0.53, 1.04) ——
>=3 621 0.60 0.12, 3.0 _—
L
01 05 1
Estimated Hazrd Ratio (HR)

Note: Region |: Euwrope, USA, Canada, Australia, New Zealand, and Israel or Region 2: rest of the world
Database Cutoff Date: 260CT2020

Overall survival
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Table 54 -Overall survival y subgroups factors in all comer participants (ITT population)

#Events/N HR 95% ClI

Overall 433/827 0.62 (0.51, 0.75) —-—
AgeGroup 1

<65 205/410 0.61 (0.46, 0. BO; ——

>= 65 228/417 0.62 (0.48, 0.81 ——
AgeGroup 2

<65 205/410 0.61 (0.46, 0.80) ——

65-74 180/339 0.63 (0.47, 0.85) ——

>=75 48/78 0.62 (0.35, 1.12) —
Race

White 258/507 0.61 (0.48, 0.79) —-—

Asian 87177 0.65 [0 42, 0. 99€ ——

Other 44/63 068 (0.37, 1.26) —

jion

Reyi Region 1 255/474 0.61 }0‘45‘ 0‘79; ——

Region 2 178/363 0.62 (0.46, 0. ——
PMMR Status

pPMMR 368/697 0.68 (0.56, 0.84) -
dMMR Status

dMMR 65/130 0.37 (0.22, 0.62) —_—
ECOG Status

0 222/487 0.53 (0.41, 70% ——

1 210/339 0.73 (0.55, 0.95) ——
Prior History of Pevic Radiation

Yes 169/341 0.68 }0‘50‘ 0‘93; ——

No 264/486 0.57 (0.45, 0.73) ——
Histology

Endometrioid . 222/497 0.65 (0.49, 0.84) ——

Non-endometrioid 211/330 0.55 (0.42, 0.72) ——
Prior Lines of Therapy

1 308/574 0.57 (0.46, 0.72) ——

2 112/229 0.72 [0‘50‘ 1‘06§ —=—

>=3 13/24 0.69 (0.22, 2.10) _—

_—
0.1 05 1

Estimated Hazard Ratio (HR)

Note: Region 1: Europe, USA, Canada. Australia, New Zealand, and Israel or Region 2: rest of the world
Database Cutoff Date: 260CT2020

Table 55 -Overall survival y subgroups factors in pMMR participants (ITT population)

#Events’N HR 95% ClI

Overall 368/697 0.68 (0.56, 0.84) —-—
AgeGroup 1

<65 1701336 0.70 (0.51, 0.94) ——

>=65 198/361 0.67 (0.51, 0.89) ——
Age Group 2

< 65 170336 0.70 (0.51, 0.94) ——

65-74 157/294 0.71 (0.52, 0.97) —=—

>=75 41/67 0.57 (0.30, 1.08) —
Race

White 221/431 0.67 (0.52, 0.88) ——

Asian 771154 0.79 (0.50, 1.24) —

Other 34/47 0.58 (0.28,1.18) e
Region

Region 1 210/406 067 (0.51,0.88) —

Region 2 149/291 0.70 (0.50, 0.96) —
ECOG Status

0 196/419 0.56 (0.42, 0.75) ——

1 171277 0.87 (0.64, 1.18) —
Prior History of Pevic Radiation

Yes 138/275 0.77 (0.55, 1.08) —

No 2301422 0.63 (0.48, 0.82) ——
Histology

Endometrioid 167/386: 0.78 (0.57, 1.05) —e

Non-endometrioid 201/311 0.56 (0.42, 0.74) —
Prior Lines of Therapy

1 254/470 0.61 (0.47, 0.78) ——

2 102/206 0.88 (0.59, 1.30) —a—

>=3 1221 0.75 (0.24, 2.37) i A

L
0.1 05 1
Estimated Hazrd Ratio (HR)

Note: Region 1: Europe, USA, Canada, Australia, New Zealand, and Israel or Region 2: rest of the world
Database Cutoff Date: 260CT2020
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Overall response rate

Table 56 -Objective response rate (confirmed) by subgroups factors based on BICR assessment per RECIST
1.1 (primary censoring rule) in all comer participants (ITT population)

# ResponsesiN ORR Diff 95% Cl
Overall 192/827 17.2 (115,229 ——
AgeGroup 1
<65 98/410 203 (122,282 .
>=65 o4/a17 42 (6:2/22.1) ——
AgeGroup 2
% 'WESA 28/410 %gg ((162 92 2248.53) ——
[
>=75 15778 66 (1127253 —
Race
White 122/507 16.7 9.4, 24.0 ——
Asian 50177 158 25 2e§} —
8/63 148 2.0, 33.7) i —
Region
Region 1 108/474 162 -
R%%SR 2 87/353 186 fg gj %9 g{ ——
pMMR Status
pMMR 158/607 15.2 ©.1, 21.4) ——
dMMR Status
dMMR 34/130 277 (129, 41.7) —_—
ECOG Sgus 125/487 16.3
1 67339 184 ((18051‘2236.93) ——
Prior History of Pelvic Radiation
Yes 80/341 21.8 (13.0,30.5) —
No 1127486 40 &9 ——
Histology
Endomerioid 123/497 16.0 85 235 =
Non-endomerioid 69330 9.2 H35% -
Prior Lines of Therapy
1 133/574 190 ——
2 5% a4 (22,2508 L
>=3 6124 4.2 Gl 39_),)
- r T 1
20 0 20 40
Diffeencein ORR (%)

Note: Region I: Europe, USA, Canada, Australia. New Zealand, and Israel or Region 2: rest of the world
Database Cutoff Date: 260CT2020

Table 57 -Progression free survival by subgroups factors based on BICR assessment per RECIST 1.1 (primary
censoring rule) in pMMR participants (ITT population)

# Responses/N ORR Diff 95% CI

Overall 158/697 15.2 (91, 21.4) ——
AgeGroup 1

<65 79/336 176 (87,264 ——

>= 65 79/361 13.0 (4.5, 21.5) —-
AgeGroup 2

<65 79/336 17.6 (8.7, 26.4) —

65-74 66/294 13.6 (4.1, 23.0) — -

>=75 13/67 96 (0.6, 30.4) —
Race

White 97/431 15.3 (7.5, 23.0) —

Asian 43/154 113 (-3.0, 25.4) T

Other 7147 13.4 (-8.1, 355) N
Region

Region 1 00/406 16.0 (8.0, 23.9) —

Region 2 68/291 14.2 (4.5, 23.8) —
Fooe Sgus 102419 14.7

1 56/277 16.1 {2 sz 3 —
Prior History of Pdvic Radiation

Yes 58/275 19.4 (99, 28.9) ——

No 1001422 125 (4.5, 206) ——
Histology

Endometrioid 92/386 1.6 .1, 20.1) ——

Non-endometrioid 66/311 19.9 (1.4,287) —
Prior Lines of Therapy

1 106/470 17.9 ——

2 A8/206 10.0 (10.5, 25.2) I

>=3 4/21 18 (-0.7, 22.8)

(-33.7.382)
- T T 1T T
-20 0 20 40
Differencein ORR (%)
Note: Region 1: Europe, USA, Canada, Australia, New Zealand, and Israel or Region 2: rest of the world

Database Cutoff Date: 260CT2020

Assessment report
EMA/617606/2021 Page 83/170



¢ dMMR population

The dMMR subgroup was not prespecified in the multiplicity strategy for Type I error control, so only nominal
p-values have been provided for the efficacy endpoints.

Table 58 - Disposition of participants in dMMR participants (ITT population)

Lenvatimb + IrC Total
Pembrolizumab
n (%a) n (%) 1 ("a)

Participants in population 65 63 130

Status for Trial

Discontinued 23 (35.4) 45 (69.2) 68 (52.3)
Death 23 (35.4) 40 (61.5) 63 (48.5)
Withdrawal By Subject 0 (0.0) 5 (7.7) 5 (3.8)

Participants Ongoing 42 (64.6) 20 (30.8) 62 (47.7)

Status for Study medication in Trial

Started 64 63 127

Completed 1] (0.0) 15 (23.8) 15 (11.8)

Discontinued 35 (54.7) 47 (74.6) 32 (GEX
Adverse Event 17 (26.6) 4 6.3) 21 (16.5)
Clinical Progression 2 (3.1) 5 (7.9 7 (5.5)
Physician Decision 1 (1.6) 3 (4.8) 4 (3.1)
Progressive Disease 14 (219 29 (46.0) 43 (33.9)
Withdrawal By Subject 1 (1.6) 6 (9.5) 7 (5.5)

Participants Ongoing 29 (45.3) 1 (1.6) 30 (23.6)

IT the overall count of participants is caleulated and displayed within a section in the [irst row, then it 1s used as the
denominator for the percentage calculation. Otherwise, participants in population s used as the denominator for the
percentage calculation.

Completed study medication: For Lenvatinib + Pembrolizumab, completed 35 infusions of pembrolizumab. For TPC
of doxombicin, received a lifetime maximum cumulative dose of doxorubicin or for TPC of paclitaxel, a maximum
tolerable dose was reached per investigator.

I'PC = Treatment Physician’s Choice ol doxombicin or paclitaxel.

Database CutofT Date: 26012020

Table 59: Disease characteristics in dMMR participants (ITT population)

Lenvatinib + TPC Total
Pembrolizumab
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 0to 17 0to 17
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.D

Low Grade Endometrioid Carcinoma 9 (13.8) 13 (20.0) 22 (16.9)
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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
1 1 (1.5) 1 (1.5) 2 (1.5)
1A 13 (20.0) 11 (16.9) 24 (18.5)
1B 7 (10.8) 13 (20.0) 20 (15.4)
1I 2 3.D 4 (6.2) 6 (4.6)
111 0 (0.0) 2 3.D 2 (1.5)
IITA 5 (7.7) 4 (6.2) 9 (6.9)
11IB 0 (0.0) 3 (4.6) 3 (2.3)
IIIC 8 (12.3) 4 (6.2) 12 (9.2)
IIIC1 3 (4.6) 5 (7.7) 8 (6.2)
11IC2 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.D
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)
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 (354)
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)
2 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.
€ Lesion location as determined by investigator review.
Database Cutoff Date: 260CT2020
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Table 60 - Analysis of Progression free survival based on BICR assessment per RECIST 1.1 (primary
censoring rule) in dMMR 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 65 34(52.3) 640.9 53 10.7 (5.6, NR) 61.0(47.6,71.9)
TPC 65 48(73.8) 267.7 17.9 3.7(3.1,44) 24.8 (14.3, 36.8)
Pairwise Comparisons Hazard Ratio® (95% CI)® p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.36 (0.23,0.57) <0.0001°¢

* 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.
¢ One-sided p-value based on log-rank test.

NR = Not reached.

BICR= Blinded Independent Central Review.

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

Database Cutoff Date: 260CT2020

Figure 31 - Kaplan-Meier estimates of progression free survival based on BICR assessment per RECIST 1.1
(Primary censoring rule) in dMMR participants (ITT Population)

100 ||| Censored
T L1 —————— Lenvarinib + Pembrolizumab
90 v — — —. TBC

70 -
60 -
50 4
40 -
30

Progression-Free Survival (%)

20

10 H

Time in Months

n al risk

Lenvatinib +

52 37 32 26 17 13
Pembrolizumab

]
—_
=]

TPC 65 37 12 5 3

[ %]
—
(=]
(=]
(=]

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

Table 61 — Analysis of overall survival in dMMR participants (ITT population)

Assessment report
EMA/617606/2021 Page 86/170



Event Rate. Median OS * OS Rate at
Number of Person- 100 Person- (months) 12 months in % *
Treatment N Events (%) month months (95% C1) (95% C1I)
Lenvatinib + Pembrolizumab [ 23 (354) 880.6 2.6 NR (NR, NR) 07.2(54.2.77.2)
TPC 65 42 (64.6) 557.8 7.5 8.6(55,129) 39.1(26.7,51.3)
Pairwise Comparisons Hazard Ratio® (95% CI)® p-Value
Lenvatinib + Pembrolizumab vs. TPC 0.37(0.22,0.62) <0.0001°¢

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

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

NR = Not reached.

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

Database Cutoff Date: 260CT2020

Figure 32 - Kaplan-Meier estimates of overall survival in dMMR participants (ITT Population)

100 ||| Censored

———— Lenvatinib + Pembrolizumab
— — —- TEC

Overall Survival (%)
(%]
=]
L

0 3 6 9 12 15 18 21 24 27
Time in Months

n at risk

Lenvatinib +

; 65 61 52 50 38 27 19 12 2 0
Pembrelizumab
TPC 65 54 38 27 18 10 7 0 0 0

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

Table 62 - Summary of best overall response based on BICR assessment per RECIST 1.1 in dMMR
participants (ITT population)
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Response Evaluation Lenvatinib + Pembrolizumab TPC

N % 95% Cla N % 95% Cla
Participants in population 65 65
Complete Response (CR) 9 13.8 (6.5.24.7 2 31 (0.4,10.7)
Partial Response (PR) 17 26.2 (16.0. 38.5) 6 9.2 (3.5.19.0)
Objective Response (CR+PR) 26 40.0 (28.0, 52.9) 8 12.3 (5.5,22.8)
Stable Disease (SD) 25 38.5 (26.7.51.4) 28 43.1 (30.8. 56.0)
Disease Control [CR+PR+(SD > 7 Weeks)] 48 73.8 | (61.5,84.0) 31 47.7 | (35.1, 60.5)
Clinical Benefit [CR+PR+(SD > 23 Weeks)] 36 55.4 (42.5,67.7) 14 21.5 (12.3, 33.5)
Progressive Disease (PD) 7 10.8 (4.4.20.9) 15 23.1 (13.5,35.2)
Not Evaluable (NE) 3 4.6 (1.0.12.9) 1 1.5 (0.0.8.3)
No Assessment (NA) 4 6.2 (1.7.15.0) 13 20.0 (11.1.31.8)

aBased o) binomial exact confidence interval method.

NE: Post-baseline assessment(s) available, but not evaluable.

No Assessment: No post-baseline assessment available for response evaluation.
For best overall response of CR and PR. only confirmed responses are included.
BICR = Blinded independent central review.

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

Database Cutoff Date: 260CT2020

Table 63 — Summary of time to response and duration of response based on BICR assessment per RECIST
1.1 in participants with confirmed response in dMMR participants (ITT population)

Lenvatinib + TPC
Pembrolizumab
(IN=65) (N=65)

Number of participants with responsea 26 8
Time to Response (months)

Mean (SD) 3730 2107

Median (Range) 29(1.7-16.3) 19(1.8-37)
Response Durationb (months)

Median (Range) NR(2.1+-204+) | 41(1.9+-15.61)
Number (%) of Participants with Extended Response

Duration:

=6 months 23 (96.0) 3429

=12 months 15(81.7) 1(42.9)

=18 months 5(74.9) 0 (NR)
# Includes participants with complete response or partial response
® From product-limit (Kaplan-Meier) method for censored data.
"+" mdicates there 1s no progressive disease by the time of last disease assessment.
NER. = Not Reached.
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

e Patients with prior systemic therapy in neo-adjuvant/adjuvant setting only

Approximately 35% of subjects in both arms received study treatment as first line for advanced/metastatic
setting, i.e. after relapse to platinum-based chemotherapy received as (neo)adjuvant therapy. In those
subjects, the median platinum-free interval was generally similar between the 2 treatment groups (median
PFI 6.2 vs 5.6 months).

Table 64: Summary of Efficacy Results in Participants with Prior Systemic Therapy in Neo-
adjuvant/Adjuvant Setting Only (ITT population)

Endpoint All-comer Participants pPMMR Participants
Lenvatinib Plus Lenvatinib Plus
Pembrolizumab TPC Pembrolizumab TPC
(N=144) (N=159) (N=125) (N=133)

Assessment report
EMA/617606/2021 Page 88/170



PFS?

Median PFS,

months 6.8 (5.6,7.8) 3.9 (3.6,5.4) 6.4 (5.5,7.5) 4.0 (3.5,5.5)
(95% CI)®

HR (95% CI)*® 0.55 (0.42, 0.73) 0.58 (0.43, 0.78)

0S

?ggod/:)a&())bs, months 17.2 (13.9, NR) 12.5 (10.6, 14.5) 17.2 (13.9, NR) 12.5(10.5 (14.3)
HR (95% CI)*® 0.67 (0.48, 0.92) 0.64 (0.45, 0.90)

Objective Response

ORR % (95% CI)* 32.6 (25.1, 40.9) 17.0 (11.5,23.7) 32.8(24.7,41.8) 16.5 (10.7, 24.0)
g@ﬁ;gﬁﬁmce % 15.7 (6.0, 25.3) 16.3 (5.8, 26.6)

e Subsequent anticancer treatment

All comers

Table 65 - Summary of subsequent Systemic anti-cancer treatment in all comer participants (ITT population)

Lenvatinib +
Pembrolizumab
(N=411)

IPC

(N=416)

Total

(N=827)

Chemotherapy

| Hormonal therapy

| Other

Started Study Treatment

Discontinued Study Treatment
Received Any Subsequent Systemic Anti-cancer Therapy
Subsequent systemic therapy by type

| Any PD1/PD-L1 checkpoint

| Targeted therapy
Any VEGF/VEGFR inhibitor
Subsequent lenvatinib and pembrolizumab

1 subsequent line
2 subsequent lines

==3 subsequent lines

Subsequent systemic therapy by lines

406 (98.8)
282 (68.6)
115 (28.0)

97 (23.6)
| 25(61)
| 707
| 400
| 8(1.9)
10 (2.4)
3(0.7)

6(1.5)
85 (20.7)
58 (14.1)

388 (93.3)
285 (68.5)
200 (48.1)

129 (31.0)

o N
— 0 = Gn
o)

[&*]

-—

46 (11.1) |
32(7.7)

13(3.1)
152 (36.5)

85 (20.4)

794 (96.0)
567 (68.6)
5

315 (38.1)

226 (27.3)
80(9.7) |
2328) |
57(69) |
20(24) |
56(6.8) |
35(4.2)

19 (2.3)
237 (28.7)
143 (17.3)

category.

I'PC = Treatment Physician’s Choice of doxorubicin or paclitaxel.
Database Cutoff Date: 260CT2020

Every subject is counted a single time for each applicable specific anti-cancer treatment.
A subject with multiple anti-cancer treatments within a therapy category is counted a single time for that

pMMR

Table 66- Summary of subsequent Systemic anti-cancer treatment in pMMR participants (ITT population)
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Subsequent systemic therapy by type

Received Any Subsequent Systemic Anti-cancer Therapy

109 (31.5)

Lenvatinib + TPC Total
Pembrolizumab
(N=3406) (N=351) (N=697)
Started Study Treatment 342 (98.8) 325(92.6) | 667 (95.7)
Discontinued Study Treatment 247(71.4) 238 (67.8) | 485(69.6)

176 (50.1) | 285 (40.9)

Chemotherapy 092 (26.6) 119(33.9) | 211(30.3)
| Hormonal therapy | 2469 51 (14.5) 75 (10.8)
| Other | 7(2.0) 13(3.7) 20 (2.9)
| Any PD1/PD-L1 checkpoint | 4.2 | 42(12.0) | 46(6.6)
| Targeted therapy | 8(2.3) | 12(3.4) | 20(2.9)
Any VEGF/VEGFR inhibitor 1029 | 43(12.3) | 53(7.6) |
Subsequent lenvatinib and pembrolizumab 3(0.9) 32(9.1) 35(5.0)
Subsequent systemic therapy by lines
| subscquent line 6(1.7) 11(3.1) 17(2.4)
2 subsequent lines 81(23.4) 134 (38.2) | 215(30.8)
==3 subsequent lines 55(15.9) TR (22.2) 133 (19.1)

category.

Database Cutoff Date: 260CT2020

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

Lvery subject is counted a single time for each applicable specific anti-cancer treatment.
A subject with multiple anti-cancer treatments within a therapy category is counted a single time for that

e PFS sensitivity analyses

All PFS analyses are summarized in the table below:

Table 67: PFS analyses of KEYNOTE-775

PFS by BICR -
primary analysis

PFS by BICR
censoring rules 1

PFS by BICR
censoring rules 2

PFS by INV

All comers

HR (95%CI) 0.56 (0.47, 0.66)

0.58 (0.49, 0.68)

0.53 (0.45, 0.61)

0.56 (0.47, 0.66)

PMMR

HR (95%CI) 0.60 (0.50, 0.72)

0.62 (0.53, 0.74)

0.56 (0.48, 0.66)

0.60 (0.50, 0.72)

(table made by assessor)

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 68: Summary of Efficacy for Study 309/KEYNOTE-775
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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: 126191, EudraCT: 2017-004387-35)

Phase 3, two-arm, multicenter, open-label, randomized, controlled study

Duration of main phase:

Enrollment started on 11-JUN-2018;

Design Data cut off: 26-OCT-2020. Study ongoing.
Duration of run-in phase: not applicable
Duration of extension phase: |not applicable

Hypothesis Superiority

Lenvatinib + Pembrolizumab
N=411

Lenvatinib 20 mg orally QD + pembrolizumab 200
mg IV Q3W (max 35 cycles of pembro)

Treatments groups

Doxorubicin 60 mg/m?2 IV Q3W
or

TNP=C416 Paclitaxel 80 mg/m?2 IV every week, 3 weeks on/1
week off
(per site standard)
Time from date of randomization to date of the
Dual Primary PFS first documentation of disease progression, as
endpoint determined by BICR per RECIST 1.1, or death
Endooi d from any cause (whichever occurred first).
dn _ppl_nts an Dual Primary Time from date of randomization to date of death
efinitions . oS
Endpoint from any cause.
Secondary Proportion of participants who have best_ overall
endpoint ORR 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, i.e. final for PFS and interim for OS)

Analysis population and
time point description

Intent-to-treat (ITT) population
(2 populations analysed: all comers and pMMR)

ITT Population — All Comers

Lenvatinib +
Treatment group Pembrolizumab TPC
Number of subjects 411 416
Descriptive  statistics|PFS median (months) [7.2 3.8
and estimate variability] 95% CI 5.7,7.6 3.6, 4.2
OS 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
Comparison groups {_/il.'\\{_?jténib + Pembrolizumab
_ HR 0.56
Effect _estimate  per Zgﬁpoig‘i;a' primary (950, c1 0.47, 0.66
comparison P-value <0.0001
) HR 0.62
gnsdpoi(:t‘;a' PTIMATY I9504 C1 0.51, 0.75
P-value <0.0001

ITT Population - pMMR
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Treatment group

Lenvatinib
Pembrolizumab

TPC

Number of subjects 346 351
PFS median (months) |6.6 3.8
Descriptive  statistics|g5o, I 5.6, 7.4 3.6, 5.0
and estimate variability 55" 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
. Lenvatinib + Pembrolizumab
Comparison groups
TPC
Effect timat PFS (dual primary HR 0.60
ect estimate pern o
comparison endpoint) 95% CI 0.50, 0.72
P-value <0.0001
OS (dual primary [HR 0.68
endpoint) 95% CI 0.56, 0.84
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) 3,144
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 estimate 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

Note: p-values are one-sided

Clinical studies in special populations

Elderly population

No dedicated clinical studies have been performed. For KEYNOTE-775 study, subgroup analyses by age

group are presented below:

« PFS

Table 69 - All comers
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<65 206 138 (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)
=75 35 25 (71.4) | 43 28 (65.1) 0.58 (0.33, 1.02)

Table 70 - pMMR participants
<65 171 118 (69.0) |165 117 (70.9) 0.53 (0.41. 0.69)
65-74 147 109 (74.1) | 147 26 (65.3) 0.70 (0.53. 0.93)

=75 28 20 (71.4) | 39 25 (64.1) 0.50 (0.27. 0.93)

e OS

Table 71 - All comers
<65 206 89 (43.2) | 204 116 (56.9) 0.61 (0.46, 0.80)
65-74 170 81 (47.6) | 169 29 (58.6) 0.63 (0.47. 0.85)
== 75 35 18 (51.4) | 43 30 (69.8) 0.62 (0.35. 1.12)

Table 72 - pMMR participants
<65 171 78 (45.6) | 165 92 (55.8) 0.70 (0.51, 0.94)
65-74 147 73 (49.7) | 147 84 (57.1) 0.71 (0.52, 0.97)
»=75 28 14 (50.0) | 39 27 (69.2) 0.57 (0.30, 1.08)

e ORR

Table 73- All comers
< 65 206 70 (34.0) 204 28 (13.7) 20.3(12.2.28.2)
65-74 170 53 (31.2) 169 26 (15.4) 15.8 (6.9, 24.6)

=75 35 8(22.9) 43 7(16.3) 6.6 (-11.2,25.3)

Table 74- pMMR participants
<65 171 55(32.2) 165 24 (14.5) 17.6 (8.7. 26.4)
65-74 147 43 (29.3) 147 23 (15.6) 13.6 (4.1, 23.0)
== 175 28 7 (25.0) 30 6(15.4) 9.6 (-9.6. 30.4)

Supportive study(ies)

Phase 1b/2 Single arm Study 111 /KEYNOTE-146

Study 111/KEYNOTE-146 is a multicenter, open-label phase 1b/2 trial of Lenvatinib plus Pembrolizumab in
subjects with selected solid tumors. In this study, among the 283 treated subjects in the phase 2 portion
who receive the RP2D, 124 subjects had EC (All EC Set); and 108 of these subjects (the EC 2L+ Set) had
EC that was previously treated with 1 systemic anticancer therapy and met the pre-specified criteria for
follow-up for the efficacy analysis. The data cutoff of 10 Jan 2019 was established based on the date when
at least 100 subjects with histologically confirmed EC that was previously treated with at least 1 systemic
anticancer therapy would have sufficient follow-up to provide a median follow-up of at least 12 months,
and for all responders, an opportunity for follow-up after initial objective response as assessed by the
investigator of at least 6 months. At the time of data cutoff, the median follow-up for the EC 2L+ Set
(n=108) was 18.7 months.

Baseline characteristics: in the EC 2L+ Set (n=108), the majority of subjects were white (86.1%) and from
the US (86.1%). Median age was 66.0 years. In the EC 2L+ Set, the ECOG score was 0 in 49.1% of subjects
and 1 in 50.9% of subjects. In the EC 2L+ Set, all enrolled subjects had metastatic disease, and median
time since original diagnosis was 22.7 months. The most common histologic EC subtypes were endometrioid
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adenocarcinoma (50.9%) and serous adenocarcinoma (32.4%). The majority of subjects (70.4%) had FIGO
Grade 3 tumors at original diagnosis. In the EC 2L+ Set, 94 subjects had Non-MSI-H/pMMR tumors, 11
subjects had MSI-H/dMMR tumors, and for 3 subjects, MSI/MMR status was not available (MSI status was
determined centrally, initially by PCR then by IHC). Tumors were PD-L1 positive for 53 (49.1%) subjects,
and PD-L1 negative for 43 (39.8%) subjects, while PD-L1 status was not available for 12 (11.1%) subjects.
All subjects in the EC 2L+ Set received at least one prior systemic anticancer treatment, and all received
prior platinum-based chemotherapy; 52.8% of subjects received 1 prior regimen, 37.0% of subjects
received 2 prior regimens, and 10.2% subjects received =3 prior regimens.
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Results:

Table 75 — 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 pPMMR dMMR EC

Parameter (N=108) (N=94) (N=11) (N=124)
Best Overall Response (BOR). n (%)*®

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

Partial Response (PR) 33 (30.6) 26 (27.7) 6 (54.5) 40 (32.3)

Stable Disease (SD) 42 (38.9) 38 (40.4) 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(8.3) 0(0.0) 9(7.3)

Unknown (UNK)® 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Objective Response Rate (CR + PR), n (%)? 44 (40.7) 36 (38.3) 7 (63.6) 52 (41.9)

95% CI of Objective Response Rate® (31.4,50.6) (28.5,48.9) | (30.8.89.1) (33.1.51.1)
Disease Control Rate (CR + PR + SD), n (%)* | 86 (79.6) 74 (78.7) 10 (90.9) 100 (80.6)

95% CT of Disease Control Rate® (70.8. 86.8) (69.1. 86.5) (58.7.99.8) (72.6.87.2)
Clinical Benefit Rate (CR + PR + Durable 61 (56.5) 52(55.3) 8 (72.7) 70 (56.5)
SD). n (%)*

95% CT of Clinical Benefit Rate® (46.6. 66.0) (44.7. 65.6) (39.0.94.0) (47.3.65.3)
Maximum Tumor Shrinkage in Sum of
Diameters of Target Lesions, n/mf (%)

=0% 84/98 (85.7) 72/84 (85.7) 10/11 (90.9) | 97/112 (86.6)

50% 33/98 (33.7) | 26/84(31.0) | 6/11(54.5) | 39/112(34.8)

>75% 15/98 (15.3) 13/84 (15.5) 1/11 (9.1) 16/112 (14.3)

Data cutoff date: 10 Jan 2019.

EC 2L+ = subjects with histologically confirmed EC that was previously treated with at least 1 systemic
anticancer therapy, and who had sufficient follow-up to provide a median follow-up of at least 12 months, and

for all responders, an opportunity for follow-up after initial objective response as assessed by the investigator of

at least 6 months. Subjects with a status of Non-MSI-H/pMMR (n=94) or MSI-H/dMMR (n=11). or whose
MSI status was not available (n=3), are mcluded in total EC 2L+ Set (N=108).
All EC = all subjects with histologically confirmed EC regardless of prior anticancer therapy or length of

follow-up as of the data cutoff date.

2L+ = second line or greater. IMMR = mismatch repair deficient. EC = endometrial carcinoma, MSI-H =

microsatellite mstability high. ORR = objective response rate . pMMR = nusmatch repair proficient, Q3W =

every 3 weeks. QD = once daily, RECIST = Response Evaluation Criteria for Solid Tumors.

a: Percentages are calculated based on the total number of subjects in the relevant header columns.

b: Six subjects had no target lesions at Baseline per IIR assessment. Non-CR/Non-PD for subjects with no target lesions at
Baseline was treated as, and combined with, SD for purposes of analysis for ORR and BOR.

¢ NE =not evaluable: refers to subjects (n=8 in the EC 2L+ Set) with either no postbaseline tumor assessment(s) or with
postbaseline tumor assessment(s) that were not evaluable. ie. due to insufficient data for assessment of response per
applied response criteria (RECIST 1.1) or an early SD with duration <5 weeks.

d: UNK = Unknown: refers to subjects with no baseline tumor assessment.

e: 95% CI constructed using the method of Clopper and Pearson.

f: m is number of subjects with both baseline and postbaseline sum of diameters of target lesions and is used as the

denominator for the respective percentages.
Source: Table 14.2.1.2.1e.

Contribution of component

Results from Study 204, KEYNOTE-158, and KEYNOTE-028 were provide in order to provide evidence of
the contribution of lenvatinib and pembrolizumab monotherapies to the efficacy of the combination. The
pivotal study and supportive studies are described in the below table:
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Table 76 - Summary of clinical studies to evaluate the contribution of Lenvatinib and
Pembrolizumab monotherapies to the efficacy of the combination

Study Design Number of Participants Data Cutoff Date
Study 309/ | Phase 3 study to compare the efficacy and safety off N=827 26-0OCT-2020
KEYNOTE-775 | lenvatinib in combination with pembrolizaumabj pMMR=697 (346 in combo arm)
versus TPC in participants with advanced EC who dMMR=130 (65 in combo arm)
had been treated with at least 1 prior platinum-based
chemotherapy regimen
Study 204 Phase 2 study of lenvatinib monotherapy in N=133 21-MAY-2012
participants with advanced endometrial carcinoma pMMR status not determined
and PD following first-line platinum-based|
chemotherapy
KEYNOTE-158 | Phase 2 study of pembrolizumab monotherapy in Cohort D: N=107 pMMR/not-MSI-H
participants with multiple types of advanced solid pMMR: n=90 Analysis:
tumors, including endometrial carcinoma regardlesy dMMR: n=11 06-DEC-2018
of PD-L1 expression, which had progressed aftery Unknown: n=6
standard of care therapy
Cohort K: N=79 dMMR (n=68 | dIMMR/MSI-H
included in the efficacy analysis) | Analysis®
05-OCT-2020
KEYNOTE-028 | Phase 1b study of pembrolizumab monotherapy, N=24 23-JAN-2019
in participants with PD-L1 positive advanced solid pMMR: N=18
tumors, including endometrial carcinoma dMMR: N=1
Unknown: N=5

Abbreviations: AMMR = mismatch repair deficient; EC = endometrial carcinoma; 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.

?  The dMMR/MSI-H analysis with a data cutoff of 05-OCT-2020 included pooling of participants from Cohorts D and
K (n=90), and for efficacy analysis, only participants with >6 months of follow-up were included (n=79).

At the time of the data cut-off of each supportive study, 25 of the 133 participants (18.8%) with EC treated
with lenvatinib monotherapy had treatment ongoing in Study 204, while all patients had completed or
discontinued pembrolizumab monotherapy in KEYNOTE-158 Cohort D and in KEYNOTE-028. Of the total 90
MSI-H patients in KEYNOTE-158 (n=11 in cohort D and n=79 in cohort K), 20 patient (22.2%) had
treatment with pembrolizumab ongoing at the cut-off date.

Number of patients analysed:

In KEYNOTE-158 study, a total of 90 patients with MSI-H (n=11 in cohort D and n=79 in cohort K) were
enrolled up to 23-Sep-2020. The population for efficacy analysis is however provided for a total of 79
patients (i.e. n=11 in cohort D and n=68 in cohort K) including only participants with at least 6 months of
follow up. It is understood that the 11 subjects in cohort K excluded from the efficacy analysis with less
than 6 months of follow up were all treatment still on treatment at the data cut-off date.

Comparison of inclusion/exclusion criteria:

The 3 studies presented as supportive are single arm trials. All enrolled a population with
advanced/metastatic endometrial carcinoma who have received prior treatment. KEYNOTE-158 and -028
allowed the enrolment of more pretreated patients compared to KEYNOTE-775 and Study 204 which
mandate radiological disease progression to platinum-based treatment.

Endometrial sarcomas were excluded from all studies with the exceptions of KEYNOTE-028, however in this
study only one patient had a carcinosarcoma (see baseline characteristics below). All studies included only
patients with measurable disease.
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Compared to the pivotal study KEYNOTE-775 and the pembrolizumab monotherapy supportive studies
KEYNOTE-158 and 028, Study 204 allowed the enrolment of patients with ECOG 2. Of note, KEYNOTE-028
enrolled only patients with PD-L1 positive disease.

Comparison of dose regimens:

The dose of lenvatinib used in the supportive Study-204 (24 mg OD) was higher than the one used as part
of the combination treatment with pembrolizumab (20 mg OD). No data are available for lenvatinib 20 mg
OD as monotherapy. On the contrary, the dose of pembrolizumab monotherapy in KEYNOTE-158 was the
same as in the pivotal trial KEYNOTE-775. The dose of 10 mg/kg Q2W was instead used in KEYNOTE-028.

Overall response rate:

Patients in all trials had measurable disease by RECIST 1.1, and the primary evaluation of ORR was
conducted by BICR per RECIST 1.1 in KEYNOTE-775, KEYNOTE-158 and Study-204. On the contrary, in
KEYNOTE-028 the primary response evaluation was conducted by investigator. However, BICR revision was
performed for regulatory purposes also in this study and results has been presented by the MAH. This is
welcomed for the cross-study comparison.

Radiology assessment was performed every 8 weeks in KEYNOTE-775 and Study-204, but every 9 weeks
in KEYNOTE-158.
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Table 77- Key Baseline Characteristics Across Study 309/KN-775 and Monotherapy Studies

KN-158
B09/KN-775 KN-158 dAMMR/
pMMR 309/KN-775 204* pPMMR/MSS? | MSI-H® KN-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, 80 41, 80 42 to 86 34, 87
Sex, n (%)
Female | 346 (100.0) b5 (100.0) [ 133(100.0) [90(100.0) |79 (100) | 24 (100.0)
Race, n (%)
White 220 (63.6) 41 (63.1) 112 (84.2) 67 (74.4) 68 (86.1) 17 (70.8)
Black or African
American 15 (4.3) 2(3.1) 10 (7.5) 9 (10.0) 3(3.8) 1(4.2)
Asian 74 (21.4) 11(16.9) 6 (4.5) 14 (15.6) 4(5.1) 3(12.5)
American Indian or]
Alaska Native 4(1.2) 0 1(0.8) 0 1(1.3) 0
Native Hawaiian o
Other Pacific Islander 103) 0 2(15) 0 0 0
Other 3(0.9) 4(6.2) 2 (1.5) 0 2 (2.5) 0
Missing 29 (8.4) 7 (10.8) NA 0 1(1.3) 3(12.5)
ECOG PS at Baseline
0 212 (61.3) 34 (52.3) 50 (37.6) 43 (47.8) 31(39.2) 7 (29.2)
1 133 (38.4) 31(47.7) 71 (53.4) 47 (52.2) 48 (60.8) 17 (70.8)
2 NA 0 12 (9.0) NA 0 NA
3 1(0.3)¢ 0 NA NA 0 NA
MMR/MSI-H Status, n (%)
pMMR 346 (100) 0 NC 90 (100) NA 18 (75.0)
dMMR NA 65 (100) NC NA 79 (100) 1(4.2)
Missing 0 NA NC 0 (0) NA 5 (20.8)
Number of prior anticancer medication regimens, n (%)
1 P44 (70.5) NA 53 (81.5%) | 132 (99.2) 26 (28.9) 38 (48.1) 7 (29.2)
2 D2 (26.6) NA 11 (17%) 1 (0.8) 21(23.3) 19 (24.1) 6 (25.0)
>3 10 (2.9) NA 7 (1.5%)* |0 43 (47.8) 22 (27.8) 11 (45.8)
PD-L1 status, n (%)
Positive NC NC NC 56 (62.2) 17 (21.5) 24 (100.0)
Negative NC NC NC 32 (35.6) 6 (7.6) NA
NA/NE NC NC NC 2(2.2) 56 (70.9) NA

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.
*number of prior anticancer regimen in dMMR KN-775 as difference between ITT (table 14.1-19 CSR KN775) - pMMR

population (in this table)

A comparison of baseline characteristics of patients enrolled in KEYNOTE-775 and in the supportive studies
has been presented. While in KEYNOTE-775 and KEYNOTE-158 study the MMR status of patients is available,
this is unknown in KEYNOTE-028 and in Study-204.

The main differences noted in baseline characteristics noted are:

1) patients in KEYNOTE-775 have better performance status compared to patients enrolled in the supportive
studies;
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2) patients in the pembrolizumab monotherapy studies KEYNOTE-158 and -028 were more pretreated;
3) slightly lower median age in Study-204;
4) few more Asian patients in KEYNOTE-755.

It cannot be excluded that point 1) and 2) above could have possibly ameliorate the outcome of KEYNOTE-
775 population with respect to subjects receiving monotherapy in the supportive studies, while the
relevance of the other two aspects could possibly be marginal.

PD-L1 status was not collected in KEYNOTE-775 nor in Study-204. While this is comprehensible for the
lenvatinib Study-204, this is not understood for KEYNOTE-775. Data on PD-L1 status are limited in
KEYNOTE-158 (not available in 70% of patients with dMMR status) while in KEYNOTE-028 all subjects were
PD-L1 positive per inclusion criteria. This is considered a limit for data interpretation for the time being.

No relevant differences are seen in histology (endometrioid vs non endometrioid) among studies based on
additional data provided (not shown). In the dMMR population of KEYNOTE-775 study, most of the subject
has endometrioid histology, which is in line with the characteristics of dMMR EC.

Table 78 - Summary of Efficacy Results of Lenvatinib plus Pembrolizumab, Lenvatinib Monotherapy, and
Pembrolizumab Monotherapy Based on BICR Assessment in pMMR or All-comer Participants

Stlldy 309/KN-77SStlldy 309/KN-775 |Lenvatinib Pembrolizumab Monotherapy
Parameters Combination TPC Monotherapy .
Therapy* Chemotherapy)® |Study-204" KN-028 KN158
Thera Pembrolizumab Doxorubicin or |Lenvatinib Pembrolizumab Pembrolizumab
py plus lenvatinib paclitaxel (24 mg)
. . PD af'ter . | PD-L1+ Advanced |Advanced EC
. =1 previous |>1 previous |1 prior systemic . . .
Population . . . EC with >1 previous [>1 previous
systemic therapy  |systemic therapy |platinum-based . .
chemotherapy systemic therapy systemic therapy
No. of participants pMMR pMMR (N=133) (MMR | (N=24) (MMR |pMMR¢!
(N=346) (N=351) status unknown) status unknown) (N=90)
Median PFS (months)
(95% CI) 6.6 (5.6,7.4) 3.8 (3.6,5.0) 5.6 (3.7,6.3) 1.8(1.6,2.7) 2.1(2.1,2.2)
?ggod/ia&)os (months} ;4 142, 19.9)  [12.0(10.8,13.3)  |10.6 (8.9, 14.9) 13.6 (2.2, 25.2) 10.1 (7.7, 14.9)
ORR (%) (95% CI) 30.3(25.5,35.5) 15.1(11.5,19.3) 14.3(8.8,21.4) 9.5(1.2,304) 7.8(3.2,154)
CR n (%) 18 (5.2) 9(2.6) 1(0.8) 1(4.8) 0
1(\::;;2? DOR (months)lg » ;61 2374y |57 (0.0+-2424) |72 (45 - NE) NR NR

Abbreviations: BICR = blinded independent central review; CI = confidence interval; CR = complete response;
DOR = duration of response; EC = endometroid carcinoma; MMR = mismatch repair; NE = not estimable; NR = not
reached; ORR = objective response rate; OS = overall survival; PD = progressive disease; PFS =progression-free survival;
pPMMR = mismatch repair proficient; TPC = treatment of physician’s choice.

2 Data cutoff date: 26-OCT-2020.

b Data cutoff date: 21-MAY-2012 (for primary analysis); 26-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, participants were not assessed for
MMR status.

¢ Data cutoff date: 23-JAN-2019.

d

Data cutoff date: 06-DEC-2018.
"+" indicates there is no progressive disease by the time of last disease assessment
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Table 79 - Summary of Efficacy Results of Lenvatinib Plus Pembrolizumab and Pembrolizumab Monotherapy
in dMMR Participants with Advanced Endometrial Carcinoma

IKN158 IKN158
Pembrolizumab IPembrolizumab
Parameters Study 309/KN-775* [Study 309/KN-775* [Monotherapy Monotherapy
Combination TPC (data cutoff date: (data cutoff date:
Therapy (Chemotherapy)  |06-DEC-2018) 05-OCT-2020)
No. of participants MSI-H/dMMR MSI-H/dMMR MSI-H/dMMR MSI-H/dMMR
' (N =65) (N=653) (N =49) (N=179)
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)
DOR (months) Median |n=26° n=8" n=28" n=38°
(Range: min, max) NR (2.1+-20.4+) [4.1(1.9+-15.6+) |NR(2.9,27.0+) NR (2.9 - 49.7+)°
Median PFS (months)
(95% CI) 10.7 (5.6, NR) 3.7(3.1,44) 25.7 (4.9, NE) 13.1 (4.3, 34.4)
Median OS  (months) |\p R NR) 8.6 (5.5, 12.9) \R (27.2, NE) \R (27.2, NR)
(95% CI)
Follow-up ~  duration 13 5 9 4 25.1) 8.8 (1.0, 23.8) 4.4(0.5,34.2) 6.5 (0.5, 56.1)
(months) median (range)

Figure 33 -

Kaplan-Meier Estimates of Progresgion-Free Survival Based on BICR in dMMR Participants
in KEYNOTE-158 and Study 309/KEYNOTE-775

Kaplan-Meier Estimates of Progression-Free Survival

Based on RECIST 1.1 per BICR

MSI-H/dMMR Endometrial Carcinoma

(Study 309/KEYNOTE-775)

Kaplan-Meier Estimates of Progression-Free Survival

Based on RECIST 1.1 per BICR
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KEYNOTE-158 - dMMR population (pembrolizumab + lenvatinib)

Table 80 and 81
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Summary of Time to Response and Duration of Response
Based on BICR Assessment per RECIST 1.1 in Participants with Confirmed Response
in dMMR Participants
(ITT Population)

Summary of Best Overall Response
Based on BICR. Assessment per RECIST 1.1
in dMMR Participants
(ITT Population)

Lenvatinib + TPC
Pembrolizumab
(N=65) (N=65)

Number of participants with responsea 26 8
Time to Response (months)

Mean (SD) 373.0) 21(07)

Median (Range) 29(1.7-16.3) 19(1837)
Response Durationb (months)

Median (Range) NR(2.1+-204+) [ 41(1.9+-15.64)
Number (%") of Participants with Extended Response

Duration:

=>6 months 23 (96.0) 3429

=12 months 15(81.7) 1(429)

=18 months 5(74.9) 0 (NR)
# Includes participants with complete response or partial response
® From product-limit (Kaplan-Mezer) method for censored data.
"+" indicates there is no progressive disease by the time of last disease assessment.
NR = Not Reached.
TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel
Database Cutoff Date: 260CT2020

Response Evaluation Lenvatinib + Pembrolizumab TPC

N % 95%Cla N % 05% Cla
Participants in population 65 63
Complete Response (CR) 9 138 | (65.247) 2 31 | (04.10.7)
Partial Response (PR) 17 262 | (16.0.38.5) 6 9.2 (3.5.19.0)
Objective Response (CR+PR) 26 40.0 (28.0,52.9) 8 123 2.8)
Stable Disease (SD) 25 385 (26.7.51.4) 28 431 (308, 56.0)
Disease Control [CR+PR+(SD > 7 Weeks)] 48 73.8 | (61.5.84.0) 31 47.7 | (35.1.60.5)
Clinical Benefit [CR+PR+(SD > 23 Weeks)] 36 554 | (42.507.7) 14 215 | (123,335
Progressive Disease (PD) 7 108 (44,209 15 231 (135,352)
Not Evaluable (NE) 3 46 (1.0.12.9) 1 L5 (0.0.8.3)
No Assessment (NA) 4 6.2 (1.7.15.00 13 200 | (11.1.318)

3B1sed op binomial exact confidence interval method.

NE: Post-baseline assessment(s) available. but not evaluable

No Assessment: No post-baseline assessment available for response evaluation.
For best overall response of CR and PR. only confirmed responses are included.
BICR = Blinded independent central review.

TPC = Treatment Physician’s Choice of doxorubicin or paclitaxel

Database Cutoff Date: 260CT2020

KEYNOTE-158 — dMMR population (pembrolizumab monotherapy)

Table 82 and 83 -

Summary of Time to Response and Duration of Response
Based on RECIST 1.1 per Central Radiology Assessment in Participants with Confirmed
Response
(Baseline MSI-H)
(Cohort D and K — Endometrial Carcinoma)
(MK3475 200 mg Q3W)

(Responders)
MK-3475 200 mg Q3W
(N=79)
Number of participants with response® 38
Time to Response (months)
35(23)

Mean (SD) ’

Median (Range) 2.3 (1.3-10.6)

Response Duration® (months)

Median (Range) l NR (2.9 - 49.7+)

Number (%) of Participants with Extended Response Duration:

=6 months 34(91.8)
=12 months 24 (38.1)
>18 months 19(72.9)
>24 months 18(72.9)
=30 months 17(72.9)
=36 months 12 (68.1)

# Includes participants with confirmed complete response or partial response.

" From product-limit (Kaplan-Meier) method for censored data
"+" indicates there is no prog:
NR=Not Reached.

(Database CutofT Date: 050CT2020)

ssive disease by the time of last disease assessment.

Summary of Best Objective Response Based on RECISTI.1 per Central Radiology
Assessment
(Baseline MSI-H)
(Cohort D and K — Endometrial Carcinoma)
(MK3475 200 mg Q3W)
(ASaT Population for Efficacy Analysis)

Response Evaluation MK3475 200mg Q3W
(N=79)

n % 93% CI*
Complete Response (CR) 11 139 (7.2,23.5)
Partial Response (PR) 27 342 (23.9.45.7)
Objective Response (CR+PR) 38 48.1 (36.7,59.6)
Stable Discase (SD) 14 17.7 (1000, 27.9)
Progressive Disease (PD) 23 29.1 (194, 40.4)
Non-¢valuable (NE) 1 1.3 (0.0, 6.9)
No Assessment 3 38 (0.8, 10.7)

Central radiology assessed responses per RECIST 1.1 (confirmed) are included in this table.
* Based on binomial exact confidence interval method
'No / i

ssment’ (NA) counts partis

ent but no post-baseline ass
before the first post-baseline scan

(Database Cutoff Date: 050CT2020).

pants who had a baseline assessment evaluated by the central radiology
ssment on the data cutoff date including miss scontinuing or death

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
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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. As a result, almost all patients in clinical trials received the 20 mg lenvatinib OD +
pembrolizumab 200 mg Q3W dose. However, in KEYNOTE-775 approximately two/third of subjects had to
reduce the dose of lenvatinib due to side effect.

From the efficacy perspective, in this supportive study Study 111/KEYNOTE-146, a total of 108 patients
with endometrial cancer in 2L+ received the combination, of whom the majority had pMMR tumor and only
11 were dMMR. Overall, the ORR results are supportive of the activity of the combination observed in the
pivotal study KEYNOTE-775. In particular, higher ORR is observed in dMMR compared to pMMR tumors,
although the limited number of dMMR subjects preclude definitive conclusion.

Pivotal study

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 vs treatment of physician’s choice (paclitaxel
or doxorubicin) in participants with measurable advanced endometrial cancer (EC). Patients should have
progressed to 1 prior platinum-based therapy (if given in the adjuvant/neoadjuvant setting, one rechallenge
with platinum was permitted). Prior hormonal therapy was allowed with no restriction. Approximately 37%
of patients in both arms received the treatment study as 1L for advanced/metastatic disease.

As all enrolled subjects (except one in the investigational arm, which was an important protocol deviation)
received prior platinum-based therapy (77.5% one line and 22.2% two lines), and taking into account that
platinum-based treatment is considered the standard first-line in EC!> 16, the wording of the indication was
amended to specify the use of a prior platinum-containing therapy.

Doxorubicin and paclitaxel are regarded valid second-line treatment options after platinum-based treatment
of endometrial cancer. Approximately three-quarters of subjects in the control arm received doxorubicin,
while less than 30% received paclitaxel. Of the latter, approximately 80% received also paclitaxel as
previous treatment. For patients in the control arm receiving paclitaxel, outcome is similar regardless
whether they have received paclitaxel previously. This is reassuring, although, as there are few patients
who were not rechallenged with paclitaxel, no definitive conclusion can be made. The performance of
patients treated with doxorubicin in the control arm appear unexpectedly inferior to patients who received
paclitaxel. It is acknowledged however that patients who received paclitaxel are limited, and it is difficult
to draw definitive conclusion. When analyzed by chemotherapy chosen prior to randomization for all
randomized participant, an advantage of the pembrolizumab+lenvatinib combination is maintained vs each
chemotherapy drug.

Inclusion/exclusion criteria reflect the usual criteria used for immunotherapy trials, which are already
reflected in the pembrolizumab SmPC. In addition, there were several quite strict exclusion criteria related
to hypertension, proteinuria, history of CV disease, previous bleeding, fistula, which is considered
acceptable given the known toxicity of lenvatinib, and have been added to the SmPC section 5.1 in the
description of study population.

In addition, as only patients with ECOG 0-1 were allowed, a significant number of real-world endometrial
cancer patients being treated in second-line setting would have been excluded (as also underlined at the

15 N. Colombo, C. Creutzberg, F. Amant, T. Bosse, et al. ESMO-ESGO-ESTRO Consensus Conference on Endometrial Cancer.
Ann Oncol 2016; 27: 16-41.
16 NCCN Guidelines Uterine Neoplasm, version 2.2021.

Assessment report
EMA/617606/2021 Page 102/170



time of the Scientific Advice, where it was suggested to consider inclusion of ECOG PS 2 patients). Not
qualifying ECOG, together with inadequate organ function or condition that may confound the results, were
indeed the most common reasons for screen failure, suggesting that the target population of advanced
endometrial cancer in the post platinum setting include a not negligible amount of frail subjects with
comorbidities. Therefore, the population included in this study possibly reflect a fitter subgroup of subjects
with advanced endometrial carcinoma and might not be fully representative of an endometrial cancer
population in late line with generally dismal prognosis. The enrolment of only ECOG 0-1 patients is
mentioned in the SmPC.

Apart from that, baseline disease characteristics were overall reflective of a population with advanced EC.
Few more pretreated patients were however included in the control arm.

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.
Not unexpectedly in an open-label trial, more patients in the control rather than in the investigational arm
did not receive the treatment they were randomized to, as well as there were more patients who
discontinued therapy due to subject or physician’s decision.

The study has PFS and OS in the all-comer and in the pMMR population as dual primary endpoints. ORR in
both populations was key secondary endpoint. This is acceptable. At the time of the SA, indeed, the CHMP
questioned that “"PFS does not seem acceptable as a primary endpoint. Approval based on PFS without fully
powered OS superiority would be improbable in advanced endometrial carcinoma after at least one prior
platinum-based treatment.” Study 309/KEYNOTE-775 study is powered also for OS, which is in line with
prior advice. Statistical methods appear standard. Assumptions for median PFS and OS in the control arm
were in line with literature datal” 8,

Patients were stratified according to MMR status, ECOG, geographic region and prior history of pelvic
radiation, which is acceptable. MMR status was assessed centrally with IHC, using a clinical trial assay
testing all four MMR proteins (MLH1, MSH2, MSH6 and PMS2), as usually recommended. The enrolment of
dMMR patients was capped at 15%, which is in line with the expected prevalence of in line with prevalence
of MSI-H EC reported in literaturet® 20,

Number of important protocol deviation was low and similar in both arms, which is reassuring on the study
conduction.

Efficacy data and additional analyses

Results of the Interim Analysis 1 (i.e. final for PFS, interim for OS) with data cut-off date 26 Oct 2020 were
submitted. The median duration of follow up in the overall population of 11.4 months (range 0.3, 26.9).

Baseline patients and disease characteristics were overall well balanced between the two treatment arms
in the ITT population (411 vs 416 patients) as well as in the pMMR population (346 vs 351, comprising 85%
of the all comers). The characteristics of pMMR subpopulation were similar to all comers. PD-L1 expression,
as well as POLE mutations, was not assessed by the MAH.

19 Basil JB, Goodfellow PJ, Rader JS, Mutch DG, Herzog TJ. Clinical significance of microsatellite instability in endometrial
carcinoma. Cancer. 2000 Oct 15;89(8):1758-64.

20 prendergast EN, Holman LL, Liu AY, Lai TS, Campos MP, Fahey JN, et al. Comprehensive genomic profiling of recurrent
endometrial cancer: implications for selection of systemic therapy. Gynecol Oncol. 2019;154:461-6.
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Not unexpectedly in an open-label trial, there are more patients in the control rather than in the
investigational arm who did not receive the treatment they were randomized to, and who discontinued due
to subject’s or physician’s decision. Most common reason for discontinuation in both arms was PD, with
more clinical progression among patients treated with chemotherapy. A higher rate of discontinuations due
to adverse event was observed in the combination arm.

All-comer population

The combination of lenvatinib plus pembrolizumab demonstrated a statistically significant and clinically
meaningful superiority to TPC with respect to PFS and OS in all-comers.

Death event occurred in almost half of the subjects overall, but about 10% more events were reported in
the control arm (46% vs 59%). HR for OS was 0.62 (95%CI 0.51, 0.75, p<0.0001 one-sided), with a gain
of about 7 months in median survival (18.3 vs 11.4 months). OS curves overlap up to month 3 and remained
consistently separated throughout the duration of the evaluation period, although difficult to be interpreted
after month 9 due to high rate of censoring. As OS data is not fully mature yet, the MAH will submit final
OS data for the overall population as well as for MMR subgroups as recommendation (REC) which is
expected in 4Q2022.

Although similar PFS event rates occurred in both arms (ca 68%), a clinically relevant advantage is seen
in PFS [HR of 0.56 (95%CI 0.47, 0.66, p>0.0001 one-sided)] with almost doubled median PFS (7.2 vs 3.8
months in the pembrolizumab+lenvatinib vs TPC arm, respectively) and maintained benefit long-term as
seen in consistent separation of KM curves. PFS sensitivity analyses were consistent with the primary one.
PFS2 data is considered further supportive (HR 0.56). PFS assessed by BICR and investigator was similar.
The rate of agreement between INV and BICR was approximately 80-85%, with no relevant differences in
agreement/disagreement rates noted between the two arms.

ORR was almost doubled in patients receiving pembrolizumab + lenvatinib compared to standard
chemotherapy (31.9% vs 14.7%), with higher rate of CR (6.6% vs 2.6%). Although the ORR of the
combination does not appear particularly outstanding, the improvement compared to standard
chemotherapy is relevant. The higher rate of patients with missing assessment in the control arm compared
to the experimental arm (roughly 13% vs 5%) was due to consent withdrawn after being assigned or having
started treatment in the control arm, which is somewhat related to the open-label study design, despite
the MAH’s intervention to monitor and mitigate discontinuations.

As expected, the median DOR was longer in the experimental arm (14.4 vs 5.7 months), with higher
number of durable responses (71.9% vs 42.6% of responding subjects for 26 months).

The percentage of patients who receive at least one subsequent line of treatment was higher in the control
arm compared to the investigational arm (28% vs 48.1%), despite a similar rate of subjects who
discontinued study treatment in both arms, as well as similar rate of subjects experiencing a PFS event of
disease progression. This raises concern on the ability to receive additional line(s) of treatment, in particular
in subjects who discontinued therapy due to AEs. Additional data showed that 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%). Such difference is not evident in subjects who
had progressive disease, as about half in each treatment arm received subsequent anticancer therapy. The
MAH discussed that there is insufficient data to determine why participants did not start subsequent
systemic anticancer therapy 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
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discontinuation due to AE to disease progression was shorter in the pembrolizumab+lenvatinib arm than in
the control arm, although the low number of subjects assessed should be noted. However, the outcome in
terms of OS and PFS of patients who discontinued treatment due to AE in the two arms appear similar. The
post-hoc nature of the analyses provided as well as the low number of subjects analysed, especially in the
TPC arm, is acknowledged. However, the data provided remarked that pembrolizumab+Ilenvatinib
combination does not have a trivial toxicity, suggesting its use in a more fit population possibly more able
to tolerate such treatment. Also in this context, the inclusion of more detailed information on the patient
population selected in the study (i.e. with exclusion criteria related to the known toxicity of lenvatinib) is
considered relevant.

Although crossover was not permitted, in the control arm 9.1% of ITT patients and 7.7% of pMMR patients
received pembrolizumab+lenvatinib as subsequent line. It's unlikely that this had relevant impact on final
OS results.

Most of the patients receiving subsequent therapy, were indeed able to receive at least two additional lines
of treatment, and a relevant percentage also 3 or more. Taking into account the dismal prognosis of
endometrial cancer, this observation could further underline the fact that subjects enrolled in this study
were more fit than the general population with advanced pretreated endometrial cancer as discussed above.

No relevant differences are seen in older patients from an efficacy perspective. The PFS, OS and ORR benefit
of pembrolizumab + lenvatinib compared to TPC was consistent across classes of age in KEYNOTE-775
study.

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.

pMMR population

The results in the pMMR subgroup, representing about 85% of the all-comers, were overall similar although
slightly inferior compared to the whole population, but were still statistically significant and can be deemed
clinically relevant. OS HR was 0.68 (0.56, 0.84, p=0.0001 one sided), with improvement in median OS
from 12 months in the control arm to 17.4 months in the investigational arm, with similar appearance of
the OS curves as the all comers. The PFS event rate was slightly higher in the investigational arm, but with
a final PFS improvement (HR 0.60, 95%CI 0.50, 0.72, p<0.0001 one sided, median PFS 6.6 vs 3.8 months).
PFS sensitivity analyses and PFS2 (HR 0.62) support the primary results. An improvement was seen also
in terms of ORR (30.3% vs 15.1%), median DOR (9.2 vs 5.7 months) and durable responses (65.6% vs
42.1% responses lasted =6 months).

Subgroup analyses

Treatment benefit in terms of OS, PFS and ORR for lenvatinib plus pembrolizumab compared with TPC
appears overall consistent across all major subgroups analysed, in pMMR and all-comer participants.

dMMR subgroup

The dMMR subgroup was not prespecified in the multiplicity strategy for Type I error control, therefore only
nominal p-values have been provided for the efficacy endpoints. MMR status was however a stratification
factor.

A total of 130 (65 in each arm) had a tumor status of dMMR, representing 15.7% of the all comers
population. The rate of patients still receiving pembrolizumab + lenvatinib at the data cut-off date was
higher in the dMMR compared to the pMMR subgroup (45.3% vs 27.9%). Baseline characteristics in the
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dMMR subgroup were balanced between treatment arms and quite similar to the pMMR population, with
the exception of histology, as most of the pMMR tumor were endometrioid: this is however in line with
literature data?!. The rate of patients still receiving pembrolizumab + lenvatinib at the data cut-off date
was higher in the dMMR compared to the pMMR subgroup (45.3% vs 27.9%).

The combination of lenvatinib plus pembrolizumab was superior to TPC with respect to PFS and OS for the
treatment of dMMR participants. Although dMMR was not statistically tested, PFS and OS benefit are deemed
clinically relevant, and efficacy of the combination appears higher compared to what observed in the pMMR
population (PFS HR 0.36, OS HR 0.37, ORR 40% vs 12.3%, CR 13.8% vs 3.1%, median DOR NR vs 4.1
months).

The efficacy results in the control arm of dMMR subgroup appear quite similar to the control arm of pMMR
population, although the limited number of subjects preclude further conclusion. OS data for pMMR and
dMMR populations are reflected in the section 5.1 of the SmPC

Contribution of components to the combination

Results from Study 204, KEYNOTE-158, and KEYNOTE-028 in order to provide evidence of the contribution
of lenvatinib and pembrolizumab monotherapies to the efficacy of the combination were provided.
KEYNOTE-158 is a phase 2 study of pembrolizumab monotherapy in participants with multiple types of
advanced solid tumors progressed 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 used in
combination with pembrolizumab in Study 309/KEYNOTE-775 (20 mg OD). On the contrary, the same dose
of pembrolizumab (200 mg Q3W) was used in Study 309/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 Study 309/KEYNOTE-775 at this stage is a limit for data interpretation.

For the pMMR subgroup, the ORR of Study 309/KEYNOTE-775 [30.3% (95%CI 25.5, 35.5)], including rate
of CR (5.2%) is indeed greater than ORRs and CRs observed for lenvatinib monotherapy [ORR 14.3%,
95%CI 8.8, 21.4; CR 2.6%) and for pembrolizumab monotherapy [ORR 7.8% (95%CI 3.2, 15.4) with 0%
of CR in KEYNOTE-158; ORR 9.5% (95%CI 1.2, 30.4), CR 4.8%]. The lower bound of the 95% CI of the
ORR for lenvatinib + pembrolizumab was greater than that of the observed point estimate for either
lenvatinib or pembrolizumab administered as monotherapy. Based on the overall data available, a limited
activity of both pembrolizumab and lenvatinib as single agents is observed in previously treated
advanced/metastatic endometrial cancer with pMMR based on single-arm data. The indirect comparison
appears 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, hampering the
possibility to draw definitive conclusion. No meaningful conclusion can be made with regard 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.

21 Basil JB, Goodfellow PJ, Rader ]S, Mutch DG, Herzog TJ. Clinical significance of microsatellite instability in endometrial
carcinoma. Cancer. 2000 Oct 15;89(8):1758-64.
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In patients with dMMR endometrial cancer, the activity of the combination pembrolizumab + lenvatinib in
KEYNOTE-775 appears similar to what shown by pembrolizumab alone in KEYNOTE-158, in terms of ORR,
rate of CR, and DOR. Also PFS and OS did not suggest relevant differences, acknowledging the overall
limited number of dMMR patients as well as the limitation in the assessment of time-related endpoints in
the single arm study. It is noted that in Study 309/KEYNOTE-775 study, the overall humber of dMMR
patients is limited, which is consistent with the expected prevalence of this treatment setting. As a result,
confidence intervals are wide. These aspects limit the ability to make cross-study comparison. Furthermore,
KEYNOTE-775 study was designed and powered to compare lenvatinib plus pembrolizumab with TPC in the
pMMR and all-comer populations. However, although the wide confidence intervals in Study 309/KEYNOTE-
775 are noted, both the point estimates and the confidence intervals of all efficacy endpoints do not suggest
any relevant difference in activity of the combination as compared to pembrolizumab alone in dMMR
pretreated EC.

The MAH argued that the KM curve for the combination of lenvatinib plus pembrolizumab in Study
309/KEYNOTE-775 demonstrates a lower PFS event rate within the first 3 months of treatment initiation
compared with the KM curve for pembrolizumab monotherapy in KEYNOTE-158, suggesting more rapid
disease control with the addition of lenvatinib to pembrolizumab compared with pembrolizumab
monotherapy. However, this is not supported as the same time to response was observed with the
combination and the monotherapy. It is recognised that a higher rate of stable disease was reported with
the combination, but it is not clear whether this translate to a long-term benefit, as no relevant difference
are envisaged in PFS and OS between combination and monotherapy based on indirect comparison.

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 Study 309/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

Overall, favourable efficacy of the pembrolizumab with lenvatinib combination is observed consistently for
primary and secondary endpoints. 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.
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2.5. Clinical safety

Introduction

To support the safety and tolerability of the combination of lenvatinib+pembrolizumab (oral lenvatinib 20
mg QD in combination with IV pembrolizumab 200 mg Q3W) for the treatment of patients with advanced
EC who have disease progression following prior platinum-based systemic therapy in any setting and are
not candidates for curative surgery or radiation, interim analysis data from the pivotal, open-label,
randomized Phase 3, Study 309/KEYNOTE-775 are submitted.

e Study 309/KEYNOTE-775 combination lenvatinib + pembrolizumab (N=406): Subjects with
advanced endometrial carcinoma who had disease progression following prior platinum-based systemic
therapy, who received combination treatment with lenvatinib + pembrolizumab in Study 309/KEYNOTE-
775. (KN-775 lenvatinib plus pembrolizumab group)

e Study 309/KEYNOTE-775 chemotherapy doxorubicin or paclitaxel (N=388): Subjects with
advanced endometrial carcinoma who had disease progression following prior platinum-based systemic
therapy, who received combination chemotherapy treatment with doxorubicin and paclitaxel in Study
309/KEYNOTE-775. (TPC group)

In addition, 3 supportive safety datasets are presented:

¢ Combination lenvatinib +pembrolizumab - Non-endometrial (N=230): Pooled safety data from
participants with confirmed metastatic selected solid tumor types (excluding endometrial carcinoma)
treated with the lenvatinib + pembrolizumab combination in Study 111/KEYNOTE-146. (Lenvatinib and
pembrolizumab non-EC group)

¢ Lenvatinib Monotherapy Safety Set (N=1119): Pooled safety data from participants treated with
lenvatinib monotherapy in 11 studies. (Lenvatinib monotherapy Safety Dataset)

¢ Pembrolizumab Monotherapy Reference Safety Dataset (N=5884): Pooled safety data from
participants treated with pembrolizumab monotherapy, including all participants who received at least
one dose of pembrolizumab in in melanoma, lung, cHL, bladder, and HNSCC in EU-approved conditions
(KNOO1 Part B1, B2, B3, D, C, F1, F2, F3, KN0OO2 (original phase), KNO06, KN010, KNO12 cohort B and
B2, KNO13 cohort 3, KN024, KN040, KN042, KN045, KN048, KN052, KN054, KNO55 and KNO087).
(Pembrolizumab monotherapy Reference Safety Dataset)

To assess potential indication-specific safety concerns, the safety profile of lenvatinib+pembrolizumab
observed in KN-775 (endometrial carcinoma) is compared with that found in the non-endometrial
Carcinoma Safety Dataset from Study 111/KEYNOTE-146.

Data from the Lenvatinib Monotherapy Safety Dataset and the Pembrolizumab Monotherapy RSD are used
to allow for comparison of the safety profile of KN-775 lenvatinib+pembrolizumab with the established
safety profiles for lenvatinib and pembrolizumab monotherapy.
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Table 84 - Summary of clinical safety data sets

Dataset Population Treatment Nomenclature in Nomenclature in Text
Tables

Study N=406: Safety data from participants with advanced Lenvatinib (20 mg KN775 Lenvatinib plus
309/KEYNOTE-775 | endomeirial carcinoma who had disease progression QD) + pembrolizumab | Lenvatinib + pembrolizumab group
combination following prior platinum-based systemic therapy, who (200 mg Q3W) Pembrolizumab?
lenvatinib + received combination treatment with lenvatinib +
pembrolizumab pembrolizumab in Study 309/KEYNOTE-775.
Study N=388: Safety data from participants with advanced Doxorubicin or KN775 Treatment | TPC group
309/KEYNOTE-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 lenvatinib 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), E7080-G000-205

(RCC), E7080-G000-206 (advanced melanoma), E7080-

G000-209 (K1F5B-RET-translocations in NSCLC and

other cancers), E7080-G000-303 (DTC), E7080-G000-

398 (advanced DTC), E7080-G000-703 (advanced

NSCLC), E7080-J081-105 (advanced solid tumors), and

E7080-JO81-208 (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/ke OIW- Dataset®

F3, KNOO2 (original phase), KN006, KN010, KN012 mg/kg Q2W;

cohort B and B2, KNO013 cohort 3, KN024, KN040, 10 mg/kg Q3W;

KN042, KN045, KN048, KN052, KN054, KN055 and 200 mg Q3W)

KNO087T.

Abbreviations: DTC=differentiated thyroid cancer; EC=endometrial carcinoma; ISS=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

As of the 26-OCT-2020 data cutoff, 406 participants received at least 1 dose of the lenvatinib plus
pembrolizumab combination, and 388 participants received at least 1 dose of the doxorubicin or paclitaxel
chemotherapy in Study 309/KEYNOTE-775.
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Table 85 - Summary of drug exposure (APaT population)

KN775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
(N=406) (N=388) (N=230) (N=1119) (N=5884)
Duration of Exposure (month)
Mean 8.93 3.58 11.77 11.61 7.25
Median 7.59 3.43 9.79 5.55 4.86
sSD 6.393 2,969 10.579 14.066 6.783
Range 0.03 to 26.84 0.03 to 25.79 0.10 to 50.40 0.03 to 78.66 0.03 to 30.39

Duration of exposure (month) is calculated as (last dose date - first dose date + 1) / 30.4367.

i Includes all subjects who received at least one dose of lenvatinib in E7080-G000-398, E7080-G000-303, E7080-G000-201,
E7080-G000-204, E7080-G000-703, E7080-G000-203, E7080-G000-205, E7080-G000-206, E7080-J081-208, E7080-G000-209
and E7080-J081-105.

iIncludes all subjects who received at least one dose of pembrolizumab in KN001 Part B1, B2, B3, D, C, F1, F2, F3, KN002
(original phase), KN006, KN010, KN012 cohort B and B2, KIN013 cohort 3, KN024, KN040, KN042, KN045, KN048, KN052,
KN054, KN055 and KNO87.

Database cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KN002: 28FEB2015, KN006: 03MAR2015,
KN054:020CT2017, E7080-G000-206: 01SEP2016)

Database cutoff date for Lung (KNOOL-NSCLC: 23JAN2015, KINO10: 30SEP2015, KN024: L0JUL2017, KN042: 04SEP2018,
E7080-G000-703: 01SEP2016)

Database cutoff date for HNSCC (KN012 cohort B and B2; 26APR2016, KN040; 15MAY2017, KN048; 25FEB2019, KNO05S5;
22APR2016)

Database cutoff date for cHL (KINO13 cohort 3: 28SEP2018, KN087: 21MAR2019)

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

Database cutoff date for Thyroid (E7080-G000-398: 01SEP2016, E7080-G000-303: 01SEP2016, E7080-G000-201: 01SEP2016,
E7080-J081-208: 01SEP2016)

Database cutoff date for Endometrial Cancer (KN775: 260CT2020, E7080-G000-204: 0LSEP2016)

Database cutoff date for Malignant Glioma (E7080-G000-203: 01SEP2016)

Database cutoff date for Renal Cell Carcinoma (E7080-G000-205: 15MAR2018)

Database cutoff date for Adenocarcinoma (E7080-G000-209: 01SEP2016)

Database cutoff date for Solid Tumor (KN146: L8AUG2020, E7080-J081-105; 01SEP2016)

Source: [ISS: adam-adsl; adexsum)]

Table 86 — Drug exposure by duration (APaT population)

KN775 Lenvatinib + Pembrolizumab KN775 Treatment Physician’s KN146 Lenvatinib + Pembrolizumab Lenvatinib Monotherapy Safety Pembrolizumab Monotherapy
Choice (Non-Endometrial Cancer) Dataset! Reference Safety Dataset!
(N=406) (N=388) (N=230) (N=1119) (N=5884)
n | (%) | Person-time n ‘ (%) | Person-time n | (%) ‘ Person-time n ‘ (%) | Person-time n | (%) ‘ Person-time
Duration of Exposure (month)
>0 406 (100.0) 3,627.1 | 388 (100.0) 1,388.6 | 230 (100.0) 2,706.1 | 1,119 |  (100.0) 12,9944 | 5884 | (100.0) 42,653.7
=1 376 (92.6) 3,611.2 | 323 (83.2) 1,358.3 | 215 (93.5) 2,699.2 | 985 (88.0) 12,910.7 | 5,033 (85.5) 42,3153
=3 325 (80.0) 3,505.7 | 213 (54.9) 1,163.3 | 182 (79.1) 2,6323 738 (66.0) 12,436.7 | 3,620 (61.5) 39,491.8
=6 243 (59.9) 31434 | 42 (10.8) 4035 144 (62.6) 24650 | 518 (46.3) 11,4499 | 2,613 |  (44.4) 35,106.4
=12 110 (27.1) 1939.7 | 10 (2.6) 1517 88 (38.3) 19411 | 331 (29.6) 9.8279 | 1,281 (21.8) 229706
=18 48 (11.8) 1,017.5 1 (0.3) 258 47 (20.4) 13311 | 248 (22.2 8,607.8 | 349 (9.3) 12,3952
+ + 1 + + ¥ 2 + + ¥ LSy ¥ ¥ ¥ LSy ¥ ¥ ¥ LSy ¥
=24 [5s [ axny [ w22 [t | w3 [ 258 28 | (23 | o945  [186 | (66) | 73130 103 | (1.8 | 26102

‘ach participant is counted once on each applicable duration category row.
1)/ 304367,
1-398, ET080-GOOC

Duration of exposure (month) is calculated as (last dose date - first dose date +

! ncludes all subjects who received at least one dose of lenvatinib in E7080-GOOC 0-303, E7080-GOOD-201, ET080-G000-204, E7080-GO00-703, ET080-G000-203, E7080-GO00-205, ET080-GO00-206,
E7080-1081-208, E7080-GO00-209 and E7080-1081-105.

¥ Includes all subjects who rex it least one dose of pembrolizumab in KNODL Part BI, B2, B3, D, C. F1. F2, F3, KNOO2 (original phase), KNOG
KNO42, KNO45, KNO4B, K KNO54, KNO55 and KNOST.

abase cutoll date for Melanoma (KNOOI-Melanoma: 18APR2014, KNOO2: 28FEB2015, KNOO6: 03MAR2015, KNO54:020CT2017, ET080-GO00-206: 01SEP2016)

ahase cutofl date for Lung (KNOOT-NSCLC: 23JAN2015, KNO10: 30SEP2015, KN024: 10JUL2017, KNO42: 04SEP2018, ET7080-G000-703: 01SEP2016)

ahase cutoll date for HNSCC (KN012 cohort B and B2: 26APR2016, KNO40: 1SMAY2017, KNO48: 25FEB2019, KN0O55: 22APR2016)

abase cutoll date for ¢cHL (KNO13 cohort 3: 288 3 087: 2IMAR2019)

Database cutofl date for Bladder ( KN045: 260CT20 : 268EP2018)

Database cutofl date for Thyroid (E7080-G000-39 BO-GO00-303: 01SEP2016, ET080-GOO0-201: 01SEP2016, ET080-J081-208: 01SEP2016)

Database cutoll date for Endometrial Cancer (K 260012020, R0-GO00-204: 01SEP2016)

Database cutoll date for Malignant Glioma (E7080-G000-203: 01SEP2016)

Database cutofl date for Renal Cell Carcinoma (E7080-G000-205: 15SMAR2018)

Database cutofl date for Adenocarcinoma (E7080-G000-209: 01 016)

Database cutofl date for Solid Tumor (KN146: 18AUG2020, E7080-J081-105: 01SEP2016)

06, KNO10, KNO12 cohort B and B2, KNO13 cohort 3, KNO24, KNO40,

Source: [1SS: adam-adsl; adexsum]

Table 87 - Summary of administration for Lenvatinib (APaT population)
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KN775 Lenvatinib + KN 146 Lenvatinib + Lenvatinib
Pembrolizumab Pembrolizumab (Non- Monotherapsy
Endometrial Cancer) Dataset'
(N=406) (N=230) (N=1119)
Duration on Lenvatinib {month)
n 406 229
Mean 8.27 11.56
Median 6.95 5.58
sD 6.286 14.066
Range 0,03 1o 26.84 (.10 w 5040 0.03 10 78.66
Dose Intensity (mg/day)
n 406 229 1119
Mean 13.98 14.47 18,70
Median 1377 14.03 20,07
sD 4380 4130 5205
Range 327w 20000 325 1w 2000 5.08 102548
Received Dose as Percentage of Planned Starting Dose (%)
n 406 229 119
Mean 69.91 72.34 77.93
Median 6885 7016 83.61
sD 21.899 20.651 21.688
Range 16.34 o 10000 1623 1w 100.00 21.15 o 106.17

Duration on lenvatinib (month) is caleulated as (last dose date of lenvatinib - first dose date of lenvatinib + 1) / 30.4367.

Dose intensity (mg/day) = total dose received / treatment duration

Received dose as percentage of planned starting dose (%) = dose intensity (mg/day ) / planned daily dose (mg/day) x 100

ncludes all subjects who received at least one dose of lenvatinib in E7080-G000-398, E7080-G000-303, ET080-G000-201,
ET7080-GO00-204, E7080-GO00-703, ET080-GO00-203, E7080-G0O00-205, ET080-G000-206, ETO80-J081-208, E7080-GO0D0-209
and E7080-J081-105.

Database cutofT date for Melanoma (E7080-GO0D-206: 018EP201 6)

Database cutofT date for Lung (E7080-GO00-703: 01SEP2016)

Database cutofT date for Thyroid (E7080-GOO0-398: 01SEP2016, E7080-GO00-303: 01SEP2016, ET080-GO00-201: 01SEP2016,
ET7080-J081-208: 01SEP2016)

Database cutofT date for Endometral Cancer (KNT75: 2600712020,

1se cutofT date for Malignant Glioma (E7080-G000-203: 01SEP2016)

wse cutofT date for Renal Cell Carcinoma (E7080-GO00-20 MAR2018)

Database cutoff date for Adenocarcinoma (E7080-GO00-209: 01SEP2016)

Database cutofT date for Solid Tumor ( KN146: 18AUG2020, E7080-J081-105: 01SEP2016)

ST080-GO00-204: 01SEP2016)

Source: [ am-ads|; adexsum]

Table 87 - Summary of administration for Pembrolizumab (APaT population)

KN Lenvatinib + KNI46 Lenvatinib + Pembrolizumab Monotherapy
Pembrolizumab Pembro izumab (Non- Reference Safety Dataset!
Endometrial Cancer)
(N =406) (N=230) (N =5884)
Pembrolizumab Pembrolizumab Pembrolizumab
n (%) n (%) n (%)
Number of Administrations
=1 406 (100.0) 230 (100.0) 5884 (100.09
E 383 (94.3) 219(95.2) 5481 (93.2)
361 (88.9) 205 (89.1) 5023 (85.4)
337 (83.0) 192 (83.5) 38 (T5.4)
319 (78.6) 177 A 4013 (68 2)
295 (72.7) 163 (70.%) 3608 (61.3)
270(66.5) 155(67.4) 3269 (35.6)
Mean 121 143 1.6
Median 10.00 120 8.0
SD 8.7 16 101
Range 1 to 35 1035 1 1059

Each subject 1s counted once on each applicable number of administrations category row.

3, KNDO2
KND4S, KNO52,

J Includes all subjects who received at least one dose of pembrolizumab in KNODT Part B1, B2, B3, D, C, F1, 2
(original phase), KNOD6, KNOTO, KNOI2 cohort B and B2, KNO13 cohort 3, KNO24, KNO40, KN0O42, KND45,
KNO54, KN and KNOS7T.

Database cutol] : for Melanoma (KNOO 1-Melanoma: 18APR2014, KNOO2: 28FEB2015, KNOO6: 03MAR2015,
KNO54:020CT2017)

Database cutolT date for Lung (KNOOT-NSCLC: 23JAN2015, KNO10: 30SEP2015, KNO24: T0JUL2017, KNO42: (4SEP2018)

abase cutolT date for HNSCC (KNO12 cohort B and B2: 26APR2016, KNO4D: [SMAY 2017, KNO4S: 25FEB2019, KNO55:

PR2016)

Database cutofT date for cHL (KNOL3 cohort 3: 28SEP2018, KNOST:

ase cutolT date for Bladder (KN045: 260CT2017, KNO:

Database cutofT date for Solid Tumor (KN146: 18BAUG2020)

Database cutofT date for Endometrial Cancer (KN775: 260C12020)

Source: [ISS: adam-adsl: adexsum]

2IMAR2019)
(P2O18)
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Demographic and Other Characteristics of Study Population

Table 88 - Participants characteristics (APaT population)

KNT775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset! Reference
Choice (Non- Safety Dataseti
Endometrial
Cancer)
n (%) n (%) n (%) n (%) n (%)
Participants in population 406 388 230 1,119 5,884
Sex
Male 0 (0.0) 0 0.0) [173 (75.2) | 554  (49.5) | 3.887 (66.1)
Female 406 (100.0) | 388 (100.0) | 57 (24.8) | 565 (50.5) 1,997 (33.9)
Age (Years)
<65 205 (30.5) | 192 (49.5) | 127 (35.2) | 700 (62.6) 3,385 (37.5)
>=65 201 (49.5) | 196 (50.5) | 103 (44.8) | 419 (37.4) 2,499 (42.5)
Mean 63.2 638 61.7 598 60.6
sD a1 93 11.1 11.6 132
Median 64.0 65.0 63.0 61.0 62.0
Range 30to 35to 31to 21to 15t0
82 86 87 89 94
Race
American Indian Or Alaska 4 (1.0) 7 (1.8) 0 (0.0) 2 (0.2) 29 (0.5)
Native
Asian 85 (20.9) 86 (22.2) 3 (1.3) 178 (15.9) | 638 (11.2)
Black Or African American 17 (4.2) 14 (3.6) 12 (5.2) 23 2.1) 108 (1.8)
Multiracial 7 mn 13 (34) 0 0.0) 0 0.0) 66 (L.1)
Native Hawaiian Or Other Pacific 1 0.2) 0 (0.0) 1] (0.0) 4 0.4 4 0.1)
Islander
Other 0 (0.0) 0 0.0) 10 (43) 12 11 0 (0.0)
White 256 (63.1) | 225 (58.0) | 201 (87.4) | %00 (80.4) 4444 (75.5)
Missing 36 (89) | 43 (11.1) 4 .7 0 0.0) | 575 (9.8)
Ethnicity
Hispanic Or Latino 60 (14.8) 68 (17.5) 22 (9.6) 43 (3.9) 389 (6.6)
Not Hispanic Or Latmo 04 (74.9) | 266 (68.6) | 208 (90.4) 1,069 (93.5) 4,690 (79.7)
Not Reported 33 81 | 45 (11.6) 0 (0.0) 1 1) | 181 3.1
Unknown ] (2.2) 9 (2.3) 0 (0.0) 1] (0.0) 110 (1.9)
Missing 0 (0.0) 0 0.0) 0 (0.0) 6 03 | 514 87
Age Category (vear)
<65 205 (50.5) | 192 (49.5) | 127 (55.2) | 700 (62.6) 3,385 (57.5)
65-74 166 (40.9) | 157  (40.5) | 78 (33.9) | 321 @87 | 1,737 (29.5)
75-84 35 (8.6) 37 ©5) | 23 (10.0) | 96 86) |663  (113)
>=85 0 (0.0) 2 0.5) 2 0.9) 2 0.2) 99 n
ECOG Performance Status
KN775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset! Reference
Choice (Non- Safety Dataset!
Endometrial
Cancer)
n (%) n (%) n (%) n (%) n (%)
[0] Normal Activity 244 (60.1) | 224 (57.7) 105 (45.7) | 492 (44.0) 2,761 (46.9)
[1] Symptoms, but ambulatory 162 (39.9) 164 (42.3) 125 (54.3) | 452 (40.4) 2,931 (49.8)
Other/Missing 0 (0.0) 0 (0.0) 0 (0.0) | 175 (15.6) | 192 (3.3)
Geographic Region
EU 114 (28.1) | 128 (33.0) 14 (6.1) | 385 (34.4) 2,092 (35.6)
Ex-EU 202 (71.9) | 260 (67.0) | 216 (93.9) | 734 (65.6) 3,792 (64.4)

Adverse events

AEs were coded using MedDRA (v23.1). AEs in Study 309/KEYNOTE-775 were reported according to NCI
CTCAE v4.03.
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The All Participants as Treated (APaT) population was used for the analysis of safety data of KN-775 study.
The APaT population consists of all randomized participants who received at least 1 dose of study treatment.
Participants are included in the treatment group corresponding to the study treatment they actually
received.

Table 89 - Adverse events summary (APaT population)

KN775 Lenvatinib + KN775 Treatment KN146 Lenvatinib + Lenvatinib Monott 3 P b
Pembrolizumab Physician s Choice Pembrolizumab (Non- Safety Dataset! Monotherapy Reference
Endometrial Cancer) Safety Dataset!
n (%) n (%) n (%) n (%) n (%)
Participants in population 406 388 230 1,119 5.884
with one or more adverse events 405 (99.8) 386 (99.5) 230 (100.0) 1.108 (99.0) 5,690 (96.7)
with no adverse event 1 (0.2) 2 0.5) 0 (0.0) 11 (L.0)y 194 33
with drug-related® adverse events 395 (97.3) 364 (93.8) 225 (97.8) 1,060 94.7) 4,132 (70.2)
with toxicity grade 3-3 adverse events 361 (88.9) 282 2.7 203 (88.3) 899 (80.3) 2,829 4.1
with toxicity grade 3-3 drug-related adverse events 316 (77.8) 229 (39.0) 151 (63.7) 724 (64.7) 913 (15.5)
with serious adverse events 214 (52.7) 118 (304 129 (36.1) 613 (54.8) 2,266 (38.5)
with serious drug-related adverse events 135 (33.3) 55 (14.2) 59 25.7) 330 (29.5) 656 (11.1)
with dose interruption of any drug due to an adverse event 281 (69.2) 105 27.1) 195 (84.8) 757 (67.6) 1,492 254
interruption of Pembrolizumab 203 (50.0) - 122 (33.0) - 1,492 (254)
interruption of Lenvatinib 238 (58.6) - 187 (81.3) 757 (67.6) -
interruption of both Pembrolizumab and Lenvatinib 125 (30.8) - 89 (38.7) - -
with dose reduction of Lenvatinib due to an adverse event 270 (66.5) - 152 (66.1) 531 (47.5) -
who died 23 [6R)] 19 9 24 (10.4) 97 8.7 312 (33)
who died due to a drug-related adverse event 6 (1.5) 8 Q.10 5 22 27 () 39 ©.D
discontinued any drug due to an adverse event 134 (33.0) 31 (8.0) 65 (28.3) 299 (26.7) 790 (13.4)
discontinued Pembrolizumab 76 (18.7) - 55 239 - 790 (13.4)
discontinued Lenvatinib 125 (30.8) - 57 (24.8) 299 (26.7) -
discontinued both Pembrolizumab and Lenvatinib 37 (14.0) - 42 (18.3) - -
discontinued any drug due to a drug-related adverse event 108 (26.6) 22 [EN)] 40 (17.4) 208 (18.6) 410 7.0y
discontinued Pembrolizomab 40 99 - - - 410 (7.0)
discontinued Lenvatinib 92 - - 208 (15.6) -
discontinued both Pembrolizumab and Lenvatnib 20 - - - -
discontinued any drug due 1o a serious adverse event B8 14 (3.6) 41 (17.8) 179 (16.0) 9.7)
discontinued Pembrolizumab 60 - 35 (15.2) - (9.7)
discontinued Lenvatinib 81 - 36 (15.7) 179 (16.0) -
discontinued both Pembrolizumab and Lenvatinib 50 - 30 (13.0) - -
discontinued any drug due 1o a serious drug-related adverse 61 8 (2.1 21 (9.1) 105 (0.4) 245 4.2)
event
discontinued Pembrolizumab 28 (6.9) - - - 245 4.2)
discontinued Lenvatinib 50 (12.3) - - 105 [EX ] -
discontinued both Pembrolizumab and Lenvatinib | 17 (4.2) - - - -
* 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 drg 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 KN 146 dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up o 90 days of last dose are included.

For lenvatinib monotherapy safety dataset, both non-serious adverse events and serious adverse events up to 30 days of last dose are included

sel, non-serious

For pembrolizumab monotherapy reference safety

verse events up 10 30 days of last dose and serious adverse events up 1o 90 days of last dose are included.

!Includes all subjects who received at least one dose of lenvatinib in E7080-G000-398, E7080-GO00-303, E7080-G000-201, E7080-G000-204, E7080-G000-703, E7080-GO00-203,

ST080-J081-208, E7080-GO00-209 and E7080-J081-105

J Includes all subjects who reeeived at least one dose of pembrolizumab in KNOOI Part B1, B2, B3, D, C, FI1, F2, F3, KN002 (original phase), KNOO6, KNO10, KN012 cohort B and B2, KN0O13 cohort 3, KN024, KNO40,
KNO42, KNO4S, KNO48, KNO32Z, KNO54, KN and KNOS7.

Database cutofl date for Melanoma (KNOOL-Me!

Database cutofl’ date

Database cutofl” date for HNS

Database cutoff date for cHL (KNO13 cohort 3: 2RSEP2018, KNOS7: 2 1MAR2019)

Database cutoff date for Bladder ( KNO45: 260CT2017, KNO52: P2018)

Database cutoff date for Thyroid (E7080-GO00-398: 01SEP2016, ET080-G000-303: 01SEP2016,

Database cutoff date for Endometrial Cancer (KN 260CT2020, ET080-GO00-204: 018EP2016)

L7080-GO00D-203: 01SEP2016)

B0-GOO0-2 MAR2018)

SGON0-209: 01 2016)

Database cutoll date for Solid Tumor (KN146: 1SAUG2020, E7080-J081-105: 01SEP2016)

T080-GO00-205, ET080-GO00-206,

{B2015, KNOD6: 03IMAR2015, KNO54:020CT12017
5, KNO24: 10JUL201 (4SEP201 8 0-GO0
{B2019, KNO55: 22APR2016)

080-GO00-206: 01SEP2016)
703: 01SEP2016)

or

080-GOD0-201: 01SEP2016, E7080-1081-208: 01SEP2016)

Database cutoff date for Malignant Glioma

for Renal Cell Carcinom:
Database cutoff date for Adenocarcinoma (E708

Database cutofl date

Source: [1SS: adam-adsl; adac]

Table 90 - Exposure adjusted Adverse events summary (including multiple occurrences of events) (APaT
population)
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Event Count and Rate (Events/ 100 person-months)*

K NTT35 Lenvatinib + EMNTTS Treatment EMN 146 Lenvatinib + Lenvatinib Monotherapy Pembio lzumab
Pembrolizmab Physician's Choice Pembrolizumab (Mon- Safety Dataset’ Monotherapy Reference
Endometrial Cancer) Safety Datasef
MNumber of Subjects exposed 406 388 230 1119 SBE4
Total cxposure” in person-months 3919.48 1765.17 287554 14052.8 4TREIE
Total events {rate)
with one or more adverse events 091 (231.94) 4526 (25641) GEED (232.30) 1858 (236.70) GLE00 (128.64)
with no adverse event 1 0.03) 2 0.11) 0 (0.00) 11 0.08) 194 (0.41)
with dmug-related: adverse events 5221 (133.21) 2703 (153.13) 773 (131.21) 21177 (150.70) 19283 140.27)
with ixicity grade 3-5 adverse cvents 1216 {31.02) 861 {48.78) T40 {25.73) 3190 {22.70) 6162 {12.87T)
with foxicity grade 3-5 drug-relted adverse events 726 (18.52) 09 (34.50) 152 (12.24) 1984 (14.12) 1374 (2.87)
with serious adverse events 308 (10.15) 178 (10.08) 184 (9.88) 1358 19 .66) 4094 (8.55)
with scrious drug-related adverse cvents 202 (5.15) 72 (4.08) 82 (2.85) 533 (3.79) a6 (1.91)
with dose interruption of any dnig due to an adverse cvent 830 (21.18) 203 (11.50) 769 (26.74) 3141 22.71) 2677 (5.59)
interruption of Pembroizumab 442 (11.28) - 283 (9.84) - 2677 (5.59)
imterruption of Lenvatinib Gl6 (15.72) - 671 (23.33) 391 (22.71) -
interruption of both Pembrolizumab and Lenvatinib 228 (3.82) - 185 (6.43) - -
with dose reduction of Lenvatinib due o an adverse event 504 {15.16) - 327 {11.37) 1307 {9.30) -
who died 1 (0.59) 19 (1.08) 28 (0.97) 101 {0.72) 39 (0.67)
who dicd duc to a drug-related adverse ovent & 0.15) ] 045) ] (0.17) 29 021y 39 (0.08)
discontinued any drug duc to an adverse cvent 196 (5.00) 41 232) 89 (3.10) 431 (347) 863 (1.80)
di Pembrolizumab 101 (2.58) - 71 (247) - 863 (L.B0)

Event Count and Rate (Events/ 100 person-months)*

ENTT5 Lenwvatinib + EMT75 Treatment EM 146 Lenvatinib + Lemwatinib Maonotherapy Pembio | zunab
Pembrolizum ab Physician’s Choice Pembrolizumab {Mon- Safety Dataset” Monotherapy Reference
Endometrial Cancer) Safety Datasef
discontinued Lenvatinib 164 (4.18) 73 (2.54) 432 (307) -
discontimeed both Pembrolizumab and Lenvatinib o9 (1.76) 55 (1.91) -
discontimued any dnig due to a dug-related adverse event 156 (3.98) 3l (1.76) 55 (1.91) 02 (2.08) B (0.94)
discontinued Pembrolizumab 56 (1.43) - - HE (0.94)
discontinued Lenvatinib 124 (3.16) - 02 (2.08) -
discontimued both Pembrolizumab and Lenvatinib 24 (0.61) - - -
discontinued any dnig due to a serious adverse event a5 (2.42) 15 (0.85) 50 (1.74) 212 (1.51) 2] (1.27)
discontinued Pembrolizumab 6l (1.56) 42 (L46) 09 (L27)
discontinued Lenvatinib 85 2.17) 45 (1.56) 212 (1.51) -
discontimeed both Pembrolizumab and Lenvatinib 51 (1.30) 7 (1.2 - -
discontinued any dnag due to a serious drug-related adverse 4 (1.63) g 045) 25 (0.87) 118 (0.54) 239 (0.54)
event
discontinued Pembrolizumab o {0.74) - - 159 (0.54)
discontinued Lenvatinib i3 (1.35) - 118 (0.54) -
Event Count and Rate (Events/' 100 person-months)™
KNT75 Lenwvatinib + EMNT775 Treatment EMN 146 Lenvatinib + Lenvatinib Monotherapy Pembiro lzumab
Pembrolizumab Physician’s Choice Pembrolizumab (Non- Safety Datasct Monotherapy Reference
Endometrial Cancer) Safety Datasef

discontinued both Pembrolizumab and Lenvatinib

15 (0.46)

* Event rate per 100 person-months of cxposune = event count * 100/ person-months of cxposure.
" Drug exposure is definedas fic interval between the first dose date and the carlier of the last dose date + 30 or the database cutoff date.

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

MedDRA prefermed ems "Neoplas m Progression”™, "Malignant Weo plasm Prog ression” and "Discase Progression”™ mot related to the drug are excluded.

Grades are based on NCI CTCAE version 4.0.

For KMN773 datasct, non-serious advorse cvens up to 30 days of st dose and scrious adverse events upte 120 days of last dosc are included.
For KM146 dataset, non-serious adverse events up to 30 days of st dose and serious adverse events up to 0 days of last dose arc included.
Far lenvatinib monotherapy safety dataset, both non-serious adverse events and serious adverse events up to 30 days of st dose are included.

Faor pemt maonotherapy

=afety dataset, non-serious adverse cvents wp to 30 days of last dose and scrious adverse events up to 0 days of bst dose are incleded.

* Includes all subjocts who reccived at least one dosc of lenvatinib in ET0B0-GOD0-398, ETOR0-GO00-303, ETOE0-GO0M0-201, ETOR0-GODD-204, ETOR0-GO00-T03, ET0B0-GO00-203, ETOE0-GO00-205, ETORD-GOO0-206,

ETOEQ-JOE1-208, ETOR0-GODD-209 and ETOR0-JOE 1-105.

! Includes all subjects who reccived at least one dosc of pembrolizumab in ENOOL Part B1, B2, B3, D, C, F1, F2, F3, KMNDO2 {original phaze), KNODG, KENO10, EMN012 cohort B and B2, KNOL3 cohort 3, KKNO24, B0,
KN04Z, KNO45, KNO4E, KNS, KNDS4, KNO5S and KNOET.

Database cutoff date for Melmoma (KNO01-Melanoma: 1 EAPRI014, KNODZ: ZEFEBI0LS, KNODG: 03MAR201S, KNOS4:020CT2017, ETOB0-GO0D0-206: 01SEP2016)

Databasc cutoff date for Lung (KNOD1-NSCLC: 23JAN2015, KNOLO: 30SEP2015, KNO24: 10JUL2017, KNO42: (4S5EP20 18, ETOR0-GO00-703: 01SEP2016)

Dratabasc cuteff date for HNSCC (KNO12 cobort B and BZ: 26APR20 16, KN4 ISMAY 2017, KN(ME: 2SFEB2019, KNO 35 2ZZAPRI016)

Diatabase cutoff date for cHL {KND 13 cohort 3: 2ZESEP201E, KNOET: 2IMARID19)

Database cutoff date for Bladder { KND45: 260CT 2017, KN0S2: 265EP201L E)

Daatabasc cutoff date for Thy mid (E 7080-GO00-398: 01SEP2016, ETOS0-GOM-303 : 01SEF2016, ETOB0-GOO0-201: 0 1SEP2016, ETOS0-JO81-208: 01SEP2016)

Database cutoff date for Endometrial Cancer (KN775: 260CT 2020, ET080-GO00-204: 01SEP2016)

Diatabase cutoff date for Malignant Glioma (ET080-GO00-203: 01SEP2016)

Database cutoff date for Renal Cell Carcinoma (ET0ED-G000-205: 1 SMARI01E)

Databasc cutoff date for Adenocarinoma (E70B0-GOM0-209: 01 SEF2016)

Database cutoff date for Solid Tumor (KN 146: 1BAUG020, ETOR0-J0EL-105: 01SEP2016)

Source: [IS5: adam-adsl; adac]
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Most Common Adverse Events

Table 91 - Participants with adverse events by decreasing incidence (incidence =10% in one or more
treatment groups) (APaT population)

KN775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinb + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset! Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
n (%) n (%4) n (%) n (%) n (%)
Participants i population 406 388 230 1,119 5,884
with one or more adverse events 405 (99.8) | 386 (99.5) | 230 (100.0) 1.108 (99.0) 5.690 (96.7)
with no adverse events 1 0.2) 2 (0.5) 0 ({0.0) 11 (1.0) 194 (3.3)
Hypertension 260 (64.0) 20 (5.2) 97 (42.2) | 672 (60.1y | 295 (5.0
Hypothyroidism 233 (374 3 (0.8) 87 (37.8) | 146 (13.0) | 651 (11.1)
Diarrhoea 220 (34.2) 78 (20.1y | 135 (38.7) | 380 (31.8) 1,200 (204
Nausea 201 (49.5y | 179 (46.1) | 116 (504) | 475 (42.4) 1.213 (20.6)
Decreased appetite 182 (44.8) 82 (21.1) | 113 (49.1) | 309 (45.3) 1,136 (19.3)
Vomiting 149 (36.7) 21 (20.%) 77 (33.3) | 373 (33.3) | 732 (124
Weight decreased 138 (34.0) 22 (&l 65 (283) | 390 (34 9y | 561 95
Fatigue 134 (33.0) | 107 (27.6) | 147 (63.9) | 337 (48.0) 1,884 (32.00
Arthralgia 124 (30.5) 31 (8.0 93 (40.4) | 343 (30.7) 1,104 (18.8)
Proteinuria 117 (28.8) 11 (2.8) 93 404y | 389 (34.8) 34 0.9
Anaemia 106 (26.1) | 189 (48.7) 32 (13.9) 92 (8.2) 836 (14.2)
Constipation 105 (25.9) 96 (247 70 (30.4) | 300 (26.8) | 995 (16.9)
Urinary tract infection 104 (25.6) 39 (10.1) 29 (12.6) | 119 (10.6) | 384 (6.3)
Headache 101 (24.9) 34 (8.8) 59 (25.7y | 337 (319 | 711 (12.1y
Asthenia 96 (23.6) 95 (24.5) 16 (7.0 193 (17.7) | 666 (11.3)
Dysphoma 93 22.9) 2 0.3) 82 (35.7) | 331 (B3l4y | 127 2.0
Alanine aminotransferase 86 21.2) 20 (5.2) 24 (10.4) 90 (8.0) 393 (6.7
increased
Palmar-plantar 86 21.2) 3 (0.8) 53 (23.0) | 233 (20.8) 19 (0.3)
erythrodysaesthesia syndrome
Abdominal pain 83 (20.4) 53 (13.7) 46 {200y | 229 (20.5) | 480 (8.2)
Aspartate aminotransferase 80 (19.7) 17 4.4 24 (10.4) 82 (7.3) 384 (6.5)
increased
Stomatitis 78 (19.2y 47 (12.1) 76 (33.0) | 310 (27.7y | 144 2.4)
Hypomagnesaemia 12 (17.7) 26 (6.7) 28 (12.2) 51 (4.6) 160 2.7
Myalgia 12 (177 19 4.9) 27 (11.7) | 168 (15.0y | 430 (7.3)
Rash 61 (15.0) 13 34 35 (152) | 162 (145 | 904 (154
Pyrexia 58 (14.3) 29 (7.3 27 (11.7) | 134 (12.0) | 746 (12.7)
Abdominal pain upper 33 (13.1) 27 (7.0) 15 6.5) 167 (1497 | 213 (3.6)
Cough 33 (13.1) 51 (13.1) 28 (38.3) | 245 21.9) 1148 (19.5)
Hypokalaemia 33 (13.1) 26 (6.7) 22 (9.6) 96 (8.6) 270 (4.6)
Blood thyroid stimulating 52 (12.8) 1 (0.3 16 (7.0 80 (7.1) a7 (1.6)
hormone increased
Hypertriglyceridaemia 51 (12.6) 11 (2.8) 31 (13.5) 35 (3.1) 28 (1.5)
Blood alkaline phosphatase 50 (12.3) 15 3.9 22 (9.6) 56 (3.0 240 4.1
increased
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Platelet count decreased 50 (123 | 22 (5.7 12 (5.5 33 (4.9) 73 (1.2
Back pain 9 an | 2w g5 | 44 qen |0 (179 |82 (113
Mucosal inflammation 44 (121) | 3% (9.5) 0 0.0y 25 (2.2) 92 (1.6)
Oedema peripheral 49 (2 | 6 @3 | 44 ey |13 7 |51z &7
Hyperthyroidism 47 e | 4 am | 11 @Es | ™ 028 |M7 @D
Dryspnoea 46 (113 | 42 (10.8) 63 (27.4) | 202 (18.1y | 989 {16.8)
Lipase increased 45 (11.1) & (213 32 (139 | 41 (3.7 27 0.5
Pain in extremity 45 1L | 21 e | 40 7 | 153 Q3T |39 (68
Blood creatinine increassd 44 (10.8) 10 (1.8) 28 (12.2) 54 (48) | 136 (4.4)
Thrombocytopenia 44 (108 | 26 6.7 & (3.5 | 103 (9.2) &9 (1.5
Dizziness 42 o3 | 20 G741 78 153 sn |40 (73
Prusitus 42 e | 12 @Gy | 31 (3s | 8 By 1,060 (12.0)
Diry mouth 40 (2.9) 11 (28 2% (12.6) | 147 (13.1) | 284 {4.8)
Dysgeusia 0 e |2 gm | 22 o | TP o [0 09
Hyponatraemia 36 (8% | 18 (48 | 36 (15T | 66 (59 |5 (5%
Insommnia 33 (5.1} 20 (3.2 2 (13.9y | 133 (119 | 429 (7.3)
Epistaxis 3k 7.5 10 (2.8) n (11.7y | 140 (12.5) 83 (1.4)
Neutropenia 0 (74 | 131 @33m 2 e | M 3o | 49 08
Dy sk 2B (6.9 11 (2.8) 27 (1.7 | 117 (10.5) | 304 (3.2)
Leukopenia 28 (6.9) 51 (13.1) 2 (0.9} 32 (2.9) 46 (0.8)
Dyspepsia 27 6T | 19 @ | 25 (108 | 113 (100 | 149 295
Dehydration % (64) 8 @l | 340 4m w5 @a (08 39
Alopecia 2 G4 [1200 Goe | 6 (26 | e @0 | 87 (15
Nevotrophil count decreased 22 (5.4} 94 (24.2) 4 (1.7} 18 (1.6} 37 (0.8)
Oropharyngeal pain 2 (54 8 (23 | 435 (&7 | 119 (106 | 196 (33
Oral pain W 49 3 o8 | 3 qom | T ogn | 45 om
White blood cell countdecreased | 20 (49 | 60 @s5 | 3 a3 |26 @» | 57 awm
Rash maculo-papular 15 (3.7 2 (0.5) 32 (13.9) 15 (1.3 | 202 (34
Museular weakness 13 Gn 5 a3 |27 omn | on (157 2n
Nasal cengestinn 77 5 a3 |27 om0 oon (s 29

Rhinorrhoea 3 wn a4 aowm 2w awy [ oy [ a9

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

A specific adverse event appears on this report only 1T its incidence in one or more of the columns meets the incidence cnterion in
the report title, afier rounding.

Med DRA preferred tenms "Neoplasm Progression”, "Malignant Neoplasm Progression” and "Disease Progression” not related o
the drug are excluded.

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
included.

For lenvatimib 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-senous adverse events up to 30 days of last dose and serious
adverse events up to M0 days of last dose are included.

Includes all subjects who received at least one dose of lenvatinib in E7080-GO000-308, E7080-G000-303, ET080-G000-201,
ET080-GO000-204, ET080-G000-703, ET080-G000-203, ET080-G000-205, ET080-GO00-206, ET080-1081-208, ET080-G000-209
and ET080-J081-105.

J Includes all subjects who received at least one dose of pembrolizumab in KNOOL Part B1, B2, B3, D, C, F1, F2, F3, KN002
(original phase), KNOD6, KNOLO, KNO12 cohort B and B2, KNO13 cohort 3, KNO24, KNOA0, KNO42, KNO45, KNO4S, KNO52,
KNO54, KNO55 and KNOST.

Database cutolT date for Melanoma (KNOO1-Melanoma: [SAPR2014, KNOO2: 28FEB2015, KNOO6: 03MAR2015,
KNO054:020CT2017, ET080-GO00-206: 01SEP2016)

Database cutofT date for Lung (KNOOT-NSCLC: 23JAN2015, KNO10: 30SEP2015, KNO24: T0JUL2017, KNO42: (4SEP2018,
ET7080-GO00-T03: 01SEP2016)

Database cutofT date for HNSCC (KNO12 cohort B and B2: 26 APR2016, KNO40: 15MA Y2017, KNO48: 25FEB2019, KNO55:
22APR2016)

Database cutofT date for cHL (KN013 cohort 3: 285EP2018, KNOST: 2IMAR2019)

Database cutofT date for Bladder ( KNO45: 260CT2017, KN052: 265EFP2018)

Database cutofT date for Thyroad (E7080-GO00-398: 015EP2016, ET0R0-GO00-303: 015EF2016, ET080-GO00-201: 015EP2016,
ET080-J081-208: 015EP2016)

Database cutefT date for Endometnal Cancer (KN773: 260CT2020, ET080-GO00-204: 01SEP2016)

Database cutolT date for Malignant Glioma ( ET080-GO00D-203: 01SEP2016)

Database cutoff date for Renal Cell Carcinoma (E7080-GO00-205: 15MAR2018)

Database cutofT date for Adenocarcinoma (E7080-GO00-209: 01SEP2016)

Database cutolT date for Solid Tumor (KN146: 18AUG2020, ET080-1081-105: 01SEP2016)

Source: [15S: adam-adsl; adae]
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Risk difference between KN-775 treatment groups for common AEs are shown in the Figure below.

Figure 34 - Rainfall plot for adverse events (incidence =10% in one or more treatment groups) in all-comer

participants (APaT population)

AE Proportion Rizk Diff. + 95% 1 Lemvatinik + Pembrolizumakb T
(%) (Percemage Podnts) B (%) n (o)
Hypertension| W - | | 260 (4.0 20 {5.3)
Hypoibyroidizn| m - | |- 235 (57.4) 5 (0.49)
Diarrhoea [ ] - | | 20 (W3 TH (20.1)
Weight decreased| ® - | L al 133 (34400 22(5.7)
Prodednaria| W * - 117 (H.E) 11 {2.B)
Thecrenmpd appeiie u - | L THD (44 B) HI (1)
Acribiralgia [ * | e 1244 (30.5) 31 (8.0}
Dysphonia| @ # | 93 (229} 2 (0.5)
Palinar-plamar ervthiodysiesthesn svislione:| m * I 3 A6 (21.3) 3 (0.8)
Headsclse " # | E 100 (24590 34 (B.E}
Alapipe aminodramsterase ncreased| W @ ] BG(21.2) 20 (5.3)
Vomiting [ | | 149 (3.7 Bl (20.9%
Urinary tract infection  # | 1040 (25,65 39 (1013
Aspartale aininodraslerase cressed| W # | L] BO(19.7) 17 (d.4)
Myalgin| m # L] T2(17.7) 19 (.5
Blood thyroid stimulating hormone increased| B % | ™ S52(128) 1(0.3)
Rash| m # L 6l {150} 13 {3.4)
Hypomagnesaeniia LI 2 | L3l T2L17.7) 26(6.T)
Hvperbyroddiam | m | ™ A7 (116} d 1.0
Hyprertn glyedridiena| m 4 | - 51 {126} 11 {2.B}
= ey == =
Lijisa: niiéniidod | W & : ds{11.1} Y L1}
Bleod alkaline plospharase increased | m & . 504(12.3) 5(3.9
Hlpod creatinine increased| W # | 44 (108} 10 (2.6}
Prmitns| H# !H 42(10.3) 12{3.1)
Stemie s I TR(19.2) d7 (12.1)
Ahdaminal pain e H £330 4) =3 (137)
Pyrexia| HE# Ihn-l 36 {14 .3) 237
Platelet count decreased| W :}.'I 50(12.3) 22{5.7)
ITypokalasmia| me ] F3(13.1) 26 (0.7
Abdomimal pain upper| B ilﬂ 53(13.1) X7 {7.00
Pain in extremity| B - 43 (11.1} }
Fatigie - I+ 1 (33,0 107 (37,61
Dizziness| - - 42103} 22057
Back i = ] |II'| 49121} 20(7.5)
Thrombeeyiopenia| e ] 44 (108} G (5.7}
Pdansen - p-%H 200 (495 179 (46.1)
Oledenisa perapheral L 4 I?I‘I 45{12.1) 36 (9. 3)
Mucesal inflammation| — #» H 49(12.1) 56 (9.8}
Cansiiparian [ 2 5 2l 1065 (25,9 o (24.T)
Dyspaoeal W M 46(11.9 42 (10.8)
r T T r T T T T T
Canegh ] h 534{13.1} >1 (13.1)
Asthemin - H 96 (2%.6) 95 (24.5)
Lenkopemia| #® | 24 (6.9) >1 (13.1)
Whiate blocd cell count decreased| & W E S | 4.9 B0 [15.5)
Metrophil count decreased| & = LI 221054) W (24.)
Agsaensia + = [ | 106 [26,1) 189 (48.7)
Alypeia W - 1= 12 (%3) 1200 W)
.-\';E'.IIZUPEI:Ii-l * | ] e | 74y 131 (33.8)
T T T r T T T T T
ol 200 400 600 S00-2% 00 X R

Lenvatinib + Pembrolizumab ~ Favor - TRPC

# Leovatinib + Pembroliumab (N=406) [l TFC (N=358)

While most common AEs found in the lenvatinib+pembrolizumab arm were generally consistent with the
safety profile of lenvatinib and pembrolizumab monotherapies, the frequency of the following AEs incidence
was higher in the combination group compared to, respectively, each monotherapy dataset: hypothyroidism
(57.4% vs 13% and 11.1%), anemia (26.1% vs 8.2% and 14.2%), UTI (25.6% vs 10.6% and 6.5%), ALT
increased (21.2% vs 8% and 6.7%), AST increased (19.7% vs 7.3% and 6.5%), hypomagnesemia (17.7%
vs 4.6% and 2.7%), hypokalaemia (13.1% vs 8.6% and 4.6%), blood TSH increased (12.8% vs 7.1% and
1.6%), hypertriglyceridemia (12.6 % vs 3.1 and 1.5%), blood alkaline phosphate increased (12.3% vs 5.0
and 4.1%), platelet count decreased (12.3% vs 4.9% and 1.2%), mucosal inflammation (12.1% vs 2.2%
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and 1.6%), hyperthyroidism (11.6% vs 2.6% and 4.2%), lipase increased (11.1% vs 3.7% and 0.5%),
blood creatinine increased (10.8% vs 4.8% and 4.4%).

Table 92 - Exposure adjusted adverse events (including multiple occurrences of events) (incidence =10%
in one or more treatment groups) in all comer participants (APaT population)

Event Count and Rate (Events/100
person-months)*
Lenvatinib + TPC
Pembrolizumab
Number of participants exposed 406 388
Total exposure” in person-months 3919.5 1765.2
Blood and lymphatic system disorders 368 (9.4) 658 (37.3)
Anaemia 147 (3.8) 239(13.5)
Leukopenia 54(1.4) 89 (5.0)
Neutropenia 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) 9(0.5)
Hyperthyroidism 47(1.2) 4(0.2)
Hypothyroidism 275(7.0) 3(0.2)
Eye disorders 61 (1.6) 25(1.4)
Gastrointestinal disorders 1,995 (50.9) 956 (54.2)
Abdominal pain 107 (2.7) 61 (3.5)
Abdominal pain upper 68 (1.7) 33(1.9)
Constipation 129 (3.3) 119 (6.7)
Diarrhoea SI8(13.2) 107 (6.1)
Nausea 306 (7.8) 299 (16.9)
Stomatitis 95(2.4) 58(3.3)
Vomiting 297 (7.6) 125(7.1)
General disorders and administration site conditions 667 (17.0) 513 (29.1)
Asthenia 121 (3.1) 128 (7.3)
Fatigue 166 (4.2) 146 (8.3)
Mucosal inflammation 60 (1.5) 47(2.7)
Oedema peripheral 60 (1.5) 39(2.2)
Pyrexia 88(2.2) 31(1.8)
Hepatobiliary disorders 66 (1.7) 3(0.2)
Infections and infestations 478 (12.2) 247 (14.0)
Urinary tract infection 153(3.9) 50(2.8)
Injury, poisoning and procedural complications 63 (1.6) 28 (1.6)
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Investigations 1,226 (31.3) 674 (38.2)
Alanine aminotransferase increased 128 (3.3) 26(1.5)
Aspartate aminotransferase increased 129 (3.3) 18 (1.0)
Blood alkaline phosphatase increased 71(1.8) 19(L.1)
Blood creatinine increased 58(1.5) 10 (0.6)
Blood thyroid stimulating hormone increased 58(1.5) 2(0.1)
Lipase increased 60 (1.5) 9(0.5)
Neutrophil count decreased 38(1.0) 204 (11.6)
Platelet count decreased 79 (2.0) 27(1.5)
Weight decreased 159 (4.1) 23(1.3)
White blood cell count decreased 28(0.7) 132 (7.5)

Metabolism and nutrition disorders 885 (22.6) 317 (18.0)
Decreased appetite 237 (6.0) 97(5.5)
Hypertriglyceridaemia 77 (2.0) 11(0.6)
Hypokalaemia 63(1.6) 37(2.1)
Hypomagnesaemia 116 (3.0) 27(1.5)

Musculoskeletal and connective tissue disorders 548 (14.0) 168 (9.5)
Arthralgia 179 (4.6) 32(1.8)
Back pain 59 (1.5) 36(2.0)
Myalgia 92(2.3) 24 (1.4
Pain in extremity 61(1.6) 25(1.4)

Nervous system disorders 373(9.5) 194 (11.0)
Dizziness 47 (1.2) 30(1.7)
Headache 137 (3.5) 35(2.0)

Psychiatric disorders 89 (2.3) 47 (2.7)

Renal and urinary disorders 342 (8.7) 68 (3.9)
Proteinuria 198 (5.1) 13(0.7)

Reproductive system and breast disorders 87(2.2) 30(L.7)

Respiratory, thoracic and mediastinal disorders 404 (10.3) 194 (11.0)
Cough 64 (1.6) 55(3.1)
Dysphonia 112(2.9) 2(0.1)
Respiratory, thoracic and mediastinal disorders 404 (10.3) 194 (11.0)
Dyspnoea 51(1.3) 44 (2.5)
Skin and subcutancous tissue disorders 450 (11.5) 233 (13.2)
Alopecia 22 (0.6) 120 (6.8)
Palmar-plantar erythrodysaesthesia syndrome 98 (2.5) 3(0.2)
Pruritus 49 (1.3) 12(0.7)
Rash 77 (2.0) 13(0.7)
Vascular disorders 502 (12.8) 89 (5.0)
Hypertension 435 (11.1) 28(1.6)

* 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 + 1 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.

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

Database Cutoff Date: 260CT2020

Source: [P775V0IMK3475: adam-adsl; adae]

SOCs with higher exposure-adjusted incidence (>2 x 100 person-months) in the
lenvatinib+pembrolizumab arm than in the TPC arm were the following: Endocrine disorders (8.7 vs 0.5 x
100 p-m), Metabolism and nutrition disorders (22.6 vs 18.0 x 100 p-m), Musculoskeletal and connective
tissue disorders (14.0 vs 9.5 p-m), Renal and urinary disorders (8.7 vs 3.9 x 100 p-m), Vascular
disorders (12.8 vs 5.0 x 100 p-m).

Drug-related Adverse Events

SOCs of drug-related AEs with higher incidence (>10% difference) in the lenvatinib+pembrolizumab group
versus the TPC group were the following:
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e Endocrine disorders 58.9% vs 0.3%

e Gastrointestinal disorders 74.4% vs 60.6%

e Investigations 61.1% vs 39.2%

e Metabolism and nutrition disorders 53% vs 22.7%

e Musculoskeletal and connective tissue disorders 36.9% vs 12.9%
e Renal and urinary disorders 30% vs 3.4%

e Respiratory, thoracic and mediastinal disorders 32% vs 9%

e Vascular disorders 62.8% vs 6.4%

On the contrary, Blood and lymphatic disorders SOC was less frequent in the lenvatinib+pembrolizumab
group when compared to the TPC group (23.9% vs 60.3%, respectively).

Table 93 - Participants with drug related adverse events by decreasing incidence (incidence =5% in one
or more treatment groups) (APaT population)

KN775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset' Reference
Choice (Non- Safety Dataset!
Endometrial
Cancer)
n (%) n (%) n (2%) n (%) n (20)
Participants in population 406 388 230 1,119 5,884
with one or more adverse events 395 (97.3) | 364 (93.8) | 225 (97.8) 1,060 (94.7) 4,132 (70.2)
with no adverse events 11 2.7 24 (6.2) 3 2.2) 59 (3.3) 1.752 (29.8)
Hypertension 248 (61.1) 4 (1.0) 90 (39.1) | 643 (57.3) 32 (0.5)
Hypothyroidism 221 (34.4) 0 (0.0) 77 (3335) | 124 (11.1) | 563 (9.6)
Diarrhoea 171 (42.1) 42 (10.8) | 116 (50.4) | 508 (45.4) | 630 (10.7)
Nausea 158 (38.9) | 157 (40.3) 76 (33.0) | 394 (35.2) | 333 9.1y
Decreased appetite 149 (36.7) 64 (16.5) 85 (37.0) | 452 (40.4) | 461 (7.8)
Fatigue 113 (27.8) 92 (23.7) | 125 (54.3) | 487 (43.3) 1170 (19.9)
Proteinuria 102 (25.1) 4 (1.0) 87 (37.8) | 378 (33.8) 14 (0.2)
Vomiting 99 (24.4) 59 (153.2) 40 (17.4) | 280 (25.0) | 198 [EX)]
Weight decreased 90 (22.2) 7 (1.8) 48 (20.9) | 331 (29.6) | 137 2.3)
Arthralgia 84 (20.7) 17 @4 68 (29.6) | 210 (18.8) | 464 7.9
Palmar-plantar 84 (20.7) 3 (0.8) 51 (22.2) | 230 (20.6) 13 (0.3)
erythrodysaesthesia syndrome
Dysphonia 76 (18.7) 2 (0.3) 71 (30.9) | 284 (25.4) 17 (0.3)
Asthenia 75 (18.5) 76 (19.6) 10 “.3) 146 (13.0) | 363 (6.2)
Stomatitis 70 (17.2) 46 (119) 68 (29.6) | 295 (26.4) 71 1.2y
Alanine aminotransferase 63 (15.5) 14 (3.6) 19 (8.3) 76 (6.8) 234 .0y
increased
Anaemia 58 (143) | 150 (38.7) 10 “.3) 44 (3.9 202 34
Aspartate aminotransferase 58 (14.3) 12 (3.1 19 (8.3) 68 6.1) 220 37N
increased
Myalgia 54 (13.3) 13 3.4 22 9.6) 132 (11.8) | 232 (3.9)
Headache 53 (13.1) 14 (3.6) 35 (15.2) | 227 (20.3) | 193 (3.3)
Rash 47 (11.6) [3 (1.3) 24 (10.4) | 132 (11.8) | 676 (11.3)
Mucosal inflammation 45 (11.1) 35 9.0) 0 0.0y 24 2.1 48 (0.8)
Platelet count decreased 43 (10.6) 20 (5.2) 9 (3.9 50 ()] 32 (0.5)
Blood thyroid stimulating 40 9.9 1 (0.3) 15 (6.5) 68 ®.1) 71 1.2y
hormone increased
Hyperthyroidism 39 (9.6) 1 (0.3) 11 (4.8) 15 (1.3) 219 3.7
Hypomagnesaemia 38 9.4 12 3.1 16 7.0y 28 2.5 32 (0.5)
Constipation 36 8.9 51 (13.1) 22 (9.6) 160 (143) | 153 (2.6)
Dry mouth 33 (8.1) 9 (2.3) 25 (10.9) | 124 (11.1) | 143 2.4
Dysgeusia 32 (71.9) 26 6.7 21 9.1y 73 (6.3) 60 1.0y
Lipase increased 32 (1.9) 2 (0.5) 29 (12.6) 31 2.8) 17 (0.3)
Thrombocytopenia 31 (7.6) 22 .7 3 (1.3) 93 (2.3) 41 0.7
Abdominal pain 30 74 13 [EX)] 21 9.1 141 (126) | 114 1.9
Abdominal pain upper 28 (6.9) 12 (3.1) 4 .M 120 (10.7) 51 (0.9
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Pruritus 27 (6.7) 7 (1.8) 28 (12.2) 42 (3.8) 8306 (14.2)
Blood alkaline phosphatase 26 (6.4) 5 (1.3) 14 (6.1) 33 (2.9) 85 (1.4)
increased
Pyrexia 26 (6.4) 4 (1.0} 11 (4.8) 41 (3.7) 258 (4.4)
Epistaxis 25 (6.2) 7 (1.8) 17 (7.4) 100 (8.9) 6 (0.1)
Hypertriglyceridaemia 24 (5.9) 1 (0.3) 22 (9.6) 30 (2.7) 27 (0.5)
Neutropenia 22 (5.4) 127 (32.7) 2 (0.9) 27 (2.4) 30 (0.5)
Blood creatinine increased 21 (3.2) 2 (0.5) 17 (7.4) 32 (2.9) 68 (1.2)
Amylase increased 20 (4.9) 1 (0.3) 15 (6.5) 10 (0.9) 12 (0.2)
Leukopenia 20 (4.9) 47 (12.1) 0 (0.0) 27 (2.4) 29 (0.5)
Pain in extremity 20 (4.9) 9 (2.3) 17 (7.4) 96 (8.6) 63 (1.1)
Dry skin 19 (4.7) 7 (1.8) 25 (10.9) 98 (8.8) 174 (3.0)
Oedema peripheral 18 (4.4) 8 2.1) I8 (7.8) 103 (9.2) 93 (1.6)
Alopecia 17 (4.2) 117 (30.2) 5 (2.2) 86 (7.7) 46 (0.8)
Dizziness 17 (4.2) 4 (1.0) 13 (5.7) 82 (7.3) 82 (1.4)
Dyspepsia 17 (4.2) 10 (2.6) 18 (7.8) 72 (6.4) 33 (0.6)
Neutrophil count decreased 17 (4.2) 93 (24.0) 2 (0.9) 18 (1.6) 26 (0.4)
Cough 16 (3.9) 7 (1.8) 34 (14.8) 80 (7.1) 193 (3.3)
Oral pain 16 (3.9) 2 (0.5) 16 (7.0) 74 (6.6) 10 (0.2)
Hyponatraemia 15 (3.7) 4 (1.0) 15 (6.5) 29 (2.0) 59 (1.0)
Lymphopenia 15 (3.7) 26 (6.7) 0 (0.0) 25 (2.2) 27 (0.5)
White blood cell count decreased 15 (3.7) 58 (14.9) 3 (1.3) 2 (2.0) 28 (0.3)
Dehydration 14 (34 3 (0.8) 13 (5.7) 56 (5.0) 33 (0.6)
Dyspnoea 14 (34 11 (2.8) 28 (12.2) 59 (5.3) 199 (34)
Rash maculo-papular 13 (3.2) 2 (0.5) 30 (13.0) 11 (1.0) 158 (2.7)
Lymphocyte count decreased 10 (2.5) 22 (5.7) (1.7) 12 (1.1) 47 (0.8)
Muscle spasms 9 (2.2) 4 (1.0) 12 (5.2) 53 (4.7) 58 (1.0)
Neuropathy peripheral 8 (2.0) 21 (5.4) 0 (0.0) 1 (0.1) 41 (0.7)
Back pain 7 (L.7) 6 (1.5) 10 (4.3) 70 (6.3) 70 (1.2)
Taste disorder 6 (1.5) 5 (1.3) 0 (0.0) 67 (6.0) 29 (0.5)
Oropharyngeal pain 5 (1.2) 1 (0.3) 24 (10.4) 77 (6.9) 19 (0.3)
Adrenal insufficiency 4 (1.0) 0 (0.0) 16 (7.0) 0 (0.0) 32 (0.5)
Febrile neutropenia 1 (0.2) 21 (5.4) 0 (0.0) 0 (0.0) 0 (0.0)
Rhinorrhoea 1 (0.2) 0 (0.0) 17 (7.4) 10 (0.9) 12 (0.2)

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

A specific adverse event appears on this report only 1f its incidence in one or more of the columns meets the incidence criterion in
the report title, after rounding.

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
included.

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 recerved at least one dose of lenvatinib in E7080-G000-398. E7080-G000-303. E7080-G000-201,
E7080-G000-204, E7080-G000-703. E7080-G000-203. E7080-G000-205, E7080-G000-206. ET080-J081-208, E7080-G000-209
and E7080-JO81-105.

JIn¢ludes all subjects who received at least one dose of pembrolizumab in KNOOI Part B1, B2, B3, D, C, F1. F2, F3, KN002
(or al phase), KNO06, KNO10, KNO12 cohort B and B2, KNO13 cohort 3, KN024, KN040, KN042, KN045, KN048, KN052,
KN054, KNOSS and KNOST.

Database cutolT date for Melanoma (KNOO [-Melanoma: 18SAPR2014, KN002: 28FEB2015, KN006: 03MAR2015,
KN054:020CT2017, E7080-G000-206: 01SEP2016)

Database cutoff date for Lung (KNOOI-NSCLC: 23JAN2015, KNO10: 30SEP2015, KN024: 10JUL2017, KN042: 04SEP2018,
E7080-G000-703: 01SEP2016)

Database cutofT date for HNSCC (KNO012 cohort B and B2: 26APR2016, KN040: 15MAY2017, KN048: 25FEB2019, KN0O55:
22APR2016)

Database cutofT date for cHL (KNO013 cohort 3: 28SEP2018, KNO87: 21MAR2019)

Database cutofT date for Bladder ( KN045: 260CT2017. KN052: 26SEP2018)

Database cutoff date for Thyroid (E7080-G000-398: 01SEP2016, E7080-G000-303: 01SEP2016, E7080-G000-201: 01SEP2016.
E7080-J081-208: 01SEP2016)

Database cutolT date for Endometrial Cancer (KN775: 260CT2020. E7080-G000-204: 01SEP2016)

Database cutof date for Malignant Glioma (E7080-G000-203: 01SEP2016)

Database cutolT date for Renal Cell Carcinoma (E7080-G000-205: I5SMAR2018)

Database cutolT date for Adenocarcinoma (E7080-G000-209: 01SEP2016)

Database cutofT date for Solid Tumor (KN146: 1IRAUG2020, E7080-1081-105: 01SEP2016)

Source: [ISS: adam-adsl; adae]

Figure 35- Rainfall plot for drug related adverse events (incidence = 5% in one or more treatment groups)
in all-comer participants (APaT population)
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All Grade 3 to 5 Adverse Events

Table 94 - Participants With Grade 3-5 Adverse Events by Decreasing Incidence
(Incidence >2% in One or More Treatment Groups)
(APaT Population)
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Treatment

KNI146

Lenvatinib

Pembrolizumab

Lenvatinib + Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset' Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
n (%) n (%) n (%) n (%) n (%)
Participants in population 406 388 230 1,119 5.884
with one or more adverse events 361 (88.9) 282 (72.7y | 203 (88.3) ®99 (80.3) | 2.829 (48.1)
with no adverse events 45 (11.1) 106 (27.3) 27 (11.7) 220 (19.7y | 3,055 (51.9)
Hypertension 154 (37.9) 9 (2.3) 53 (23.0) 342 (30.6) 102 (1.7)
Weight decreased 42 (10.3) 1 (0.3) 11 (4.8) 80 (7.1) 30 (0.5)
Decreased appetite 32 (7.9) 2 (0.5) 9 (3.9) 41 74 (1.3)
Diarrhoea 31 (7.6) 8 (2.1) 22 (9.6) 82 79 (1.3)
Lipase increased 26 (6.4) 5 (1.3) 21 (9.1 22 16 (0.3)
Anaemia 25 (6.2) 57 (14.7) 7 (3.0) 25 233 (4.00
Asthenia 24 (5.9) 15 (3.9) 4 (1.7 59 58 (1.0)
Proteinuria 22 (5.4) 1 (0.3) 21 (9.1) 99 1 (0.0
Fatigue 21 (5.2) 12 (3.1) 24 (10.4) | 102 144 (2.4)
Hypokalaemia 21 (5.2) [ (1.5) 3 (1.3) 26 58 (1.0)
Alanine aminotransferase 19 4.7) 3 (0.8) 3 (1.3) 15 6l (1.0)
increased
Aspartate aminotransferase 18 4.4) 3 (0.8) 5 (2.2) 9 (0.8) 65 (1.1)
increased
Hyponatraemia 18 44) 4 (1.0y 16 (7.0 34 (3.0 153 (2.6)
Urinary tract infection 16 (3.9) 4 (1.0) 5 (2.2) 10 (0.9) 73 (1.2)
Nausea 14 (3.4 3 (1.3) 5 (2.2) 31 (2.8) 50 (0.8)
Acute kidney injury 12 (3.0) 4 (1.0) 5 (2.2) 17 (1.5) 51 (0.9)
Amylase increased 11 (2.7 2 (0.5) G (2.6) 13 (1.2) 9 (0.2)
Palmar-plantar 11 (2.7) 0 (0.0} 1 (0.4) 22 (2.0) 1 (0.0)
erythrodysaesthesia syndrome
Platelet count decreased 11 (2.7 3 (0.8) 2 (0.9) 5 (0.4) 8 (0.1)
Pulmonary embolism 11 2.7 13 3.4 4 (L7 34 (3.0) 91 (1.5)
Vomiting 11 (2.7) 9 (2.3) G (2.0) 29 (2.6) 42 (0.7)
Abdominal pain 10 (2.5) 3 (1.3) G (2.6) 32 (2.9) 42 (0.7)
Neutrophil count decreased 10 (2.5) 83 (21.4) 3 (1.3) 2 (0.2) 8 (0.1)
Dehydration 9 (2.2) | (0.3) 12 (5.2) 39 (3.5) 62 (1.1)
Gamma-glutamy ltrans ferase 9 (2.2) 2 (0.5) 0 (0.0} 8 (0.7) 35 (0.6)
increased
Hyperglycaemia 9 (2.2) 2 (0.5) 4 (L7 10 (0.9) 64 (1.1)
Hypophosphataemia 9 (2.2) (0L8) 9 (3.9 3 (0.3) 41 (0.7)

The risk difference between KN-775 study arms for Grade 3-5 AEs is shown in the Figure below.
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Figure 36- Rainfall plot for grade 3-5 adverse events (incidence = 5% in one or more treatment groups) in
all-comer participants (APaT population)
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Table 95 - 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 Rate (Events' 100
person-months
Lenvatinib + TPC
Pembrolizumab
Mumber of paticipants exposed 406 388
Total exposure” in person-months 31919.5 1765.2
Blood and lvmphatic system disorders 53(14) 308 (17.4)
Anasmia 28 (0.7) 68 (3.9)
Febrile neutropenia 2 {01} 23 (1.3}
Leukopenia 0 {00y 43(2.4)
Meutropenia 7(0.2) 147 (8.3)
Gastrointestinal disorders 150 (3.8} 52 (2.9)
Diarrhoea 35 (0.9) 8 (0.5)
Geeneral disorders and administration site cond itions 75 (.9 49 (28}
Asthenia 25 (0.6) 15 (0.8)
Fatigme 21 {0.5) 18 (1.0%
Hepatobiliary disorders 32 (0.8) 101y
Infections and infestations B9 (13) 39 (21)
Investigations 214 (5.5) 81 (15.9)
Lipass increased 32(0.8) 500.3)
Meutrophil count decreased 10{0.35) 159 (9.0}
Weight decreased 42 (1.1} 1(0.1)
White Blood cell count decreased 6 (0.2} 68 (3.9)
Metabolism and nutrition disorders 152 (3.9) 31(L8B)
Decreased appetite 32 (0.8) 201}
Hypokalaemia 22 (0.6) 6(0.3)
Musculoskeletal and connective tissue disorders 34 (0.9 5003y
Renal and wrinary disorders 52(L%) 14 (0.8)
Proteinuna 22 (0.6) 101}
Respiratory, thoracic and mediastinal disorders 27 (0.Ty 18 (L6)
Skin and subcutancous tisswe disorders 36 (0.9) 30y
Vascular disorders 221 (5.6} 16 (0.9)
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Grade 3 to 5 Drug-related Adverse Events

Table 96 - Participants With Grade 3-5 drug related Adverse Events by Decreasing Incidence
(Incidence =1% in One or More Treatment Groups) (APaT Population)

KN775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset! Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
n (%) n (%) n (%) n (%) n (%)
Participants in population 406 388 230 1,119 5,884
with one or more adverse events 316 (77.8) | 229 (59.0) | 151 (65.7) | 724 (64.7) | 913 (15.5)
with no adverse events 90 (222) | 159 (41.0) 79 (343) | 395 (353) 4971 (845)
Hypettension 146  (36.0) 1 (0.3) 46 (200) | 331 (296) | 10 0.2)
Diarrhoea 25 (6.2) 3 (0.8) 19 (8.3) 69 (6.2) 55 (0.9)
Decreased appetite 24 (5.9) 0 (0.0) 5 2.2) 34 (3.0) 21 (0.4)
Weight decreased 24 (5.9) 0 (0.0) 5 (2.2) 67 (6.0) 7 (0.1)
Lipase increased 18 (4.4) 1 (0.3) 18 (7.8) 12 (1.1 11 (0.2)
Proteinuria 18 4.4 0 (0.0) 20 (8.7) 97 (8.7) 0 (0.0)
Asthenia 17 (4.2) 9 (2.3) 1 (0.4) 37 (3.3) 22 (0.4)
Fatigue 15 3B 12 3B.1D 19 (8.3) 90 (8.0) 63 (1.1)
Alanine aminotransferase 13 (3.2) 2 (0.5) 3 (1.3) 10 (0.9) 35 (0.6)
increased
Aspartate aminotransferase 13 (3.2) 2 (0.5) 3 (1.3) 3 (0.3) 35 (0.6)
increased
Nausea 12 (3.0) 4 (1.0) 3 (1.3) 25 2.2) 13 0.2)
Palmar-plantar 11 2.7 0 (0.0) 1 (0.4) 22 (2.0) 1 (0.0)
erythrodysaesthesia syndrome
Vomiting 10 (2.5) 6 (1.5) 1 (0.4) 20 (1.8) 10 (0.2)
Hyponatraemia 9 2.2) 1 (0.3) 8 (3.5) 14 (1.3) 29 (0.5)
Anaemia 8 (2.0) 43 (11.1) 1 (0.4) 8 0.7 29 (0.5)
Stomatitis 8 (2.0) 2 0.5) 1 0.4) 24 (2.1) 5 (0.1)
Colitis 7 (L.7) 0 (0.0) 4 (1.7 6 (0.5) 53 (0.9)
Hypokalaemia 7 a.m 3 (0.8) 0 (0.0) 7 (0.6) 10 (0.2)
Neutrophil count decreased 7 1.7 82 (21.1) 2 (0.9) 2 (0.2) 4 (0.1)
Platelet count decreased 7 a7 3 (0.8) 2 (0.9) 5 (0.4) 2 (0.0)
Acute kidney injury 6 (1.5) 1 (0.3) 1 (0.4) 6 (0.5) 8 0.1)
Mucosal inflammation 6 (1.5) 3 (0.8) 1} (0.0) 1} (0.0) 6 (0.1)
Amylase increased 5 (1.2) 0 (0.0) 4 (1.7 5 (0.4) 6 (0.1)
Immune-mediated hepatitis 5 (1.2) 1} (0.0) 1 (0.4) 1} (0.0) 1 (0.0)
Pulmonary embolism 5 (1.2) 2 (0.5) 1 (0.4) 24 2.1 9 (0.2)
Abdominal pain 4 (1.0) 0 (0.0) 0 (0.0) 16 (1.49) 2 (0.0)
Arthralgia 4 (1.0) 0 (0.0) 4 .7 5 (0.4) 17 (0.3)
Blood alkaline phosphatase 4 (1.0) 2 (0.5) 1] (0.0) 3 (0.3) 16 (0.3)
increased
Blood creatine phosphokinase 4 (1.0) 1] (0.0) o (0.0) o (0.0) 7 (0.1)
increased
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KN775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset! Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)

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

Dehydration 4 (1.0) 1 (0.3) 7 (B.0) 19 (17 8 (0.1)
Hyperglycaemia 4 (1.0) 0 (0.0) 4 1.7 0 (0.0) 13 (0.2)
Hypothyroidism 4 (1.0) 0 (0.0) 0 (0.0) 8 (0.7 7 (0.1)
Neutropenia 4 (1.0) 95 (24.5) 1 (0.4) 6 0.5) 9 0.2)
Pain in extremity 4 (1.0) 0 (0.0) 0 (0.0) 4 (0.4 2 (0.0)
Thrombocytopenia 4 (1.0) 4 (1.0) 0 (0.0) 15 (1.3) 6 (0.1)
‘White blood cell count decreased 4 (1.0) 40 (10.3) 1 (0.4) 3 (0.3) 1 (0.0)
Hypettriglyceridaemia 3 (0.7) 0 (0.0) 7 (3.0) 6 (0.5) 6 (0.1)
Hypocalcaemia 3 0.7 1 (0.3) 1 (0.4) 11 (1.0) 2 (0.0)
Lymphocyte count decreased 3 (0.7) 13 (3.4) 0 (0.0) 3 (0.3) 7 (0.1)
Pneumonitis 3 0.7 0 (0.0) 3 (13) 0 (0.0) 78 (13)
Rash maculo-papular 3 (0.7) 0 (0.0) 3 (1.3) 0 (0.0) 16 (0.3)
Adrenal insufficiency 2 (0.5) 0 (0.0) 3 (1.3) 0 0.0) 13 0.2)
Blood pressure increased 2 (0.5) 0 (0.0) 0 (0.0) 15 (1.3) 0 (0.0)
Lymphopenia 2 (0.5) 11 (2.8) 0 (0.0) 2 (0.2) 5 (0.1)
Febrile neutropenia 1 (0.2) 21 5.4 0 (0.0) 0 (0.0) 0 (0.0)
Headache 1 0.2) 0 (0.0) 0 (0.0) 14 (1.3) 3 (0.1)
Myocardial infarction 1 0.2) 0 (0.0) 3 (13) 4 0.4 1 (0.0)
Pneumonia 1 0.2) 2 (0.5) 1 (0.4) 12 (L.1) 13 (0.2)
Ejection fraction decreased o (0.0) 2 (0.5) 0 (0.0) 11 (1.0) 0 (0.0)
Leukopenia 0 (0.0) 27 (7.0) 0 (0.0) 1 .1 3 (0.1)
Oropharyngeal pain [ 0o 0o | o 0o | 4 an | 2 02 | 1 (0.0)

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 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
included.

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.

i Includes all subjects who received at least one dose of lenvatinib in E7080-G000-398, E7080-G000-303, E7080-G000-201,
E7080-G000-204, E7080-G000-703, E7080-G000-203, E7080-G000-205, E7080-G000-206, E7080-J081-208, E7080-G000-209
and E7080-J081-105.

J Includes all subjects who received at least one dose of pembrolizumab in KN001 Part B1, B2, B3, D, C_F1, F2, F3, KN002
(original phase), KN006, KN010, KN012 cohort B and B2, KN013 cohort 3, KN024, KN040, KN042, KN045, KN048, KN052,
KN054, KNO55 and KN087.

Database cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KN002: 28FEB2015, KN006: 03MAR2015,
KN054:020CT2017, E7080-G000-206: 01SEP2016)

Database cutoff date for Lung (KN001-NSCLC: 23JAN2015, KN010: 30SEP2015, KN024: 10JUL2017, KN042: 04SEP2018,
E7080-G000-703: 01SEP2016)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KN040: 15MAY2017, KN048: 25FEB2019, KNO55:
22APR2016)

Database cutoff date for cHL (KNO013 cohort 3: 28SEP2018, KN087: 21MAR2019)

Database cutoff date for Bladder ( KN045: 260CT2017, KN052: 26SEP2D18)

Database cutoff date for Thyroid (E7080-G000-398: 01SEP2016, E7080-G000-303: 01SEP2016, E7080-G000-201: 01SEP2016,
E7080-J081-208: 01SEP2016)

Database cutoff date for Endometrial Cancer (KN775: 260CT2020, E7080-G000-204: 01SEP2016)

Database cutoff date for Malignant Glioma (E7080-G000-203: 01SEP2016)

Database cutoff date for Renal Cell Carcinoma (E7080-G000-205: 15MAR2018)

Database cutoff date for Adenocarcinoma (E7080-G000-209: 01SEP2016)

Database cutoff date for Solid Tumor (KN146: 18 AUG2020, E7080-J081-105: 01SEP2016)

Source: [ISS: adam-adsl; adae]

Drug-related Grade 3-5 AEs were highest in the KN-775 combination treatment arm (77.8%, vs 59% in
KN-775 TPC group, 64.7% in the non-EC combination treatment, 65.7% in lenvatinib monotherapy, 15.5%

in pembrolizumab monotherapy).

Drug-related Grade 3 and 4 AEs were reported respectively in 70.4% and 25.8% of KN-775 subjects who
received the combination treatment and in 5.9% and 31.2% of those who were treated with TPC.
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Safety Data Supporting Section 4.8 Of Summary Of Product Characteristics

Section 4.8 of the SmPC combines in a new single column the ADRs from pembrolizumab plus lenvatinib
and pembrolizumab plus axitinib therapies. Pembrolizumab plus Lenvatinib is based on KEYNOTE-581
(Study 307), KEYNOTE-146 (Study 111) and KEYNOTE-775 (Study 309), and pembrolizumab plus axitinib
is based on KEYNOTE-426.

The frequencies included are based on all reported adverse drug reactions, regardless of the investigator
assessment of causality.

Adverse reactions included in Table 2 of the SmPC:

Table below encompasses the adverse reactions included in Table 2 of the SmPC section 4.8 with related
frequency categories and figures from the KEYNOTE-581, KEYNOTE-146, KEYNOTE-775, and KEYNOTE-426
studies with the combination of pembrolizumab plus lenvatinib or pembrolizumab plus axitinib.

Database cutoff dates were:
- for Endometrial Cancer: KN146 18AUG2020; KN775 260CT2020;

- for RCC: KN426 24AUG2018; KN581 28AUG2020

The criteria for populating Table 2 in the Keytruda SmPC are as follows (meeting at least one of the
criteria):

- Keytruda 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 not already ADRs for Keytruda and occurring at an incidence higher than the respective
monotherapy safety profiles were assessed for additive or potentiated effect and clinical relevance.

No new ADRs were assessed for the individual monotherapies or for the combination; therefore, no new
ADRs were added.

Table 97: Adverse Reactions in Participants Treated With Pembrolizumab in Combination With
Lenvatinib or Axitinib - EC / RCC Participants in KN146, KN426, KN581 and KN775 (APaT
Population)

Combination Therapy
(N=1456)
All AEs Gr 3-5 AEs

% (n) n
Infections and infestations
Very common urinary tract infection 15.0% (218) 31
Common pneumonia 3.6% (52) 23
Blood and lymphatic system disorders
Very common anaemia 14.6% (213) 42
Common neutropenia 3.4% (49) 11
Common thrombocytopenia 5.4% (79) 9
Common lymphopenia 2.5% (37) 9
Common leukopenia 2.7% (39) 0
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Uncommon ‘ eosinophilia ‘ 0.4% (6) ‘ 0
Immune system disorders
Common ‘ infusion reactions® ‘ 2.0% (29) ‘ 6
Endocrine disorders
Very common hypothyroidism 46.1% (671) 12
Common adrenal insufficiency® 3.4% (49) 15
Common hyperthyroidism 9.8% (143) 8
Common thyroiditis® 1.8% (26) 1
Uncommon hypophysitis? 0.8% (11) 8
Metabolism and nutrition disorders
Very common decreased appetite 40.2% (586) 63
Common hyponatraemia 8.2% (119) 64
Common hypokalaemia 8.4% (122) 39
Common hypocalcaemia 2.1% (31)
Uncommon type 1 diabetes mellitus® 0.5% (7) 6
Psychiatric disorders
Common insomnia 9.6% (140) 1
Nervous system disorders
Very common headache 22.9% (334) 11
Very common dysgeusia 10.3% (150) 3
Common dizziness 9.9% (144) 2
Common neuropathy peripheral 1.5% (22) 0
Common lethargy 1.2% (18) 0
Combination Therapy
(N=1456)
All AEs Gr 3-5 AEs

% (n) n
Uncommon myasthenic syndrome® 0.5% (7) 5
Uncommon encephalitis® 0.3% (4) 4
Eye disorders
Common dry eye 2.0% (29) 0
Uncommon uveitis" 0.4% (6) 1
Rare vogt-koyanagi-harada disease 0.07% (1) 1
Cardiac disorders
Common cardiac arrhythmia (including atrial fibrillation)' 7.9% (115) 28
Uncommon myocarditis 0.5% (7) 6
Uncommon pericardial effusion 0.3% (4) 1
Vascular disorders
Very common hypertension 53.8% (783) 422
Uncommon vasculitis’ 0.2% (3) 1
Respiratory, thoracic and mediastinal disorders
Very common dyspnoea 16.0% (233) 26
Very common cough 21.5% (313) 3
Common pneumonitis® 2.9% (42) 15
Gastrointestinal disorders
Very common diarrhoea 57.8% (841) 129
Very common abdominal pain' 28.0% (408) 40
Very common nausea 40.1% (584) 36
Very common vomiting 27.9% (406) 29
Very common constipation 25.1% (366) 7
Common colitis™ 3.7% (54) 27
Common pancreatitis” 2.0% (29) 16
Common gastritis 3.3% (48) 3
Common dry mouth 9.8% (142) 0
Uncommon gastrointestinal ulceration® 0.5% (7) 0
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Rare ‘ small intestinal perforation 0.07% (1) ‘ 1
Hepatobiliary disorders
Common | hepatitis? 2.0% (29) \ 23
Combination Therapy
(N=1456)
All AEs Gr 3-5 AEs

% (n) n
Skin and subcutaneous tissue disorders
Very common rash? 25.8% (376) 2
Very common pruritus” 15.5% (226) 0
Common severe skin reactions® 3.7% (54) 44
Common dermatitis 1.9% (27) 3
Common dry skin 8.0% (117) 2
Common erythema 3.4% (49) 2
Common dermatitis acneiform 2.0% (29) 2
Common alopecia 4.4% (64) 0
Uncommon eczema 0.7% (10) 1
Uncommon lichenoid keratosis' 0.5% (8) 1
Uncommon psoriasis 0.3% (5) 1
Uncommon vitiligo" 0.5% (7) 0
Uncommon papule 0.3% (4) 0
Uncommon hair colour changes 0.2% (3) 0
Rare stevens-johnson syndrome 0.07% (1) 1
Musculoskeletal and connective tissue disorders
Very common arthralgia 29.5% (430) 25
Very common musculoskeletal pain® 22.7% (330) 17
Very common myositis" 15.4% (224) 17
Very common pain in extremity 12.3% (179) 16
Common arthritis* 3.0% (43) 4
Uncommon tenosynovitis¥ 0.8% (11) 1
Rare sjogren's syndrome 0.07% (1) 0
Renal and urinary disorders
Common nephritis” 1.3% (19)
Rare cystitis noninfective 0.07% (1)
General disorders and administration site conditions
Very common fatigue 41.1% (599) 70
Very common asthenia 18.5% (269) 63
Very common oedema™ 14.6% (213) 7
Very common pyrexia 14.0% (204) 6
Common influenza like illness 2.5% (36) 1
Common chills 4.5% (66) 0

Combination Therapy
(N=1456)
All AEs Gr 3-5 AEs

% (n) n
Investigations
Very common lipase increased 11.1% (162) 107
Very common alanine aminotransferase increased 19.0% (277) 99
Very common aspartate aminotransferase increased 18.0% (262) 66
Very common blood creatinine increased 12.3% (179) 12
Common amylase increased 8.2% (119) 53
Common blood alkaline phosphatase increased 8.5% (124) 21
Common blood bilirubin increased 5.5% (80) 17
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Serious adverse event/deaths/other significant events

All Serious Adverse Events

Table 98 - Participants With serious Adverse Events by Decreasing Incidence (Incidence =1% in One or
More Treatment Groups)(APaT Population)

KN775 KN775 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatimb + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
n (%) n (%) n (%) n (%) n (%)
Participants in population 406 388 230 1,119 5,884
with one or more adverse events 214 (52.7) | 118 (304) | 129 (56.1) | 613 (54.8) 2,266 (38.5)
with no adverse events 192 (47.3) | 270 (69.6) | 101 (43.9) | 506 (45.2) 3,618 (61.5)
Hypertension 17 (4.2) 0 (0.0) 6 2.6) 28 2.5) 1 (0.0)
Urinary tract infection 13 (3.2) 2 (0.5) 3 (1.3) 8 (0.7) 59 (1.0)
Diarrhoea 10 (2.5) 3 (0.8) 1 1.7 13 (1.2) 59 (1.0)
Decreased appetite 9 (2.2) 0 (0.0) 0 (0.0) 15 (1.3) 18 (0.3)
Vomiting 9 (2.2) 3 (0.8) 3 (13) 23 (2.1) 28 (0.5)
Acute kidney injury 8 (2.0) 3 (0.8) 8 (3.5) 20 (1.8) 50 (0.8)
Pyrexia 8 2.0) 3 (0.8) 4 (1.7 8 0.7 67 (1.1)
Cholecystitis 7 (1.7) 0 (0.0) 3 (13) 12 (1.1) 7 (0.1)
Colitis 7 (1.7) 1 (0.3) 3 (1.3) 6 (0.5) 59 (1.0)
Prieumonia 6 (1.5) 3 (0.8) 7 (3.0) 47 (4.2) 246 (4.2)
Death 5 (1.2) 3 (0.8) 0 (0.0) 5 (0.4) 42 (0.7)
Dehydration 5 (1.2) 1 (0.3) 8 (3.5) 30 (2.7) 42 (0.7)
Intestinal obstruction 5 (1.2) 3 (0.8) 0 (0.0) 4 (0.4) 12 (0.2)
Sepsis 5 (1.2) 5 (1.3) 14 )] 15 (1.3) 42 (0.7
Abdominal pain 4 (1.0) 1 (0.3) 4 a.n 27 (2.4) 27 (0.5)
Tleus 4 (1.0) 0 (0.0) 0 (0.0) 2 (0.2) 10 (0.2)
Pulmonary embolism 4 (1.0) 5 (1.3) 3 (1.3) 29 (2.6) 71 (1.2)
Adrenal msufficiency 3 0.7) 0 (0.0) 3 (1.3) 0 (0.0) 18 (0.3)
Asthenia 3 (0.7) 2 (0.5) 4 (1.7) 17 (1.5) 18 (0.3)
Constipation 3 (0.7) 0 (0.0) 3 1.3) 6 (0.5) 21 (0.4)
General physical health 3 (0.7) 1 (0.3) 0 (0.0 21 (1.9) 25 (0.4)
deterioration

Nausea 3 (0.7) 1 (0.3) 4 (1.7 17 (1.5) 28 (0.5)
Pneumonitis 3 (0.7) 0 (0.0) 14 (1.7 2 (02) | 117 (2.0)
Cerebrovascular accident 2 (0.5) 3 (0.8) 0 (0.0) 11 (1.0) 20 (0.3)
Dyspnoea 2 (0.5) 1 (0.3) 8 (3.5) 22 (2.0) 31 (1.4)
Febrile neutropenia 2 (0.5) 16 (4.1) 1] (0.0) 1 (0.1) 4 (0.1)
Headache 2 (0.5) 0 (0.0) 2 (0.9) 12 (1.1) 6 (0.1)
Hyponatraemia 2 (0.5) 2 (0.5) 5 (2.2) 10 (0.9) 39 (0.7)
Hypotension 2 (0.5) 0 (0.0) 3 (1.3) 17 (1.5) 13 (0.2)
Anaernia 1 0.2) 9 (2.3) 0 (0.0) 0.4) 59 (1.0)
Myocardial infarction 1 (0.2) 0 (0.0) 4 (1.7) (0.6) 19 (0.3)
Neutropenia 1 (0.2) 7 (1.8) 0 (0.0) 2 (0.2) 3 (0.1)
Pleural effusion 1 (0.2) 1 (0.3) 1 (0.4) 9 (0.8) 83 (1.4)
Cancer pain 0 (0.0) 0 (0.0) 0 (0.0) 14 (1.3) 16 (0.3)
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Chronic obstructive pulmonary 0 (00) 0 (00) 3 () 2 nn | w08
disease
Diverticulitis 0 0 o o 3 (13 6 (05 70N
Hypexia 0 (00) o (00) 3003 2 | 17 (03)
Muscular weakness 0 (00) o (00 30 (13 3 (03) 5 (02
Preumenia aspiration 0 (0 o o 3 (13 4 e | 3 o4
Seizure Y ) 2 (08 2 e |12 o | 15 (03)
T . . . . -
Spinal compression fracture 0o @0 | o o | 3 a3 | 2 02 | 1 (0.0)

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.

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

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 KIN146 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.

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.

iIncludes all subjects who received at least one dose of lenvatinib in E7080-G000-398, E7080-G000-303, E7080-G000-201,
E7080-G000-204, E7080-G000-703, E7080-G000-203, E7080-G000-205, E7080-G000-206, E7080-J081-208, E7080-G000-209
and E7080-J081-105.

i Includes all subjects who received at least one dose of pembrolizumab in KN001 Part B1, B2, B3, D, C, F1, F2, F3, KN002
(original phase), KN006, KN010, KN012 cohort B and B2, KN013 cohort 3, KN024, KN040, KN042, KN045, KN048, KN052,
KN054, KN055 and KNO87.

Database cutoff date for Melanoma (KN001-Melanoma: 18APR2014, KN002: 28FEB2015, KN006: 03MAR2015,
KN054:020CT2017, E7080-G000-206: 01SEP2016)

Database cutoff date for Lung (KN001-NSCLC: 23JAN2015, KN010: 30SEP2015, KN024: 10JUL2017, KN042: 04SEP2018,
E7080-G000-703: 01SEP2016)

Database cutoff date for HNSCC (KN012 cohort B and B2: 26APR2016, KN040: 15SMAY2017, KN048: 25FEB2019, KN055:
22APR2016)

Database cutoff date for ¢HL (KN013 cohort 3: 28SEP2018, KN0§7: 21MAR2019)

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

Database cutoff date for Thyroid (E7080-G000-398: 01SEP2016, E7080-G000-303: 01SEP2016, E7080-G000-201: 01SEP2016,
E7080-J081-208: 01SEP2016)

Database cutoff date for Endometrial Cancer (KN775: 260CT2020, E7080-G000-204: 01SEP2016)

Database cutoff date for Malignant Glioma (E7080-G000-203: 01SEP2016)

Database cutoff date for Renal Cell Carcinoma (E7080-G000-205: 15MAR2018)

Database cutoff date for Adenocarcinoma (E7080-G000-209: 01SEP2016)

Database cutoff date for Solid Tumor (KN146: 18AUG2020, E7080-J081-105: 01SEP2016)

Source: [ISS: adam-adsl; adae]
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Figure 37- Rainfall plot for serious adverse events (incidence = 1% in one or more treatment groups) in all-

comer participants (APaT population)
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Table 99 - Exposure-adjusted serious adverse events (including multiple occurences of
events) (incidence =1% in one or more treatment group) in all-comer participants

Event Count and Rate (Events/100
person-months)*
Lenvatinib + TPC
Pembrolizumab

Number of participants exposed 406 388
Total exposure® in person-months 39195 1765.2
Blood and lymphatic system disorders 7(0.2) 39(2.2)
Anaemia 1(0.0) 9(0.5)
Febrile neutropenia 2(0.1) 17 (1.0)
Neutropenia 1(0.0) 7(0.4)
Cardiac disorders 14 (0.4) 14 (0.8)
Endocrine disorders 10 (0.3) 0 (0.0)
Gastrointestinal disorders 81 (2.1) 25(1.4)
Abdominal pain 4(0.1) 1(0.1)
Colitis 7(0.2) 1 (0.1)
Diarrhoea 10(0.3) 3(0.2)
lleus 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 conditions 28 (0.7) 15 (0.8)
Death 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 system disorders 6(0.2) 0 (0.0)
Infections and infestations 69 (1.8) 29 (1.6)
Pneumonia 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) 3(0.2)
Investigations 7(0.2) 4(0.2)
Metabolism and nutrition disorders 32 (0.8) 8 (0.5)
Decreased appetite 9(0.2) 0(0.0)
Dehydration 5(0.1) 1(0.1)
Musculoskeletal and connective tissue disorders 11 (0.3) 2(0.1)
Nervous system disorders 18 (0.5) 8 (0.5)
Psychiatric disorders 5(0.1) 2(0.1)
Renal and urinary disorders 18 (0.5) 7(0.4)
Acute kidney injury 8(0.2) 3(0.2)
Reproductive system and breast disorders 8(0.2) 1(0.1)
Respiratory, thoracic and mediastinal disorders 15 (0.4) 13 (0.7)
Pulmonary embolism 4(0.1) 5(0.3)
Skin and subcutancous tissue disorders 9(0.2) 1(0.1)
Vascular disorders 24 (0.6) 3(0.2)
Hypertension 17(0.4) 0(0.0)

* 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 + 1 day and the earlier of the last
dose date + 30 or the database cutoff date.

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.

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

Database Cutoff Date: 260CT2020

Source: [P775VOIMK3475: adam-adsl; adae]

When comparing the exposure-adjusted incidence rates of SAEs in combination and TPC arms, only two
SAEs resulted higher (>2 x 100 p-m) in the lenvatinib+pembrolizumab group UTI (0.4 vs 0.1 x 100 p-m)
and hypertension (0.4 vs 0.00 x 100 p-m).

Drug-related Serious Adverse Events
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Table 100 - Participants with grud-related serious adverse events by decreasing incidence
(incidence =1% in one or more treatment group) in all-comer participants (APaT population)

KN775 KN775 KNI146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinmb + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset' Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
n (%) n (%) n (%) n (%) n (%)
Participants in population 406 88 230 1,119 5,884
with one or more adverse events 135 (33.3) 55 (14.2) 59 (25.7) 330 (29.5) 656 (11.1)
with no adverse events 271 (66.7) 333 (85.8) 171 (74.3) 789 (70.5) | 5.228 (88.9)
Hypertension 17 0 (0.0 5 (2.2) 28 (2.5) 1] (0.0)
Colitis 7 0 (0.0) 3 (1.3) 5 (0.4) 51 (0.9)
Decreased appetite 7 (1.7) 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)
Diarrhoea 6 (1.5) 2 (0.5) 3 (1.3) 10 (0.9) 38 (0.6)
Acute kidney injury 4 (1.0) 1 (0.3) 4 (1.7 7 (0.6) 10 (0.2)
Pyrexia 4 (1.0) 1] (0.0) | (0.4) 3 (0.3) 17 (0.3)
Dehydration 3 (0.7) 1 (0.3) 6 (2.6) 14 (1.3) 4 (0.1)
Prneumonitis 3 (0.7) 0 (0.0) 4 (1.7) 0 (0.0) 111 (1.9)
Adrenal insufficiency 2 (0.5) 1] (0.0) 3 (1.3) 0 (0.0 14 (0.2)
Nausea 2 (0.5) 1 (0.3) | (0.4) 13 (1.2) 8 (0.1)
Abdominal pain 1 (0.2) 1] (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) 1] (0.0)
Neutropenia 1 (0.2) 7 (1.8) 0 (0.0) 0 (0.0) 1 (0.0)
Pneumonia 1 (0.2) 2 (0.5) | (0.4) 13 (1.2) 4 (0.2)
Pulmonary embolism 1 (0.2) 1 (0.3) 0 (0.0 19 (1.7) 7 (0.1)
- h s 1 - A s 1 - h 4 Il - h L4 1 A s
Asthenia 0 (0.0) | (0.3) | (0.4) 11 (1.0) [ (0.1)

Every participant is counted a single time {or 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, afier rounding.

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 KN 146 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.

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 E7080-G000-398, ET080-G000-303, E7080-G000-201,
E7080-G000-204, ET080-G000-703, ET080-G000-203, ET080-G000-205, ET080-G000-206, ET080-JO81-208, ET080-GO00-209
and ET080-J081-105.

I Includes all subjects who received at least one dose of pembrolizumab in KNOOT Part B1, B2, B3, D, C, FI, F2, F3, KN002
(original phase), KNOO6, KNO10, KNO12 cohort B and B2, KNO1 3 cohort 3, KN024, KNO40, KN042, KN045, KN0O48, KN052,
KNO054, KN055 and KNOST.

Database cutofl’ date for Melanoma (KNOOI-Melanoma: 18APR2014, KN002: 28FEB2015, KN006: 03MAR2015,
KN054:020CT2017, ET080-G000-206: 01SEP2016)

Database cutofl’ date for Lung (KNOOT-NSCLC: 22JAN2015, KNO10: 30SEP2015, KNO24: 10JUL2017, KNO42: 04SEP2018E,
E7080-G000-703: 01SEP2016)

Database cutofl’ date for HNSCC (KNO12 cohort B and B2: 26APR2016, KNO40: [SMAY2017, KNO4R8: 25FEB2019, KNOSS
22APR2016)

Database cutofl date for cHL (KNO13 cohort 3: 285EP2018, KNO87: 2IMAR2019)

Database cutofl’ date for Bladder { KN045: 260CT2017, KN052: 265EP2018)

Database cutofl date for Thyroid (E7080-G000-398: 01SEP2016, E7080-G000-303: 01 SEP2016, E7080-G0O00-201: 01SEP2016,
E7080-1081-208: 01SEP2016)

Database cutofl’ date for Endometrial Cancer (KN775: 260CT2020, E7080-G000-204: 01SEP2016)

Database cutoll date for Malignant Glioma (E7080-G000-203: 01SEP2016)

Database cutofl’ date for Renal Cell Carcinoma (E7080-G000-205: 15MAR2018)

Database cutofl’ date for Adenocarcinoma ( E7080-G000-209: 0 1SEP2016)

Database cutofl” date for Solid Tumor (KN 146: 18AUG2020, ET080-J081-105: 01SEP2016)

Source: [ISS: adam-adsl: adae]
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Deaths Due to Adverse Events

PTs reported more than once in the KN-775 lenavitinib+pembrolizumab arm were: death (n=5; 1.2%) and
pneumonia (n=2; 0.5%). The PT “death” was reported in situations where limited information on the cause
of death was available, or where the investigator could not assign a specific AE term in a participant with

comorbidities and confounding factors that led to death.

Out of the 23 subjects with fatal event receiving combination treatment, 6 participants (1.5%) were

assessed by the investigator as having drug-related AEs resulting in death:

- 1 death due to multiorgan dysfunction syndrome was considered by the investigator as related to

both lenvatinib and pembrolizumab;

- 1 death each due to cerebrovascular accident, right ventricular dysfunction, myelodysplastic

syndrome, and death were considered by the investigator as related to lenvatinib;

- 1 death due to colitis was considered by the investigator as related to pembrolizumab.

Of 19 participants in the TPC group who experienced AEs resulting in death, 8 deaths (2.1%) were
considered related to study intervention by the investigator. These events were all considered related to
doxorubicin: 2 events of pneumonia, and 1 event each of aspiration, pulmonary embolism, cardiogenic

shock, toxic cardiomyopathy, cardiac failure, and sepsis.

Table 101- Participants With Adverse Events Resulting in Death by Decreasing Incidence
(reported at least once in the indication group) (APaT Population)

KN775 KNT75 KN146 Lenvatinib Pembrolizumab
Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy
Pembrolizumab Physician’s Pembrolizumab | Safety Dataset' Reference
Choice (Non- Salety Dataset!
Endometrial
Cancer)
1 (%) n (%) n (70) 1 (%) 1 (o)
Participants in population 406 388 230 1.119 5.884
with one or more adverse events 23 (5.7) 19 4.9) 24 (10.4) 97 (8.7) 312 (5.3)
with no adverse events 383 (94.3) | 369 (95.1) | 206 (89.6) | 1,022  (91.3) |5.572 (94.7)
Death 5 (1.2) 3 (0.8) 0 (0.0) 5 (0.4) 42 (0.7)
Preumonia 2 (0.5) 2 (0.5) 2 (0.9) 6 (0.5) 36 (0.6)
Acute kidney injury 1 (0.2) 0 (0.0) 0 (0.0) 3 (0.3) 3 (0.1)
Acute myocardial infarction 1 (0.2) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.0)
Assisted suicide 1 (0.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Cerebrovascular accident 1 (0.2) 0 (0.0) 0 (0.0) 3 (0.3) 5 (0.1)
Colitis 1 (0.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Decreased appetite 1 (0.2) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0}
Intestinal perforation 1 (0.2) 0 (0.0) 0 (0.0 0 (0.0) 1 (0.0)
Large intestine perforation 1 (0.2) 0 (0.0) 0 (0.0 0 (0.0) 2 (0.0)
Lower gastromtestinal 1 (0.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
haemorrhage
Malignant gasirointestinal 1 (0.2) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
obsiruction
Multiple organ dysfunction 1 (0.2) 2 (0.5) 0 (0.0 2 (0.2) 5 (0.1)
syndrome
Myelodysplastic syndrome 1 (0.2) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
Pulmonary embolism 1 (0.2) 1 (0.3) 1 (0.4) 5 (0.4) 10 (0.2)
Right ventricular dysfunction 1 (0.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Urosepsis 1 (0.2) 0 (0.0} 1 (0.4) ] (0.0 5 (0.1
Vaginal haemorrhage 1 (0.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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Clinically Significant Adverse Events for Lenvatinib (CSAEs)

Table 102 - Adverse events summary for CSAE (APaT population)

KN775 Lenvatinib + KN775 Treatment Physician’s KN146 Lenvatinib + Lenvatinib Monotherapy
Pembrolizumab Choice Pembrolizumab (Non- Safety Dataset!
Endometrial Cancer)
| n (%) n (%) n (%) n (%)
|| Participants in population 406 388 230 1,119
|| with one or more adverse events 385 (94.8) 146 (376) 206 (89.6) 972 (86.9)
with no adverse event 21 (5.2) 242 (62.4) 24 (10.49) 147 (13.1)
with drug-related: adverse events 369 (90.9) 69 (17.8) 189 (82.2) 907 (81.1)
with toxicity prade 3-5 adverse events | 218 (53.7) 49 (126) 107 (46.5) 559 (50.0)
with toxicity prade 3-5 drug-related adverse events 195 (48.0) 16 41 81 (352) 482 (43.1)
with serious adverse events 80 (19.7) 27 (7.0) 47 (20.4) 202 (18.1)
with serious drug-related adverse events 60 (14.8) 11 (2.8) 25 (109) 126 (113)
with dose nterruption of any drug due to an adverse event 138 (34.0) 11 (2.8) 87 (37.8) 376 (33.6)
interruption of Pembrolizumab 72 a7.7 — 32 (13.9) —
interruption of Lenvatinib 109 (26.8) — 82 (35.7) 376 (33.6)
interruption of both Pembrolizumab and Lenvatinib 34 (84) - 19 (83) -
with dose reduction of Lenvatinib due to an adverse event 148 (36.5) - 67 (29.1) 265 (23.7)
who died 8 (2.0) 5 (1.3) 7 (3.0) 29 (2.6)
who died due to a drug-related adverse event 2 (0.5) 3 (0.8) 3 (13) 9 (0.8)
discontmued any drug due to an adverse event 60 (14.8) 9 (23) 23 (10.0) 108 ©7n
discontinued Pembrolizumab 27 6.7 — 17 (7.4) —
discontinued Lenvatinib 55 (13.5) - 21 9.1) 108 9.7
discontinued both Pembrolizumab and Lenvatinib 18 44 — 14 (6.1) —
discontinued any drug due to a drug-related adverse event 54 (13.3) 5 (1.3) 17 (7.4) 82 (7.3)
discontinued Pembrolizumab 17 42) - - -
discontinued Lenvatinib 47 (11.6) — — 82 (73)
discontinued both Pembrolizumab and Lenvatinib 8 2.0) — — —
discontinued any drug due to a serious adverse event 35 (8.6) 6 (15) 14 (6.1) 62 (5.5)
discontinued Pembrolizumab 18 [CES)] — 10 (4.3) —
discontinued Lenvatinib 34 [6:2))] - 13 (57 62 (5.5)
discontinued both Pembrolizumab and Lenvatinib 16 (3.9) - 9 (39 -
discontinued any drug due to a serious drug-related adverse 28 6.9) 2 (0.5) 10 (4.3) 41 3.7
event
discontinued Pembrolizumab 8 (2.0) - - -
disconfinued Lenvatinib 26 (6.4) - - 41 3.7
discontinued both Pembrolizumab and Lenvatinib [ (1.5) - - --
* Determined by the mvestigator to be related to the drug.
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 KIN146 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.
For lenvatinib monotherapy safety dataset, both non-serious adverse events and serious adverse events up to 30 days of last dose are included
+ Includes all subjects who received at least one dose of lenvatimb i E7080-G000-398, E7080-G000-303, E7080-G000-201, E7080-G000-204, E7080-G000-703, E7080-G000-203, E7080-G000-203,
E7080-G000-206, E7080-1081-208, E7080-G000-209 and E7080-J081-105.
Database cutoff date for Melanoma (E7080-G000-206: 01SEP2016)
Database cutoff date for Lung (E7080-G000-703: 01SEP2016)
Database cutoff date for Thyroid (E7080-G000-398: 01SEP2016, E7080-G000-303: 01SEP2016, E7080-G000-201: 01SEP2016, E7080-J081-208: 01SEP2016)
Database cutoff date for Endometrial Cancer (KN775: 260CT2020, E7080-G000-204: 01SEP2016)
Database cutoff date for Malignant Glioma (E7080-G000-203: 01SEP2016)
Database cutoff date for Renal Cell Carcinoma (E7080-G000-205: 15SMAR2018)
Database cutoff date for Adenocarcinoma (E7080-G000-209: 01SEP2016)
Database cutoff date for Solid Tumor (KN146: 18AUG2020, E7080-J081-105: 01SEP2016)

Source: [ISS: adam-adsl; adae]

Table 102 - Participants with clinically significant adverse events by maximum toxicity grade
(incidence >0% in one or more treatment groups)

EMN775 Lenvatmib KMNT75 Trestment EN146 Lenvatmib Lenvatinib
+ Pembrolizmmab | Physician's Chowe |+ Pembrolizumah Maomotherapy
{Mon-Endometnal Salety Datesel

Cancer)
n %) n (] n [y n (]
Participenits in pogulation A 3KH 230 L119

with ome or more adyverse evenls 385 (B 146 {37.6) Ah {H9.68) 9 [E.L %]
Cirade 1 36 (L8] a3 {16.2) 26 {11.3) 13 (9.2)
Cirale 2 131 {323) | (H.B) 73 {31.7) 30 T
Cirale 3 196 {483) LU {10L3) 90 {39.1) 500 {44.T)
Cirale 4 14 3.4) 4 (1.0} 14 {4.3) il {2.8)
Ciradle 5 K (R ] 5 {1.3) 7 (3H 28 {2.5)
with no adverse evenls 21 {5.2) 242 {62.4) 24 {10 4) 147 {131}

In KN-775, the following AEs were considered CSAEs, and were reported with decreasing frequency in the
lenvatinib+pembrolizumab combination arm and are shown in respect to Lenvatinib monotherapy SD:
Hypothyroidism (68.2% vs 19.8%), Hypertension (65% vs 62.8%), Hepatotoxicity (33.7% vs 17.5%),
Proteinuria (29.6% vs 35.3%), Hemorrhage (24.4% vs 32.8%), Palmar-plantar Erythrodysesthesia
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Syndrome (22.2% vs 22.3%), Renal Events (18.2% vs 10.0%), GI Perforation (3.9% vs 2.2%),
Hypocalcemia (3.9% vs 8.8%), QT Prolongation (3.9% vs 4.8%), Arterial Thromboembolic Events (3.7%
vs 5.7%), Fistula Formation (2.5% vs 2.1%), Cardiac Dysfunction (1.0% vs 5.5%), Posterior Reversible
Encephalopathy Syndrome (0.2% vs 0.3%). Creatinine increased was found in 10.8% of subjects receiving
combination treatment and in 2.6% of those receiving TPC.

CSAEs reported in the KN-775 combination arm at data cut-off resolved in 20.8%, were resolving in 14%,
and not resolved in 61% of cases.

Hepatotoxicity CSAEs

Hepatotoxicity CSAEs were observed more frequently in the lenvatinib plus pembrolizumab group compared
with the lenvatinib monotherapy and lenvatinib plus pembrolizumab non-EC groups (33.7%, 17.5%, and
19.6%, respectively). CSAE severity was mostly Grade 1 to 3 and median time to onset was 56 days. The
increased frequency in the lenvatinib plus pembrolizumab group was primarily driven by the incidence of
ALT increased (21.2%) and AST increased (19.7%). Most ALT or AST increases were Grade 1 to 3, most
did not result in discontinuation, and most were considered resolved or resolving.

Hypothyroidism CSAEs

The CSAE “hypothyroidism” was observed more frequently in the lenvatinib plus pembrolizumab group than
in the lenvatinib monotherapy and lenvatinib plus pembrolizumab non-EC groups (68.2%, 19.8%, and
43.5%, respectively). Most events of hypothyroidism in the lenvatinib plus pembrolizumab group were
Grade 1 or 2, and median time to onset was 62 days. Most CSAEs did not result in treatment discontinuation,
and most were treated with hormone replacement and were considered resolved at data cut-off (22%).

Renal events CSAEs

The incidence of the CSAE “renal events” was higher in the lenvatinib plus pembrolizumab group (18.2%)
compared with the lenvatinib monotherapy group (10%), and was similar to that of the lenvatinib plus
pembrolizumab non-EC group (18.7%). Most renal events were Grade 1 or 2, and median time to onset
was 86 days. Few renal events resulted in treatment discontinuation, and most were considered resolved
or resolving. The most frequently reported renal event was blood creatinine increased 10.8% in the KN-
775 combination arm.

Adverse Events of Special Interest for Pembrolizumab (AEOSIs)

AEOSI are immune-related events and infusion-related reactions associated with pembrolizumab treatment.
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Table 103 - Adverse events Summary for AEOSI (APaT population)

KN775 Lenvatinib + KN775 Treatment Physician's KN146 Lenvatinib + Pembroliznmab Monotherapy
Pembrolizumab Choice Pembrolizumab (Non- Reference Safety Dataset
Endometrial Cancer)
n D) n %) a %) = )
Participants in population 406 388 230 5.884
with one or more adverse events 273 (67.2) 17 44 118 (51.3) 1.475 (25.1)
with no adverse event 133 (32.8) 3N (95.6) 112 (48.7) 4409 (74.9)
with drug-related® adverse events 259 (63.8) 8 2.1) 105 (45.7) 1,282 (21.8)
with toxicity grade 3-3 adverse events 33 (13.1) 1 (0.3) 26 (11.3) 381 (6.5)
with toxicity grade 3-3 drug-related adverse events 46 (11.3) 0 (0.0) 23 (10.0) 331 (5.6)
with serious adverse events 41 (10.1) 1 (0.3) 16 (7.0 381 (6.5)
with serious drug-related adverse events 38 (9.4) 0 (0.0) 15 (6.5) 337 5.7
with dose interruption of any drug due to an adverse event 49 (12.1) 3 (0.8) 30 (13.0) 332 (5.6)
mterruption of Pembrolizumab 40 (9.9) - 19 (8.3) 332 (5.6)
mterruption of Lenvatinib 30 (74) - 20 (8.7 -
interruption of both Pembrolizumab and Lenvatinib 18 4.4) — 9 (39 -
with dose reduction of Lenvatinib due to an adverse event 12 (3.0) - 7 (3.0) -
who died 1 0.2) 0 (0.0) 0 (0.0) 11 (0.2)
who died due to a drug-related adverse event 1 (0.2) 0 (0.0) 0 (0.0) 11 (0.2)
discontinued any drug due to an adverse event 23 3.7 1 (0.3) 15 (6.5) 232 (3.9
discontinued Pembrolizumab 20 (4.9) - 14 (6.1) 232 (39
discontinued Lenvatmib 16 (3.9) - 6 (2.6) -
discontinued both Pembrolizumab and Lenvatinib 13 (3.2) - 5 2.2) -
discontinued any drug due to a drug-related adverse event 22 (3.4) 0 (0.0) 14 (6.1) 228 (3.9
discontinued Pembrolizumab 19 4.7 - - 228 (3.9
discontinued Lenvatmib 9 2.2) - - -
discontinued both Pembrolizumab and Lenvatinib 6 (L.5) - - -
discontinued any drug due to a serious adverse event 20 (4.9) 0 (0.0) 8 (3.5) 156 20
discontinued Pembrolizumab 17 4.2) - 7 (3.0 156 2.7
discontinued Lenvatmib 16 (3.9 - 3 (1.3) -
discontinued both Pembrolizumab and Lenvatimb 13 (3.2) - 2 (0.9) -
discontinued any drug due to a serious drug-related adverse 19 “@.n 0 (0.0) 8 (3.5) 154 (2.6)
event
discontinued Pembrolizumab 16 (3.9 - - 154 (2.6)
discontinued Lenvatmib 9 2.2) - - -
discontinued both Pembrolizumab and Lenvatimb 6 (1.5) - - -
* Determined by the investigator to be related to the drug
Grades are based on NCI CTCAE version 4.0
For KNT775 dataset, non-serious adverse events up to 30 days of last dose and serious adverse events up to 120 days of last dose are mcluded.
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 included.
For pembroliznmab 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.
J Includes all subjects who received at least one dose of pembrolizumab 1 KNOO1 Part B1, B2, B3. D, C. F1. F2. F3. KN002 (onginal phase). KN006. KN010. KNO012 cohort B and B2, KN013
cohort 3. KN024, KN040. KN042, KN045, KN048, KN052, KN034. KN055 and KNO87.
Database cutoff date for Melanoma (KIN0O1-Melanoma: 18APR2014. KN002: 28FEB2015, KN006: 03MAR2015, KN054:020CT2017)
Database cutoff date for Lung (KNOOI-NSCLC: 23JAN2015, KN010: 30SEP2015, KN024: 10JUL2017, KN042: 04SEP2018)
Database cutoff date for HNSCC (KNO012 cohort B and B2: 26 APR2016, KN040: 15MAY2017. KN048: 25FEB2019. KN055: 22APR2016)
Database cutoff date for cHL (KINO13 cohort 3: 28SEP2018. KN087: 21MAR2019)
Database cutoff date for Bladder (KN045: 260CT2017, KN052: 26SEP2018)
Database cutoff date for Solid Tumor (KN146: 18AUG2020)
Database cutoff date for Endometrial Cancer (KN775: 260CT2020)

Source: [ISS: adam-adsl: adae]

Table 104 - Participants with adverse events by AEOSI and preferred term (incidence >0% in
one or more treatment groups) in all-comer participants (APaT population)
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Lémvahnib + Permbrol 1mmma b TRC

n %) n )

Participamts in population A 3BE
with (ne or maore adverse events ik {67.2) 17 {4.4)
wiith mor &dverse evenls 133 (32.8) in {95.6)
Adrenal Insulciency 5 {L.2) 0 (LR
Agkenal il Tieiency 5 {1.2) L {0
Colitis 1L {4.7) 1 {3y
Cohits 16 {3.9) 1 {13y
Emteroaalitiz 3 {L.7) LU [LiL1]
E ncephalitis 1 {5} 0 [LIR1]
Encephalite 1 {0.2) L [L1T1]
Encephahis sukammme 1 {0.2) il [LUE]
Hepatitis & [ ] LU Ly
Hepating 1 {0.2) L [L1T1]
Immmune-medsted hepatts 5 {1.2) L [LUE]
H ypert hyroidism 47 {11.6) 4 (R
Hyperthyrowlism 47 {11.6) 4 (R ]
H ypophoy sitis 1 {5} 0 [LIR1]
Hypophysins 1 {0.2) L [L1T1]
Hypoptuilarian 1 {02} LU {0
H yporthy roidizm 34 {F74) 3 (L% ]
Hypothyroadian 233 {57.4) 3 (LK)
Primary hypothyroidian 1 {0.2) L [LUE]
Infusion Reactions 1Z {3.0) L (L5
Amsphylactic resction 2 {h.5) i (L
Drrug hypersensit vily 4 (1.4 2 {iL5)
Hypersemitaty & {1.5) 3 [[I%.]
Infusion relsted resction L {ihiF) 1 {iL3)
Mymithenic Sy ndrome 1 {0.2) LU [LIX1}]
Myassthena gravis 1 (0.2} il (LB
My seardits 1 (.2} LU Ly
Myocardite 1 {0.2) L [LIT]
Mysitls 1 {5} 0 Ly
Myaits 2 {05} L [LIT]
Mephrits I {D.5) LU Ly
Aulgimomune nephrits 1 {02) i LU
MNephrins 1 {0.2) L [LIT]
Fancreatitis 5 {1.2) LU (LR
Irmmune-med sted pane restite 1 {0.2) LU (LB
Pamerestitis 1 {0.2) L [LIT]
Pancrestiis acule 3 {.7) il LR
P oo nit i 5 {12} 1 (L3}
Pneumdmnitis 5 {1.2) 1 {iL3)
Severe Skin Reactions 13 {3.2) 1 {3y
Drermestits bullous 2 {05} 1 {13y
Erthems mult forme 3 {L.7) LU (LB
Pemphigoid 1 {0.2) L [LIT]
Rash 2 {05} L [LIT]
Rasth mroscu ke-pagu | ar 4 {109 LU [LIT1]
Rash pusitulber 1 {0.2) L [LIT]
Stevens-Johnsmn symndrome 1 {0.2) L LR
Tumiic skin engtion 1 {h2) i (L
Thyroiditis 5 {20y 0 Ly
Thyroxd disorder 2 {05} L [LIT]
Thyroxdis & {1.5) Lt [LiL]
Type 1 Diabetes Mellitus 4 {1y L (LR
Dhahetie ketoscklosas 1 {0.2) il LR
Type 1 dizbetes mellis 3 {7 L [LIT]
Uveitis 3 {7 0 Ly
Inidky clitis 1 {0.2) 0 (1L

Assessment report
EMA/617606/2021

Page 139/170



{7} o (LR
{5}
(0.2}

(]

Uweitis
{0
{IL5)
{lL5)

Uveits

Vasculitis

—_ = bl e
[ES T =

Varulis
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i ludked
TPC = Trestment Physician's Chose of doxorubicin or pachitasel.
Destshese Cutol't Diste: 2600T2(20)
Source: [PT75VI ME3475: adam-ad<l; adse)

Most AEOSI in the lenvatinib plus pembrolizumab group (approximately 81%) were mild to moderate in
severity (Grade 1 or 2). Most Grade 3 to 4 AEOSI were reported in <1% of participants in the lenvatinib
plus pembrolizumab group, except for Grade 3 severe skin reactions (2.5%), Grade 3 colitis (1.5%), and
Grade 3 hepatitis (1.5%). There was 1 death in the lenvatinib plus pembrolizumab 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.

Hypothyroidism

Hypothyroidism was observed more frequently in the lenvatinib plus pembrolizumab group compared with
the lenvatinib plus pembrolizumab non-EC group or the pembrolizumab monotherapy RSD (57.6%, 37.8%,
11.1%, respectively).

Most events of hypothyroidism in the lenvatinib plus pembrolizumab group were Grade 1 (17.2%) or 2
(39.2%) in severity and only 1 (0.2%) resulted in treatment discontinuation. Few events of hypothyroidism
were treated with corticosteroids (0.4%) and were instead treated with hormone replacement therapy, as
per protocol. Most hypothyroidism in the lenvatinib plus pembrolizumab group were considered not resolved
(n=145/234, 62.0%) as of the data cutoff.

The median time to onset for events of hypothyroidism in the lenvatinib plus pembrolizumab group (63.0
days) was shorter than that in the pembrolizumab monotherapy RSD (105.0 days). The median episode
duration has not been reached for either the lenvatinib plus pembrolizumab group or pembrolizumab
monotherapy RSD.

Hyperthyroidism

Hyperthyroidism was observed more frequently in the lenvatinib plus pembrolizumab group compared with
the lenvatinib plus pembrolizumab non-EC group or the pembrolizumab monotherapy RSD (11.6%, 4.8%,
and 4.2%, respectively).

Most events of hyperthyroidism in the lenvatinib plus pembrolizumab group were Grade 1 (7.4%) or 2
(3.4%) in severity and none resulted in treatment discontinuation. Few events of hyperthyroidism were
treated with corticosteroids (4.3%), and most were considered resolved (n=41/47, 87.2%).

The median time to onset for hyperthyroidism in the lenvatinib plus pembrolizumab group (43.0 days) was
consistent with that in the pembrolizumab monotherapy RSD (44.0 days); however, the median episode
duration was shorter than that in the pembrolizumab monotherapy RSD (43.0 days vs 56.0 days).

Colitis

Colitis in the lenvatinib plus pembrolizumab group was observed at a similar frequency as in the lenvatinib
plus pembrolizumab non-EC group, but more frequently if compared with the pembrolizumab monotherapy
RSD (4.7%, 5.7%, and 1.9%, respectively).

Most events of colitis in the lenvatinib plus pembrolizumab group (11 of 19, approximately 58%) were
Grade 1 (1.2%) or 2 (1.5%) in severity, 6 (1.5%) were Grade 3, 1 was Grade 4, and 1 was fatal. Four
events of colitis resulted in treatment discontinuation (3 participants discontinued both lenvatinib and

Assessment report
EMA/617606/2021 Page 140/170



pembrolizumab, 1 discontinued lenvatinib). Eight events of colitis were treated with corticosteroids
(42.1%), and most were considered resolved (n=12/19, 63.2%).

The median time to onset for colitis was longer in the lenvatinib plus pembrolizumab group (161.0 days)
compared with pembrolizumab monotherapy RSD (132.0 days). The median episode duration was similar
compared with the pembrolizumab monotherapy RSD (31.0 vs 27.0 days).

Laboratory findings

All-grade ALT increased and AST increased were found, respectively, in 53.4% and 58.3% of KN-775
combination treatment participants and in 20.7% and 22.4% of controls. Frequency was higher than in the
lenvatinib monotherapy SD (41.1% and 41.7%), the non-EC lenvatinib+pembrolizumab group (35.1% and
43.6%) and the pembrolizumab monotherapy RSD (27.5% and 28.5%). Most events were Grade 1 or 2.

Cholesterol increased and Triglycerides increased of all-grades were observed, respectively, in 53.3% and
69.2% of subjects receiving combination treatment, which was somehow comparable with the proportion
in the non-EC lenvatinib+pembrolizumab group (49.5% and 66.4%), but higher than in the pembrolizumab
monotherapy RSD (21.9% and 35%). Most events were Grade 1 or 2.

Overall, 57.1% of subjects treated with lenvatinib+pembrolizumab had Glucose increased, while this AE
was found in the lenvatinib monotherapy SD in 14.4%, in the non-EC lenvatinib+pembrolizumab group in
25.8%, and in the pembrolizumab monotherapy RSD in 11.6%.

Hypomagnesemia events were 53.6% in the lenvatinib plus pembrolizumab group and 38.3% in the non-
EC lenvatinib+pembrolizumab group. Most events were of grade 1 or 2.

The most frequently (incidence >5%) reported Grade 3 to 4 laboratory abnormalities in the lenvatinib plus
pembrolizumab group were:

Lymphocyte decreased (16.9%), sodium decreased (14.4%), potassium decreased (10.7%), AST increased
(8.5%), hemoglobin 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%).
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Table 105 - Participants with liver function laboratory findings that met predetermined criteria
in all-comer participants (APaT population)

Lenvatinib + Pembrolizumab TPC

Criteria n/m (%) n/m (%)
Participants in population 406 388
Alanine Aminotransferase
=3 x ULN 60/402 (14.9) (3.7)
>5x ULN 31/402 (7.7) (1.3)
=10 x ULN 9/402 (2.2) (0.5)
=20 x ULN 1/402 (0.2) (0.0)
Aspartate Aminotransferase
=3x ULN 52/401 (13.0€) 2.9)
25 x ULN 34/401 (8.3) (1.3)
~10 x ULN 10/401 2.5) (0.5)
>20 x ULN 2/401 (0.5) (0.0)
Aminotransferase (ALT or AST)
=3x ULN 75/401 (18.7) 19/378 (5.0)
=5x ULN 42/401 (10.5) 7/378 (1.9)
>10 x ULN 16/401 (4.0) 3/378 (0.8)
=20x ULN 3/401 (0.7) 0/378 (0.0)
Bilirubin
=>2x ULN ‘ 20/402 (5.0) ‘ 71379 (1.8)
Alkaline Phosphatase
>1.5x ULN ‘ 119/402 (29.6) ‘ 52/378 (13.8)
Aminotransferase (ALT or AST) and Bilirubin
AT >3 xULNand BILI =1.5 x ULN 16/402 (4.0) 6/380 (1.6)
AT =3 x ULN and BILI =2 x ULN 10/402 (2.5) 6/380 (1.6)
Aminotransferase (ALT or AST) and Bilirubin and Alkaline Phosphatase

Aminotransferase (ALT or AST) and Bilirubin and Alkaline Phosphatase

AT >3 x ULN and BILI =2 x ULN 3/402 (0.7) 0/380 (0.0)
and ALP <2 x ULN

n = Number of participants with postbaseline test results (or combination of test results from the same day) that met
predetermined criteria.

m = Number of participants with at least one postbaseline test result or combination of test results from the same
day.

AT P = Alkaline phosphatase; ALT = Alanine aminotransferase; AST = Aspartate aminotransferase; AT =
Aminotransferase (ALT or AST): BILI = Bilirubin: ULN = Upper limit of normal range.

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

Database Cutoff Date: 260CT2020

Source: [P775V01IMEK3475: adam-adsl; addili]

Safety in special populations

Intrinsic Factors

The safety findings in the lenvatinib plus pembrolizumab group based on age, gender, ECOG performance
status, and region are reported. Further, safety results in the lenvatinib plus pembrolizumab group are
summarized by MMR status.
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Age

Table 106 - Adverse events summary by age category (<65, 265 years) (APaT population)

KN775 Lenvatinib + Pembrolizumab

KN775 Treatment Physician's Choice

KN146 Lenvatinib + Pembrolizumab (Non-

Endometrial Cancer)

=65 =65 <65 =65 <65 ==G65
n (%) n (%) n (%) n (%) n (%) n (%)
Participants in population 205 201 192 196 127 103

with one or more adverse events 204 (99.5) 201 (100.0) 191 (99.5) 195 (99.5) 127 (100.0) 103 (100.0y
with no adverse event 1 (0.5) (1] (0.0) 1 (0.5) 1 (0.5) 0 (0.0) 0 (0.0)
with drug-related®adverse events 108 (96.6) 197 (98.0) 181 (94.3) 183 (93.4) 126 (99.2) 99 (96.1)
with toxicity grade 3-5 adverse events 178 (86.8) 183 (91.0) 137 (71.4) 145 (74.0) 110 (86.6) 03 (90.3)
with toxicity grade 3-5 drug-related adverse events 153 (74.6) 163 (31.1) 106 (55.2) 123 (62.8) 7 (62.2) 72 (69.9)
with serious adverse evenfs 100 (33.2) 105 (52.2) 55 (28.6) 63 (32.1) 64 (50.4) 65 (63.1)
with serious drug-related adverse events 64 (312) ! (353) 25 (13.0) 30 (153) 27 (21.3) 32 (3L
with dose interruption of any drug due to an adverse event 134 (654) 147 (73.1) 52 (27.1) 53 (27.0) 104 (81.9) 91 (88.3)
interruption of Pembrolizumab 103 (50.2) 100 (49.8) - - 63 (49.6) 50 (57.3)
interruption of Lenvatinib 111 (54.1) 127 (63.2) - - 09 (78.0) 88 (85.4)
interruption of both Pembrolizumab and Lenvatinib 65 (317) 60 (29.9) - - 4“4 (34.6) 45 437
with dose reduction of Lenvatinib due to an adverse event 130 (63.4) 140 (69.7) - - 80 (63.0) 72 (69.9)
who died 12 (59 11 (5.5) 9 4.7 10 (5.1) 9 (7.1) 15 (14.6)
who died due to a drug-related adverse event 4 (2.00 2 (1.0) 5 (2.6) 3 (1.5) 0 (0.0 5 49
discontinued any drug due to an adverse event 61 (298) 3 (36.3) 11 (5.7) 20 (10.2) 25 (19.7) 40 (38.8)
discontinued Pembrolizumab 36 (17.6) 40 (19.9) - - 21 (16.5) 34 (33.0)
discontinued Lenvatinib 56 (27.3) 69 (34.3) - - 21 (16.3) 36 (33.0)
discontinued both Pembrolizumab and Lenvatinib 27 (13.2) 30 (14.9) - - 16 (12.6) 26 (25.2)
discontinued any drug due to a dmg-related adverse event 47 (22.9) 61 (30.3) 10 (5.2) 12 (6.1) 13 (10.2 27 (26.2)
discontinued Pembrolizumab 19 9.3) 21 (10.4) - - - -

discontinued Lenvatinib 39 (19.0) 53 (26.4) - - - -

discontinued both Pembrolizumab and Lenvatinib 8 39 12 (6.0) - - - -
discontinued any drug due to a serious adverse event 40 (19.5) 48 (23.9) 5 (2.6) Q (4.6) 15 (11.8) 26 (25.2)
discontinued Pembrolizumab 27 (13.2) 33 (16.4) - - 12 @4 23 (223)
discontinued Lenvatinib 37 (18.0) 44 (21.9) - - 14 (11.09) 22 (21.9)
discontinued both Pembrolizumab and Lenvatinib 24 (11.7) 26 (12.9) - - 11 8.7 19 (18.4)
discontinued any drug due to a serious drug-related adverse 26 (12.7) 35 (174) 4 2.1 4 2.0y ] .7 15 (14.6)

event

discontinued Pembrolizumab 11 (5.4) 17 (8.5) - - - -

discontinued Lenvatinib 21 (10.2) 20 (144 - - - -

discontinued both Pembrolizumab and Lenvatinib 6 29 | 11 (5.5) - - - -

Lenvatinib Monotherapy Safety Dataset' Pembrolizumab Monotherapy Reference Safety Dataset
65 =65 <65 ==65
n n (%) n (%) n (%)
Participants in population 700 419 3.3835 2.499
with one or more adverse events 692 (98.9) 416 (99.3) 3.268 (96.5) 2422 (96.9)
with no adverse event 8 (11) 3 0.7 117 (3.5) 77 3.1
with drug-related®adverse events 660 (943) 400 (95.5) 2,366 (69.9) 1.766 (70.7)
with toxicity grade 3-5 adverse events 542 (77.4) 357 (85.2) 1.505 (44.3) 1.324 (53.0)
with toxicity grade 3-5 drug-related adverse events 418 (59.7) 306 (73.0) 456 (13.5) 457 (18.3)
with serious adverse events 370 (52.9) 243 (58.0) 1.182 (34.9) 1.084 434
with serious drug-related adverse events 193 (27.6) 137 (32.7) 346 (10.2) 310 (12.4)
with dose interruption of any drug due to an adverse event 445 (63.6) 312 (74.5) 799 (23.6) 693 277
interruption of Pembrolizumab - - 799 (23.6) 693 (27.7)
interruption of Lenvatinib 445 (63.6) 312 (74.5) - -
interruption of both Pembrolizumab and Lenvatinib - - - -
with dose reduction of Lenvatinib due to an adverse event 303 (433) 228 (54.4) - -
who died 57 8.1) 40 (9.5) 144 (4.3 168 (6.7
who died due to a drug-related adverse event 13 (1.9) 14 (3.3) 21 (0.6) 18 (]
discontinued any drug due to an adverse event 172 (24.6) 127 (30.3) 399 (11.8) 391 (15.6)
discontinued Pembrolizumab - - 300 (11.8) 391 (15.6)
discontinued Lenvatinib 172 (24.6) 127 (30.3) - -
discontinued both Pembroliznmab and Lenvatinib - - - -
discontinued any drug due to a drug-related adverse event 115 (16.4) 23 (222) 207 (6.1) 203 (8.1)
discontinved Pembrolizumab - - 207 (6.1) 203 (8.1)
discontinued Lenvatinib 115 (16.4) 93 (22.2) - -
discontinued both Pembrolizumab and Lenvatinib - - - -
discontinued any drug due to a serious adverse event 100 (14.3) 79 (18.9) 287 (8.3 285 (11.4)
discontinued Pembrolizumab - - 287 5) 285 (11.4)
discontinued Lenvatinib 100 (14.3) 79 (18.9) - -
discontinued both Pembrolizumab and Lenvatinib - - - -
discontinued any drug due to a serious drug-related adverse event 53 (7.6) 52 (124) 123 (3.6) 122 4.9)
discontinued Pembrolizumab - - 123 (3.6) 122 4.9
discontinued Lenvatinib 53 (7.6) 52 (124) - -

disconfinued both Pembrolizumab and Lenvatinib

Table 107 - Adverse events summary

population)

by age category (<65, 65-47, =

years) (APaT
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KN775 Lenvatinib + Pembrolizumab KN775 Treatment Physician’s Choice KN146 Lenvatinib + Pembrolizumab (Non-Endometrial
Cancer)
<63 65-74 >=75 <63 65-74 >=75 <63 65-74
n (%) n (%) n n (%) n n n (%) n (%) n
Participants in population 205 166 35 192 157 39 127 78 25
with one or more advers 204 (99.5) 166 (100.0) 35 (100.0) | 191 (99.5) 156 (99.4) 39 (100.0) | 127 (100.0) 8 (100.0) 25 (100.0y
with no adverse event 1 (0.5) 0 (0.0) 0 (0.0) 1 (0.5) I (0.6) 0 (0.0) 0 (0.0) 0 (0.0) i) (0.0)
with drug-related®adverse events 198 (96.6) 163 (98.2) 34 (97.1) 181 (94.3) 144 (91.7) 39 (100.0) | 126 (99.2) 76 (97.4) 23 (92.0)
with toxicity grade 3-5 adverse cvents 178 (80.8) | 152 (91.0) 31 (88.0) | 137 (71.4) | 116 (73.9) 29 (74.4) | 110 (86.0) 70 (89.7) 23 (92.0)
with toxicity grade 3-5 drug-related adverse | 153 (74.6) 135 (81.3) 28 (80.0) 106 (55.2) 98 (62.4) 25 (64.1) 79 (62.2) 54 (69.2) 18 (72.0)
events
with serious adve its 109 (53.2) 86 (51.8) 19 (54.3) (28.0) 49 (31.2) 14 64 (50.4) 43 (535.1) 22 (88.0)
with serious drug-related adverse events 64 (31.2) 56 (33.7) 15 (42.9) (13.00 2 (14.0) 8 27 (21.3) 22 (28.2) 10 (40.0)
with dose interruption of any drug due toan | 134 (654) [ 123 (74.1) 24 (68.60) (27.1) 39 (24.8) 14 104 (81.9) 67 (85.9) 24 (96.0)
adverse event
interruption of Pembrolizumab 103 (50.2) 82 (49.4) 18 (51.4) - - - 63 (49.0) 41 (52.6) 18 (72.0)
interruption of Lenvatinib 111 (54.1) 107 (64.5) 20 (57.1) - - - 99 (78.0) 64 (82.1) 24 (96.0)
interruption of both Pembrolizumab and 635 (31.7) 49 (29.5) 11 (31.4) - - - 44 (34.6) 29 (37.2) 16 (64.0)
Lenvatinib
with dose reduction of Lenvatinib due to an | 130 (63.4) 124 (74.7) 16 (45.7) - - - 80 (63.0) 58 (74.4) 14 (56.0)
adverse event
who died 12 (5.9) 5 (3.0 6 (17.1) 9 (47 8 (3.1) 2 (5.1) 9 (7.1) 11 (14.1y 4 (16.0)
who died duc to a drug-related adverse 4 (2.0) 0 (0.0 2 (5.7) 5 (2.6) 2 (1.3) 1 (2.6) 0 (0.0 5 (6.4) 0 (0.0)
event
discontinued any drug duc to an adverse 61 (29.8) 59 (35.5) 4 (40.0) 11 (5.7) 15 (9.6) 5 (12.8) 25 (19.7) 30 (38.5) 10 (40.0)
event
discontinued Pembrolizumab 36 (17.6) 33 (19.9) 7 (20.0) - - - 21 (16.5) 24 (30.8) 10 (40.0)
discontinued Lenvatinib 56 (27.3) 55 (33.1) 14 (40.0) - - - 21 (16.5) 26 (33.3) 10 (40.0)
discontinued both Pembrolizumab and 27 (13.2) 25 (15.1) 5 (14.3) - - - 16 (12.6) 17 (21.8) 9 (36.0)
Lenvatinib
discontinued any drug due to a drug-related 47 (22.9) 50 (30.1) 11 (31.4) 10 (52) 8 (5.1) 4 (10.3) 13 (10.2) 22 (28.2) 5 (20.0)
adverse cvent
discontinued Pembrolizumab 19 (9.3) 19 (11.4) - - - - - - -
discontinued Lenvatinib 39 (19.0) 43 (25.9) - - - - - - -
discontinued both Pembrolizumab and 8 3.9 12 - - - - - - -
Lenvatinib
discontinued any drug due to a serious 40 (19.5) 39 (23.5) 9 (25.7) 5 2.6) 7 (4.5) 2 (5.1) 15 (11.8) 18 3.1 8 (32.0)
adverse event
discontinued Pembrolizumab 27 (13.2) 27 (16.3) 6 (17.1y - - - 12 (9.4) 15 (19.2) 8 (32.0)
discontinued Lenvatinib 37 (18.0) 36 (21.7) 8 (22.9) - - - 14 (11.0) 4 (17.9) 8 (32.0)
discontinued both Pembrolizumab and 24 (11.7) 22 (13.3) 4 (11.4) - - - 11 (8.7) 11 (4.1 8 (32.0)
Lenvatinib
discontinued drug due to a serious drug- | 26 (12.7) 28 (16.9) 7 (20.0y 4 21 3 (1.9) 1 (2.6) 6 (4.7) 12 (15.4) 3 (12.0)
related adverse event
discontinued Pembrolizumab 11 (54) 15 (9.0) - - - - - - -
discontinued Lenvatinib 21 (10.2) 24 (14.5) -- - - - - - -
discontinued both Pembrolizumab and 6 2.9 11 (6.6) - - - - - - -
Lenvatinib
Lenvatinib Monotherapy Safety Dataset! Pembrolizumab Monotherapy Reference Safety Dataset
<65 65-74 =75 65 =75
n (%) n (%) n (%) n (%) n (%) n (%)
Participants in population 700 321 98 3.385 1,737 762
with one or more adverse events 692 (98.9) 319 (99.4) 97 (99.0) 3.268 (96.5) 1678 (96.6) 744
with no adverse event 8 (L1) 2 (0.6) 1 (1.0) 17 3.5) 59 (3.4) 18
with drug-related*adverse events 660 (94.3) 303 (94.4) 97 (99.0) 2.366 (69.9) 1224 (70.5) 542
with toxicity grade 3-5 adverse events 542 (77.4) 273 (85.0) 84 (85.7) 1.505 (44.5) 891 (51.3) 433
with toxic! irug-related adverse events 418 (59.7) 230 (71L.7) 76 (77.6) 456 (13.5) 311 (17.9) 146
with serious adver: cnts 370 (52.9) 183 (57.0) 60 1.182 (34.9) 719 (41.4) 365
adverse events 193 (27.6) 104 (324) 33 346 (10.2) 213 (12.3) 97
with dose interruption of any drug due to an adverse event 445 (63.6) 229 (71.3) 83 799 (23.6) 473 (27.2) 220
interruption of Pembrolizumab - -- - 799 (23.6) 473 (27.2) 220
interruption of Lenvatinib 445 (63.6) 229 (713) 83 (84.7) - - -
interruption of both Pembrolizumab and Lenvatinib - - -- - - -
with dose reduction of Lenvatinib due to an adverse event 303 (43.3) 175 (54.5) 53 (54.1) - - -
who died 57 (8.1 28 (8.7) 12 (12.2) 144 (43) 103 (5.9 65 (8.5)
who died due to a drug-related adverse event 13 (1.9) 8 (2.5) 6 (6.1) 21 (0.6) 12 (0.7) 6 (0.8)
discontinued any drug due to an adverse event 172 (24.6) 93 (29.0) 34 (34.7) 399 (11.8) 246 (14.2) 145 (19.0)
discontinued Pembrolizumab - - - 399 (11.8) 246 (142) 145 (19.0)
discontinued Lenvatinib 172 (24.6) 93 (29.0) 34 (34.7) - -
discontinued both Pembrolizumab and Lenvatinib - - - - - -
discontinued any drug due to a drug-related adverse event 115 (16.4) 68 (21.2) 25 (25.5) 207 (6.1) 135 (7.8) 68 (8.9)
discontinued Pembrolizumab - - - 207 (6.1) 135 (7.8) 68 (8.9)
discontinued Lenvatinib 15 (16.4) 68 (21.2) 25 (25.5) - - -
discontinued both Pembrolizumab and Lenvatinib - - - - -
discontinued any drug due to a serious adverse event 100 (143) 57 (17.8) 22 (8.5) 174 (10.0) 11 (14.6)
discontinued Pembrolizumab - - - (8.5) 174 (10.0) 11 (14.6)
discontinued Lenvatinib 100 (14.3) 57 (17.8) 22 (22.4) - - -
discontinued both Pembrolizumab and Lenvatinib - - - - - -
discontinued any drug due to a serious drug-related adverse 53 (7.6) 38 (11.8) 14 (14.3) 123 (3.6) 81 4.7 41 (5.4
event
discontinued Pembrolizumab - - - 123 (3.6) 81 (4.7) 41 5.4
discontinued Lenvatinib 53 (7.6) 38 (11.8) 14 (14.3) - - -
| discontinued both Pembrolizumab and Lenvatinib - - - - - - |
| * Determined by the investigator to be related to the drug |

A similar age-gradient, even though to a lesser extent for pembrolizumab, was found in both the
monotherapy datasets:
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- Lenvatinib monotherapy SD: drug-related Grade 3-5 AEs were 77.6% vs 71.7 and 59.7%, drug-related
SAEs 33.7 vs 32.4% and 21.6%, drug-related discontinuation due to AE 14.3% vs 11.8 and 7.6%,
drug-related fatal events 6.1% vs 2.5% and 1.9%.

- Pembrolizumab monotherapy RSD: drug-related Grade 3-5 AEs were 19.2% vs 17.9 and 13.5%, drug-
related SAEs 12.7 vs 12.3% and 10.2%, drug-related discontinuation due to AE 5.4% vs 4.7 and 3.6%,
drug-related fatal events 0.8% vs 0.7% and 0.6%.

The incidences and severity of the most frequently reported AEs (incidence =15%) in the lenvatinib plus
pembrolizumab and TPC groups were provided. Rates were generally similar between the different age
categories, with the following AEs having >10% difference between any age category (<65, 65-74, and
=75 age groups) for the lenvatinib plus pembrolizumab group:

0 Anaemia: 27.3%, 22.9%, 34.3%

o UTI: 22.0%, 28.3%, 34.4%

o Hypertension: Grade 3 and higher 33.2%, 42.2%, 45.7%

Tables with the AE Summary and AEOSIs AE categories by 75-year age cut-off (i.e. <75 and =75 years)
were also provided. Safety assessment of pembrolizumab+lenvatinib is limited by the small number of
subjects aged >75 years in the KN-775 Study and the pooled pembrolizumab+lenvatinib datasets.
Compared to the younger age group, older aged subjects showed higher proportions of subjects with drug-
related SAEs, who discontinued any drug due to AE, and who died due to a drug-related AE in both
pembrolizumab+lenvatinib datasets (KN-775, pooled pembrolizumab+lenavtinib) as well as in the
lenvatinitb monotherapy safety dataset. Proportions of AEOSIs AE categories were generally not dissimilar
between KN-775 age groups (<75 y vs >75 y). Safety profile across age groups was not significantly
different in subjects receiving TPC in KN-775 and in those of the pembrolizumab monotherapy dataset.

Sex

As in KN-775 study all participants were females, sub-group analysis based on sex is not considered
informative for the present submission.

ECOG
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Table 108 - Adverse events summary by ECOG performance status

population)

category (0, 1) (APaT

KP Lenvatinib + Pembrolizumab KP Treatment Physician’s Choice KNI146 Lenvatinib + Pembrolizumab (Non
Endometrial Cancer)
[0] Normal Activity [1] Symptoms, but [0] Normal Activity [1] Symptoms, but [0] Normal Activity [1] Symptoms, but
ambulatory amhbulatory ambulatory
n (%) n (%5) n ) n (%) n n (%)

Participants in population 244 162 224 105 125

with one or more adverse events 244 (100.0) 161 (99.4) 224 (100.0) (9R.8) 105 (100.0) 125 (100.0)
with no adverse event 0 (0.0) 1 (0.6) 0 (0.0) (1.2) 0 (0.0) 0 (0.0)
with drug-related®adverse events 157 (96.9) 215 (96.0) (90.9) 105 (100.0) 120

with toxicity grade 3-5 adverse events 142 163 (72.8) (72.6) 90 (B5.7) 13

with to y grade 3-5 drug-related adverse events 122 37 (61.2) (56.1) 0 (66.7) 81

with serious adverse events 3 61 27.2) (34.8) 48 (45.7) 81

with serious drug-related adverse events S 30 (13.4) (15.2) 22 (21L.0) 37

with dose interuption of any drug due to an adverse event 104 65 (29.0) (24.4) 92 (87.6) 103

interruption of Pembro T8 55 (52.4) 67

interruption of Lenvat o0 89 (B4.8) 98

interruption of both Pembrolizumab and Lenvatinib 40 41 (39.00 48

with dose reduction of Lenvatinib due to an adverse event 101 &1 (77.1) 7

who died 17 8 (3.6) 11 6.7y 4 (3.8) 20

who died due to a drug-related adverse event 5 5 2.2) 3 (1.8) 1 (Lo 4

discontinued any drug due to an adver 18 (8.0 13 (7.9) 2l (20,00 44

discontinued Pembrolizumab 17 (16.2) 38

discontinued Lenvatinib 55 16 (152 41

discontinued both Pembrolizumab and Lenvatinib 30 11 (10.5) 3

discontinued any drug due to a drug-related adverse event 3 13 (5.8) 9 (5.5) 14 (13.3) 26

discontmued Pembrolizumab 14

discontmued Lenvatinib 35

discontinued both Pembrolizumab and Lenvatinib 3 7

discontinued any drug due to a serious adverse event 48 (19.7) 40 9 (4.0 5 (3.0) 10 (9.5) 31 (24.8)

discontinued Pembrolizumab 29 (11.9) 3l 9 (8.6) 26 (20.8)

discontmued Lenvatinib 43 (17.6) 38 7 29 (232)

discontinued both Pembrolizumab and Lenvatinib 22 (9.0) 28 6 24 (19.2)
discontinued any drug due to a serious drug-related adverse 35 (14.3) 26 6 (2.7) 2 (1.2) 6 15 (12.0

event

discontinued Pembrolizumab 17 11 (6.8)

discontinued Lenvatinib 28 2 (13.6)

discontinued both Pembrolizumah and Lenvatinib 10 @1 7 4.3)

Lenvatinib Monotherapy Safety Dataset’ Pembrolizumab Monotherapy Reference Safety Dataset!
[0] Normal Activity [1] Symptoms, but ambulatory [1] Symptoms, but ambulatory
n (%) n (%) n (Y)
pants in population 492 452
with one or more adverse events (99.0) 448 (99.1) (96.7)
with no adverse event (L.oy 4 (0.9) (3.3)
with drug-related®adverse events (97.0) 422 (93.4) (66.2)
with tor ¢ grade 3-5 adverse events (79.5) 381 (84.3) (54.8)
with toxicity grade 3-5 drug-related adverse events (68.1) 292 (64.6) (16.1)
with serious adverse events (48.6) 2t (62.8) 44.1)
with serious drug-related adverse events (29.3) 137 (30.3) (11.1)
with dose nterruption of any drug due to an adverse event (68.7) 333 (27.4)
mtermuption of Pembrolizumah (27.4)
mtermuption of Lenvatmib 338 (68.7) 333
mtermuption of both Pembrolizumab and Lenvatmib
with dose reduction of Lem b due to an adverse event 284 (57.7) 205
who died 19 (3.9) 59 7 (2.9) (7.4)
who died due to a drug-related adverse event 7 (L4) 14 14 (0.5 (0.9)
discontinued any drug due to an adverse event 106 (21.5) 125 304 (11.0) (15.4)
discontinued Pembrolizumab 304 (11.0) (15.4)
discontinued Lenvatinib 106 (21.5) 125
discontinued both Pembrolizumab and Lenvatinib
discontinued any drug due to a drug-related adverse event 85 (17.3) 73 (16.2) 193 (7.0% 200 (6.8)
discontinued Pembrolizumab 193 (7.0) 200 (6.8)
discontinued Lenvatimib 85 (17.3) 73 (16.2)
discontinued both Pembrolizumab and Lenvatinib
discontinued any drug due to a sedows adverse event 55 (11.2) 82 (18.1) 198 (7.2) 350 (11.9)
discontinued Pembrolizumab 19% (7.2) 350 (11.9)
discontinued Lenvatinib 55 (11.2) 82 (18.1)
discontmued both Pembrolizumab and Lenvatinib
discontinued any drug due to a serious drug-related adverse event 39 (7.9) 38 (8.4) 106 (3.8) 130 (4.4
discontinued Pembrolizumab 106 (3.8) 130 (4.4
discontinued Lenvatinib 39 7.9) 38 (8.4)
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discontmued both Pembrolizumab and Lenvatinib

* Determined by the investigs

r to be related to the d
MedDRA preferred terms "Neoplasm Progression”, "

Malignant Neoplasm Progression” and "Disease Progression” not related to the drug are excluded.

Grades are
For KN

sed on NCI CTCAE version 4.0.

For lenvatinib monotherapy ataset, both non-serious adverse events and serious adverse events up to 30 da

For pembrolizumab monotherapy reference safety dataset, non-serio dose and serious adve

adverse events up to 30 days of la

events up to 90 days of last dose are included.

" Includes all subjects who received at least one dose of lenvatinib in ET080-GO00-398, E7080-G000-303, E7080-G000-201, ET080-GO00-204, EF080-G000-703, ET080-G000-203, ET080-G000-205, ET080-GO00-206,
ET080-108 1-208, ET080-GO00-200 and ET080-T081-105

I Includes all subjects who received at least one dose of pembrolizumab in KNO0O1 Part B1, B2, B3, D, C, F1, F2, F3, KN002 (original phase), KN006, KN0O10, KNO12 cohort B and B2, KN013 cohort 3, KN024, KN040,
KNO42, KNO45, KN048, KN032, KND54, KNO55 and KNOST

Database cutoff date for Melanoma (KNOO I-Melanoma: 18APR2014, KNOO2: 28FEB2015, KNOOG: (3MAR2015, KN05S4:020CT2017, ET0R0-GO00-206: 01SEP2016)

se cutoffdate for Lung (KNOOL-NSCLC: 23JANZO01S, KNOLO: 30SEP2015, KNOZ4: 10JUL2017, KN0O42: 04SEP2018, E7080-GO00-703: 01SEP2016)

Database cutoft date for HNSCC (KNO12 cohort B and B2: 26APR2016, KNO40: 1SMAY 2017, KNO48: 25FEB2019, KNO55: 22APR2016)

Database cutoff date for cHL (KNO13 cohort 3: 285EP2018, KNO87: 2IMAR2019)

Database cutoff date for Bladder ( KN045: 260CT 2017, KNOS, P2018)

Database cutoff date for Thyroid (E7080-G000-398: 01SEP2016, 0-G000-303: 01SEP2016, ET080-GO00-201: 018SEP2016, ET080-J081-208: 01SEP2016)

Database cutoff date for Endometrial Cancer (KN775: 260CT2020, ET0R0-GO00-204: 01SEP2016)

Database cutoff date for Malignant Glioma (ET080-G000-203: 01 SEP2016)

Database cutoff date for Renal Cell Carcinoma (E7080-G000-205: 1 SMAR2018)

Database cutoff date for Adenocarcinoma (E7080-G000-209: 01SEP2016)

Database cutoff date for Solid Tumor (KN 146: 18AUG2020, ET080-J081-105: 01 SEP2016)

0

Source: [I88: adam-adsl; adae]

Ethnicity

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); therefore, the data should be interpreted with
caution.

Within the lenvatinib plus pembrolizumab and TPC groups, the overall incidence and severity of AEs was
generally similar between the different race categories.

The incidences and severity of the most frequently reported AEs (incidence =15%) in the lenvatinib plus
pembrolizumab group were generally similar between the different race categories with the following
differences (>10% difference) within the lenvatinib plus pembrolizumab group noted:

¢ AEs higher in Whites than Asians: 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%)

e AEs higher in Asians than Whites: Stomatitis (37.6% vs 13.1%), platelet count decreased (32.9% vs
7.0%, Grade =3: 10.6% vs 0.8%), proteinuria (51.9% vs 22.3%; Grade =3: 10.6% vs 3.5%), PPE
(40.0% vs 13.3%; Grade =3: 5.9% vs 2.0%), and pyrexia (31.8% vs 10.5%).
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Extrinsic Factors

Geographic Region

Table 109- Adverse events summary by geographical region (EU, Ex-EU) (APaT population)

Lenvatinib + Pembrolizumab Treatment Physician's Choice KNI146 Lenvatinib + Pembrolizumab (Non
Endomefrial Cancer)
EU Ex-EU EU Ex-EU E Ex-EU
n (%o) n (%5) n (o) n (%) n (%) n (%o
rticipants in population 114 292 128 260 14 216
with one or more adverse events 114 (100.0) 291 (99.7) 127 99.2) 259 (99.6) 14 (100.0) 216 (100.0)
with no adverse event 0 (0.0) 1 0.3) 1 (0.8) 1 (0.4) 0 (0.0) 0 0.0y
with d related*adverse events 112 283 (96.9) (95.3) 242 (93.1) 3 (92.9) 212 (98.1)
with toxicity grade 3-5 adverse events 100 26l (89.4) (66.4) 197 (75.8) 10 (71.4) 193 (89.4)
with toxicity grade 3-5 drug-related adverse events 85 231 (79.1) 7 (56.3) 157 (60.4) 9 (64.3) 142 (65.7)
with serious adverse events 60 154 (52.7 40 (31.3) T8 (30.0) ] (57.1) 121 (36.0)
with serious drug-related adverse events 34 101 (34.6) 21 (16.4) 34 (13.1) 5 (35.7) 54 (25.0)
with dose interruption of any drug due to an adverse event 79 202 (69.2) 33 (25.8) 72 (27.7) 10 (714 185 (85.6)
interruption of Pembrolizumab 60 143 (49.0) 4 (28.6) 118 (54.6)
interruption of Lenvatinib 67 171 (58.6) 9 (64.3) 178 (82.4)
interruption of both Pembrolizumab and Lenvatinib 40 85 (29.1) 3 (21.4) 86 (39.8)
with dose reduction of Lenvatinib due to an adverse event 65 205 (70.2) 7 (50.0) 145 (67.1)
who died 4 19 (6.5) 1 (0.8) 18 (6.9) 1 (7.1) 23 (10.6)
who died due to a drug-related adverse event 0 6 (2.1) 1 (08) 7 (2.7) 1 (7.1 4 (1.9y
discontinued any drug due to an adverse event 38 96 (32.9) 12 (9.4) 19 (7.3) 4 (28.6) 61 (28.2)
discontinued Pembrolizumab 20 36 (19.2) 3 (21.4) 52 (24.1)
discontinued Lenvatinib 36 89 (30.5) 4 (28.6) 53 (24.5)
discontinued both Pembrolizumab and Lenvatinib 16 41 (14.00 2 (14.3) 40 (18.5)
discontinued any drug due to a drug-related adverse event 30 78 (26.7) 7 (3.3) 15 (3.8) 4 (28.6) 36 (16.7)
discontinued Pembrolizumab 11 29 9.9)
discontinued Lenvatinib 24 68 (233)
discontinued both Pembrolizumab and Lenvatinib 5 15 (5.1)
discontinued any drug due to a serious adverse event 26 62 (21.2) 4 (31 10 (3.8) 3 38 (17.6)
discontmued Pembrc 17 43 (14.7) 33 (15.3)
discontinued Lenvat 24 57 (19.5) 34
discontinued both Pembrolizumab and Lenvatinib 15 35 (12.0) 29 (13.4)
discontinued any drug due to a serious drug-related adverse 17 H (15.1) 2 (1.6) 6 23) 3 18 (83)
event
discontinued Pembrolizumab 8 (7.0) 20
discontinued Lenvatinib 13 (11.4) 37
. . | . | F | - "
discontinued both Pembrolizumab and Lenvatinib 4 (3.5) 13
Lenvatinib Monotherapy Safety Dataset’ Pembrolizumab Monotherapy Reference Safety Dataset!
EU Ex-EU EU Ex-EU
n (%) n (%) n (%) n (%)
Participants in population 734 2092 3,792
with one or more adverse events (99.2) 726 (98.9) 2014 (96.3) 3.676
with no adverse event (0.8) £ (L.1) 78 3.7) 116
with dmg-related*adverse events (94.3) 697 (95.0) 1430 (68.4) 2,702
with toxicity grade 3-5 adverse events (83.6) 577 (T8.6) 960 (45.9) 1.869
with toxicity grade 3-5 drug-related adverse events (66.8) (63.6) 317 (15.2) 596
with serious adverse events (63.6) (50.1) 796 (38.0) 1470
with serious drug-related adverse events (34.3) (27.0) 241 (11.5) 415 (10.9)
with dose mterruption of any drug due to an adw (714 (65.7) 523 (25.0) 969 (25.6)
interruption of Pembrolizumab 523 (25.0) 969 (25.6)
714y 482
interruption of both Pembrolizumab and Lenvatinib
with dose reduction of Lenvatinib due to an adverse event (46.0) 354 (48.2)
who died (14.8) 40 (5.4) (5.2) 203 (5.4)
who died due to a drug-related adverse event 1 3 (1L.8) (0.6) 27 (0.7)
discontinued any drug due to an adverse event 13 186 (25.3) (12.8) 523 (13.8)
discontinued Pembrolizumab (12.8) 523 (13.8)
discontinued Lenvatinib 13 (29.4) 186 (25.3)
discontmued both Pembrolizumab and Lenvatinib
discontinued any drug due to a drug-related adverse event 74 (19.2) 134 (18.3) 151 (7.2) 259 (6.8)
discontinued Pembrolizumab 151 (7.2) 259 (6.8)
discontimued Lenvatmib 74 (19.2) 134 (18.3)
discontmued both Pembrolizumab and Lenvatinib
discontinued any drug due to a serious adverse event 76 (19.7) 103 (14.0) 193 9.2) 3T (10.0)
discontimued Pembrolizumab 3 (9.2) 3 (10.0)
discontimued Lenvatinib 76 (19.7) 103 (14.0
discontinued both Pembrolizumab and Lenvatinib
discontinued any drug due to a serious drug-related adverse event 41 (10.6) 64 (8.7) &9 4.3) 156 (4.1y
discontinued Pembrolizumab &9 4.3) 156 (4.1
discontinued Lenvatinib 41 (10.6) 4 (8.7)

Assessment report
EMA/617606/2021

Page 148/170




discontinued both Pembrolizumab and Lenvatinib

* Determined by the investi
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 4.0.
For set, non-scrious adverse events up to 30 days of last dose and serious adverse events up to 120 days of last dose
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 included.

4 of last dose are included

tor o be related to the drug

are included.

For lenvatinib monotherapy y

For pembrolizumab monothe: 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-G000-303, ET080-GO00-201, ET080-G000-204, ET080-GO00-703, E7080-G000-203, E7080-G000-205, E7080-GO00-206,
E7080-J081-208, ET080-GO00-209 and E7080-J081-105

ived at least one dose of pembrolizumab in KNOOI Part B1, B2, B3, D, C,F1, F2, F3, KNO02 {original phase), KNOOG, KNO10, KNO12 cohort B and B2, KNO13 cohort 3, KNO24, KNOMO,

N034, KNO3S and KNORT

ate for Melanoma (KNOO I-Melanoma: 18APR2014, KN002: 28FEB2015, KNOOG: 03MAR2015, KN054:020CT2017, ET080-GO00-206: 01SEP2016)

Fdate for Lung (KNOO1-NSCLC: 23JAN2015, KNOL0: 30SEP2015, KNOZ4: 10JUL2017, KNO4Z: 045EP2018, ET080-G000-703: 01SEP2016)

ate for HNSCC (KNO12 cohort B and B2: 26APR2016, KNOMO: ISMAY 2017, KNO48: 25FEB2019, KNO55: 22APR2016)

ate for cHL (KNO13 cohort 3: 28SEP2018, KNO87: 2IMAR2019)

Datah: Fdate for Bladder ( KNO45: 260CT2017, KN0O32: 26SEP2018)

Da [date for Thyroid (E7080-GO00 -3 EP2016, E7T080-GO00-303: 01SEP2016. ET080-GO00-201: 01SEP2016, ETO80-J081-208: 01SEP2016)

Database cutoff date for Endometrial Cancer (KD 260CT2020, E7080-G000-204: 01 SEP2016)

Database cutoff date for Malignant Glioma (E7080-G0O00-203: 01SEP2016)

Database cutoff date for Renal Cell Carcinoma (E7080-G000-205: 15SMAR2018)

Database cutoff date for Adenocarcinoma (E7080-G000-209: 01SEP2016)

Database cutoff date for Solid Tumor (KN 146: 18AUG2020, ET080-J081-105: 01 SEP2016)

et. both non-serious adverse events and serious adverse events up to 30 d.

who recei
048, KNOS

J Includes all subje

KNO42, KN4
Da
Da
Datah:
Da

Source: [ISS: adam-adsl; adae]

MMR Status

Table 110 - Adverse events summary by MMR status (pMMR, dMMR) in all-comer participants (APaT

population)
Lenvatinib + Pembrolizumsh TR
pMMMR AMMER pMMR AMME
n %) b (&) n %% n &)
Parii ipants inpopulation 32 [ 2] 325
withane or more adverse evenls 341 (9.7 64 { WHLDY 3N {97 62 {98.4)
with no sdverse event 1 {30 1] LU 1 (h3) 1 (1.8
with drug- relsteda ad verse events ki) (97.4) 62 (96.9) k11 {S.H) 1 (H8.9)
with toxicity grade 3- 5 adverse evenls 300 {E1.T) &l (95.3) 236 {72.48) 46 [EER(]
withilosacily grade 3- 5 dmugs relsted adverse events 261 {3 55 (H5.9) 193 {594) k1] (571
with senous sdverse evenis 170 [ 44 (BE.K) e {2590 24 [EL N ]
with serious drug-relsted adverie events 106 {31.0) 29 (45.3) - {13.5) 11 {17.5)
withdose madificationt due 1o &n adverse event ilé (92.4) 64 o HLDY 137 (42.2) 24 (38.1)
with dose miermptiome due 1o an sdverse event 235 {68 TH L L (719 a1 {280 14 (21.3)
migrmuption of Pembrol twrsh 1a5 {4825 38 (59.4) L] [T L] LU
mierngtion ol Lenvatinib 199 {SKE2) 39 (LY L] [LUL) 1] (L]
miermuption of both Pembrol tumsh snd Lenvatinib T4} (22 25 (39.1) L] [T L] LU
withdose reductiond due to &n adverse event 229 (674 41 (64.1) 42 {12.9) L] {127
whi died 16 {4.7) 7 {10.9) 15 {4.8) 4 {6.3)
whao died due o a dug-relsied adverse evenl 4 {1.2) 2 {31 [ (1.8} 2 33
dhscantinuede dmg due o an sbyverie event 106 {31.4) 28 (43.8) i) (B3) 4 {63)
dhscontmued Pembrohaumsh Lil] {17.5) 16 (25.09 L] (LU L] [LLG
discontinued Lenvatmib 7 {284} 28 (43.8) LL (L] 0 LLL]
dhseontmued bath Pembroboummash sl Lenvatinb 43 {12.8) 14 (219 L] (LU L] [LLG
s ontinued drug due to & drg-relsted adverse evenl 7 {254) 21 (328 2 16.2) 2 3.2)
dhscontmued Pembrohzumsh 33 {9.8) 7 [RLIR ] 1] [LIL) 1] [LULGT
dhscombmued Lenvatmib P3 {213 19 29T L] [LIL) L] (LT
discontinued both Pembrolizumab and Lenvatinib 16 4.7 4 {6.3) 0 LLULU 0 i
dhscontinued drugdue 1o 2 senous sdverse event T0 {2.5) 18 2E1) 11 {34) 3 4.5
dhscomtmied Pembrohmumsh 47 {137y 13 {24L3) L] [LIL) L] (LT
dhseombmued Lenvatmib (] {18.T) 17 {266) 1] [LIL) 1] LLUL
dhscontmued bath Pembrolimomab smd Lenvatimb 38 {11.1) 12 [RE.%.1] L] (LN L] (LU
s ontinued drug due o & senous drug-retsted sdverse event 50 {14.6) 11 {17.2) 7 2.2) 1 1.4
disconmtinued Pembrobzumsh 24 {7400 4 {h.3) 0 [LOE] 0 (i
dhscontmued Lenvatmib 41 {120 L {14.1) 1] [LILO] 1] [LLG]
! - imr | = ) ) - i or | - )
chsontimued bath Pembrohaumab and Lenvatimb 15 {445 2 [ER Y] L] (LI} 1] LU
* Determmed by the investigaior o be relied to he drug.
b Defined & an sctiontaken of dose reduced, drug interrupted or drug withdrewn.
© For Lenvatinib + Pembrolizumsh, the dase imerruption ol ether Pembrol trumsh or Lenvatinhb,
4Far Lenvatinib + Pembr ol rumsh, the dase reduction for only Lenvatimb.
® For Lenvatmib + Pembrolizumsh, the discmimustion of either Pembroltumsh or Lenvatinib.
Man-seriius sdverse events up ko 30 deys of bt dose and serows sdvense events up o 120 days of last dose are included.
Med DRA pre fermed temms "Neopbsm progresswon”, "Mahgnent neoplaan progresion”™ and "Disesse progression” nol relsied toihe dmg are excluded
Cirades are based on NCI CTCAE version 4.03
TPC = Trestment Physician s Chaice of doxombicin or pacltaxel
Diastwhase Cutoll Dete: 2600TX20

Source: [FT75VINIME3475: sdam-adsl]; scdse]

Table 111 - Exposure adjusted adverse events summary (including multiple occurrences of events) (APaT
population)
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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 (1893) 125 (16.77)
with serious adverse events 312 (9.83) i) (11.54)
with serious drug-related adverse events 160 (5.04) 42 (3.04)
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 Pembroli zumab 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 (1594) it (11.81)
who died 16 (0.50) 7 (0.94)
who died due to a drug-related adverse event 4 (0.13) 2 (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) I8 (2.42)
discontinued due to a dmg-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 (D.63) 4 (0.54)
discontinued due to a serious adverse event 76 (2.39) 19 (2.55)
discontinued Pembrolizumab 48 13 (1.74)
discontinued Lenvatinib 67 18 (2.42)
discontinued both Pembrolizumab and Lenvatinib 39 (1.23) 12 (lL.ol)
discontinued due to a serious drug-related adverse 53 (1.67) 11 (1.45)
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.

b.  Drug exposure i defined as the between the first dose date + 1 day and the carier of the last dose date + 30 or the
database cutof date.

¢.  Determined by the mvestigator to be related w the drg.

d.  Defined as an action taken of dose reduced, drug interrupted or drug withdrawn.

¢.  For Lenvatmib + Pembrolizumab, the dose mterruption of either Pembrolizumab or Lenvatinib.

f. For Lenvatmib + Pembrolizumab, the dose reduction for only Lenvatmib.

g.  For Lenvatmib + Pembrolizumab, the discontinuation of either Pembrolizumab or Lenvatinib.

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

MedDRA preferred terms "Neoplism progression”, "Malignant neoplasm progression” and "Disease progression” not

related to the drug are excluded.

Grades are based on Grades are based on NCI CTCAE wersion 4.03

TPC = Treatment Physician’s Choiee of doxorubiem or pachitaxel.

Database Cutoft Date: 2600T2020

Source: |Annex Table 55] [Annex Table 56]

Table 112 - Exposure adjusted adverse events summary (including multiple occurrences of events) AEOSI
(APaT population)

Assessment report
EMA/617606/2021 Page 150/170



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 74522

Total events (rate)

with one or more adverse events 351 (11.06) 77 (10.33)

with no adverse event 116 (3.63) 17 (2.28)

with drug-related® adverse events 319 (10.05) 66 (B.86)

with toxicity grade 3-5 adverse events 52 (1.64) 9 (L.21)

with toxicity grade 3-5 drug-related adverse events 45 (1.42) 8 (1.07)

with serious adverse events 44 (1.39) 7 (0.94)

with serious drug-related adverse events 40 (1.26) 6 (D.81)

with dose modification® due to an adverse event 77 (2.43) 10 (1.34)

with dose interruption® due to an adverse event 52 (1.64) 7 (0.94)
interruption of Pembrolizumab 37 (1.17) 6 (0.81)
interruption of Lenvatinib 31 (0.98) 6 (D.81)
interruption of both Pembrolizumab and 16 (0.50) 5 (0.67)
Lenvatinib

with dose reduction® due to an adverse event 14 (0.44) 1 (0.13)

who died 1 (0.03) 0 (0.00)

who died due to a drug-related adverse event 1 (0.03) 0 (0.00)

discontinued® due to an adverse event 23 (0.72) 2 (0.27)
discontinued Pembrolizumab 20 (0.63) 2 (0.27)
discontinued Lenvatimb 15 (0.47) 1 (0.13)
discontinued both Pembrolizumab and Lenvatinib 12 (0.38) 1 (0.13)

discontinued due to a drug-related adverse event 22 (0.69) 2 (0.27)
discontinued Pembrolizumab 19 (0.60) 2 (0.27)
discontinued Lenvatinib 9 (0.28) 0 (0.00)
discontinued both Pembrolizumab and Lenvatinib 6 (0.19) 0 (0.00)

discontinued due to a serious adverse event 18 (0.57) 2 (0.27)
discontinued Pembrolizumab 15 (0.47) 2 (0.27)
discontinued Lenvatinib 15 (0.47) 1 (0.13)
discontinued both Pembrolizumab and Lenvatinib 12 (0.38) 1 (0.13)

discontinued due to a serious drug-related adverse 17 (0.54) 2 (0.27)

event
discontinued Pembrolizumab 14 (0.44) 2 (0.27)
discontinued Lenvatinib 9 (0.28) 0 (0.00)
discontinued both Pembrolizumab and Lenvatinib 6 (0.19) 0 (0.00)

a.  Event rate per 100 person-months of exposure = event count *1M/person-months of exposure.

b, Dmug exposure s defmed as the between the first dose date + 1 day and the carlier of the last dose date + 30 or the

database cutof? date.

¢.  Determined by the mvestigator to be related w the drug.

d.  Defined as an action taken of dose reduced, drug interrupted or drug withdrawn.

¢.  For Lenvatmib + Pembrolizumab, the dose interruption of either Pembrolizumab or Lenvatinib.

£ For Lenvatmib + Pembrolizumab, the dose reduction for only Lenvatnib.

g, For Lenvatmib + Pembrolizumab, the discontinuation of either Pembrolizumab or Lenvatinib.

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

MedDRA preferred terms "Neoplasm progression”, "Malignant neoplasm progression” and "Discase progression” not

related to the drug are excluded.

Cirades are based on Grades are based on NCI CTCAE version 4.03

TPC = Treatment Physician’s Choice of doxorubicm or pachitaxel.

Database Cutof Date: 260CT2020

Source: | Annex Table 57) [Annex Table 58]

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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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. Therefore, no preclinical PK studies were conducted to assess the propensity of pembrolizumab to
be a victim or perpetrator of PK DDIs.

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 uM, 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.

Discontinuation due to adverse events

Adverse Events Leading to Treatment Discontinuation

Table 113 - Participants With Adverse Events Resulting in Discontinuation of Pembrolizumab and
Lenvatinib or Treatment of Physician’s Choice (APaT Population)

KMN775 Lenvatinib + KN775 Treatment KN 146 Lenvatinib +
Pembrolizumab Physician’s Choice Pembrolizumab (Non-
Endometrial Cancer)
n (%) n (%) n (%)
Participants in population 406 388 230
with one or more adverse evenis 57 (14.0) 3l (8.0) 42 (18.3)
with no adverse evenis 349 (86.0) 357 (92.0) 188 (81.7)

Table 114 - Participants With Adverse Events Resulting in Discontinuation of Pembrolizumab or

Lenvatinib or Treatment of Physician’s Choice (APaT Population)
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KN775 KN775 KN146 Lenvatinib Pembrolizumab

Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy

Pembrolizumab Physician’s Pembrolizumab | Safety Dataset Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
n (") n (%) n (M) n (M) n (")
Participants in population 406 388 230 1.119 5,884

with one or more adverse evenis 34 (33.0 31 (8.0) 65 (28.3) | 299 (26.7) | 790 (13.4)
with no adverse events 272 (67.0) | 357 (92.01) 165 (71.7) | 820 (73.3) | 5.094 (86.6)

Table 115 - Participants With Adverse Events Resulting in Discontinuation of Lenvatinib or Treatment of
Physician’s Choice (APaT Population)

KN775 Lenvatinib
+ Pembrolizumab

KN775 Treatment
Physician’s Choice

KN 146 Lenvatimb
+ Pembrolizumab
{Non-Endometrial

Lenvatinib
Monotherapy

Safety Dataset’

Cancer)
n (%) n (%) n (") n (%)
Participants in population 406 388 230 1.119
with one or more adverse evenis 125 (30.8) 31 (8.0) 57 (24.8) 299 (26.7)
with no adverse events 281 (69.2) 357 (92.0) 173 (75.2) 820 (73.3)

Table 116 - Participants With Adverse Events Resulting in Discontinuation of Pembrolizumab or Treatment
of Physician’s Choice (APaT Population)

KN775 Lenvatinib

KN775 Treatment

KN 146 Lenvatinib

Pembrolizumab

+ Pembrolizumab | Physician’s Choice | + Pembrolizumab Monotherapy
{Non-Endometrial Reference Safety
Cancer) Dataset
n (%) n (") n (") n (")
Participants in population 406 388 230 5884
with one or more adverse events 76 (18.7) 31 (8.0 55 (23.9) 790 (13.4)
with no adverse events 330 (81.3) 357 (92.0) 175 (76.1) 5,004 (86.6)

Table 117 - Participants With Drug-Related Adverse Events Resulting in Discontinuation of Pembrolizumab
or Lenvatinib or Treatment of Physician’s Choice (APaT Population)

Drug-related Adverse Events Leading to Treatment Discontinuation

KNT775 KN775 KNI146 Lenvatinib Pembrolizumab

Lenvatinib + Treatment Lenvatinib + Monotherapy Monotherapy

Pembrolizumab Physician’s Pembrolizumab | Safety Dataset Reference
Choice (Non- Safety Dataset
Endometrial
Cancer)
n (") n (%) n (") n (") n (")
Participants in population 406 388 230 1.119 5,884

with one or more adverse events 108 (26.6) 22 (5.7) 40 (17.4) | 208 (18.6) | 410 (7.0}

with no adverse events 298 (73.4) | 366 (94.3) 190 (82.6) | 911 514y | 5474 (93.0)

The incidence of drug-related AEs resulting in lenvatinib discontinuation was generally consistent between
the lenvatinib plus pembrolizumab group (22.7%) and the lenvatinib monotherapy group (18.6%). Drug-
related AEs in the lenvatinib plus pembrolizumab group resulting in lenvatinib discontinuation (regardless
of action taken for pembrolizumab) in 21% of participants included hypertension, asthenia, weight
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decreased, decreased appetite, proteinuria, diarrhea, and vomiting. The incidence of drug-related AEs
resulting in pembrolizumab discontinuation (regardless of action taken for lenvatinib) was higher for the
lenvatinib plus pembrolizumab group (9.9%) as compared to the pembrolizumab monotherapy group
(5.2%). ALT increased was the only AE in the Lenvatinib plus pembrolizumab group resulting in
pembrolizumab discontinuation in 21% of participants.

Adverse Events Leading to Treatment Interruption

The incidence of AEs resulting in lenvatinib interruption (regardless of action taken for pembrolizumab) was
similar in the lenvatinib plus pembrolizumab group (58.6%) and the lenvatinib monotherapy group
(67.6%). AEs in the lenvatinib plus pembrolizumab group resulting in lenvatinib discontinuation in >5% of
participants included hypertension, diarrhea, proteinuria, and vomiting. The incidence of AEs resulting in
pembrolizumab interruption (regardless of action taken for lenvatinib) was higher in the lenvatinib plus
pembrolizumab group (50.0%) than in the pembrolizumab monotherapy RSD group (25.4%). Diarrhea was
the only AE in the lenvatinib plus pembrolizumab group resulting in pembrolizumab discontinuation in 25%
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%).

Drug-related Adverse Events Leading to Treatment Interruption

The incidence of drug-related AEs resulting in lenvatinib interruption (regardless of action taken for
pembrolizumab) was lower in the lenvatinib plus pembrolizumab group (45.8%) than in the lenvatinib
monotherapy group (61.3%). Drug related AEs in the lenvatinib plus pembrolizumab group resulting in
lenvatinib discontinuation in =22% of participants included hypertension, diarrhea, proteinuria, decreased
appetite, vomiting, fatigue, nausea, and weight decreased. The incidence of AEs resulting in pembrolizumab
interruption (regardless of action taken for lenvatinib) was higher in the lenvatinib plus pembrolizumab
group (25.6%) than in the pembrolizumab monotherapy RSD group (14.2%). Drug-related AEs in the
lenvatinib plus pembrolizumab group resulting in pembrolizumab discontinuation in >2% of participants
included diarrhea and ALT increased.

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 group (66.5%) than in the lenvatinib monotherapy group (47.5%). The most frequently
reported (incidence >10%) AEs leading to lenvatinib dose reduction were hypertension and diarrhea in the
lenvatinib plus pembrolizumab group.

The overall incidence of AEs resulting in a dose reduction of lenvatinib in the lenvatinib plus pembrolizumab
group (66.5%) was consistent with the lenvatinib plus pembrolizumab non-EC group (66.1%).

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 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,
diarrhea, PPES, proteinuria, fatigue, decreased appetite, and weight decreased in the lenvatinib plus
pembrolizumab group.
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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. The safety profile of pembrolizumab was summarized in the Periodic
Safety Update Report covering the period 04-SEP-2019 through 03-SEP-2020.

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

Exposure and study population characteristics

As of KN-775 data cut-off, median duration of treatment exposure for the lenvatinib+pembrolizumab group
was more than twice as long as for the TPC group (7.59 vs 3.43 months, respectively). Drug exposure >=6
and >=12 months was reached by respectively 59.9% and 27.1% of participants receiving combination
treatment, and by 10.8% and 2.6% of the participants treated with TPC. While median duration of exposure
was slightly longer for non-EC lenvatinib+pembrolizumab safety DS (9.79 months), it was shorter for both
the monotherapy safety DS (5.55 for Lenvatinib and 4.86 for pembrolizumab). With regards to dose
exposure, KN-775 lenvatinib+pembrolizumab participants received a mean dose lenvatinib dose of 69%
(range, 16-100) on the total planned starting dose, and a mean number of pembrolizumab administrations
of 12 (1-35). In the KN-775 lenvatinib+pembrolizumab group, median duration on lenvatinib was 211.5
(SD+191.3) days and 211.0 (SD+190.9) days for pembrolizumab.

Concerning population characteristics, study participants of KN-775, as expected, were all females, whereas
the non-EC lenvatinib-pembrolizumab safety dataset comprised both genders. KN-775 treatment groups
were well-balanced for patient characteristics (age category >65 years in ~50%, ~2/3 white, ECOG PS 0
in ~60%), and geographic region of enrolment was similar across study arms, with a slightly lower
prevalence of EU-based participants in lenvatinib+pembrolizumab group as compared to the TPC group
(28% vs 33%, respectively).

Safety profile

In KN-775 study, the summary of AEs, despite showing similar overall proportions of subjects with at least
one AE in the two arms (99.8% and 99.5% in the lenvatinib+pembrolizumab and the TPC group,
respectively) displayed a worse safety profile for the combination treatment group when compared to
standard chemotherapy, 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 a drug related AE (26.6% vs 5.7%). Proportions of fatal events and drug-related fatal events were
comparable across study arms.

When evaluating exposure-adjusted incidence rates including multiple occurrences of events, a partially
reversed safety picture is found. In fact, lower incidence rates per 100 person-months are registered,
respectively, in the lenvatinib+pembrolizumab group when compared to the control group for the following
safety items: AEs 231 vs 256, drug-related AEs 133 vs 153, Grade 3-5 AEs 31.02 vs 48.78, drug-related

Assessment report
EMA/617606/2021 Page 155/170



Grade 3-5 AEs 18.52 vs 34.5. 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), deaths (0.59 and 1.08), and deaths due to
drug-related AE (0.15 and 0.45) the incidence rate of events was quite comparable across study arms. On
the contrary, the proportion of subjects with dose modification (37.9 vs 18.6 per 100 person-months), dose
interruption (21 vs 11.5), dose reduction (15 vs 4.76), and discontinuation due to AE (5 vs 2.32) all
remained higher in the study group of interest.

Overall exposure-adjusted AE incidence rate in the KN-775 pembrolizumab-lenvatinib group (231.94 per
100 person-months of exposure) was:

- lower than the rate for KN-775 TPC group (256.41 per 100 person-months of exposure);

- comparable to rates for the non-EC pembrolizumab-lenvatinib dataset (232.30 per 100 person-months of
exposure) and the lenvatinib monotherapy dataset (226.70);

- higher than the rate reported for the pembrolizumab monotherapy RSD (128.64 per 100 person-months
of exposure).

At safety comparisons between KN-775 group of interest and the other three safety datasets, the safety
profile of lenvatinib+pembrolizumab was consistent with that of the non-EC lenvatinib+pembrolizumab
dataset and mirrored that of the lenvatinib monotherapy, showing however slightly higher proportions of
subjects with drug-related grade 3-5 AEs (77.8% vs 65.7%), drug-related SAEs (33.3% vs 25.7%), and
who discontinued any drug due to drug-related AEs (26.6% vs 18.6%). In respect to pembrolizumab
monotherapy, combination treatment showed a considerably worse safety profile with increased frequencies
of drug-related AEs (97.3% vs 70.2%), grade 3-5 drug-related AEs (77.8% vs 15.5%), drug-related SAEs
(33.3% vs 11.1%), subjects who discontinued due to AEs (33% vs 13.4%) in the KN-775
lenvatinib+pembrolizumab group.

The most common AEs (occurring in >30% of subjects) in the KN-775 lenvatinib+pembrolizumab group
were the following with decreasing frequency: 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%). In the TPC arm the following AEs had >30% incidence (decreasing
frequency): anaemia (48.7%), nausea (46.1%), neutropenia (33.8%), alopecia (30.9%). The risk
difference (>30%) favouring TPC in respect to lenvatinib+pembrolizumab was greatest for hypertension,
hypothyroidism, diarrhoea.

Most commonly reported AEs for KN-775 lenvatinib+pembrolizumab treatment were consistent with the
safety pattern found in the non-EC lenvatinib+pembrolizumab SD, and mirrored the well-known safety
profile of lenvatinib and pembrolizumab monotherapies, showing however higher proportions for most
frequently reported most common AEs, as compared with single-drug therapies. The ADR table in section
4.8 of the SmPC combines in a new single column the ADRs from pembrolizumab+lenvatinib (KEYNOTE-
581, KEYNOTE-146, KEYNOTE-775) and pembrolizumab+axitinib (KEYNOTE-426). Identification of ADRs
for pembrolizumab when given in combination with lenvatinib or axitinib for treatment of EC and RCC is
based on frequency of harmful events found in a pooled dataset of several active-controlled trials (KN-581,
KN-775, KN-426) and a single-arm cohort (KN-146). Further, it takes advantage of the well-established
safety profiles of pembrolizumab, lenvatinib and axitinib when given as monotherapies.

The proportion of subjects with drug-related AEs were similar in KN-775 combination treatment and control
arms, as well as in the lenvatinib monotherapy dataset (97.3%, 93.8% and 94.7%, respectively), while in
the pembrolizumab monotherapy dataset a lower proportion is observed (70.2%). Drug-related AEs with
the highest incidence rates (>=30% incidence) in the KN-775 combination treatment group were the
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following, as compared to the TPC arm: hypertension (61.1% vs 1%, respectively), hypothyroidism (54.4%
vs 0), diarrhoea (42.1% vs 10.8%), nausea (38.9% vs 40.5%), decreased appetite (36.7% vs 16.5%).
Type of most frequently reported drug-related AEs in the KN-775 lenvatinib+pembrolizumab group was
consistent with drug-related AEs of the lenvatinib monotherapy dataset.

In respect to the non-EC lenvatinib+pembrolizumab SD, KN775 lenvatinib+pembrolizumab group had
higher frequency (>10% difference) of the following drug-related AEs: hypertension (61.1% vs 39.1%,
respectively), hypotyroidism (54.4% vs 33.5%), asthenia (18.5% vs 4.3%), mucosal inflammation (11.1%
vs 0).

In KN-775, Grade 3-5 AEs were reported in 88.9% of subjects receiving lenvatinib+pembrolizumab and
72.7% of those receiving standard chemotherapy. While the risk difference between study arms was in
favour of the combination treatment for neutropenia, neutrophil count decreased, white blood cells
decreased, anaemia, leukopenia and febrile neutropenia, it resulted favouring the TPC arm for hypertension,
weight decreased, decreased appetite, diarrhoea, proteinuria, and lipase increased. Also, drug-related
Grade 3-5 AEs were found more often in the combination arm when compared to TPC arm (77.8% vs 59%,
respectively); among these hypertension events (36% vs 0.3%, respectively) were the most prevalent AE
being the only event with a frequency >10%.

When comparing the frequency of Grade 3-5 AEs and of drug-related Grade 3-5 AEs in the KN-775
combination arm (88.9% and 77.8%, respectively) with the supportive safety datasets, proportions were
comparable or slightly lower in the non-EC lenvatinib+pembrolizumab SD (88.3% and 65.7%, respectively)
and in the lenvatinib monotherapy SD (80.3% and 64.7%, respectively), while being much higher than in
the pembrolizumab monotherapy RSD (48.1% and 15.5%, respectively).

In KN-775, non-fatal SAEs were reported in 52.7% of subjects treated with lenvatinib+pembrolizumab and
in 30.4% of those treated with TPC. Similar findings were observed in the other lenvatinib-based safety
datasets: 56.1% in the non-EC lenvatinib+pembrolizumab group and 54.8% in the lenvatinib monotherapy
SD. In the pembrolizumab monotherapy RSD a lower proportion of subjects developed SAEs (38.5%). Most
commonly recorded (>2% incidence) SAEs for the KN combination arm were the following: hypertension
(4.2%), UTI (3.2%), diarrhoea (2.5%), decreased appetite (2.2%), and vomiting (2.2%). Risk difference
between study arms showed that non-fatal SAEs favouring the combination arm were febrile neutropenia,
anaemia, and neutropenia, while those in favour of controls were: hypertension, UTI, and decreased
appetite. In KN-775, drug-related non-fatal SAEs occurred in 33.3% of subjects receiving at least one dose
of lenvatinib+pembrolizumab and in 14.2% of those receiving at least one dose of chemotherapy.

Fatal AEs occurred in 5.7% of subjects participating to the KN-775 lenvatinib+permbrolizumab group and
in 4.9% of those participating to the TPC group, suggesting that there was no increased risk of death in the
group of interest. Overall, proportion of deaths in the KN-775 lenvatinib+pembrolizumab group was lower
than in the non-EC lenvatinitib+pembrolizumab (10.4%) and the lenvatinib monotherapy (8.7%) datasets,
and comparable to that of the pembrolizumab monotherapy RSD (5.3%). Number of fatal events assessed
by the KN-775 investigator to be drug-related were 6/23 (1.5%) in the combination treatment group and
8/19 (2.1%) in the TPC group.

Clinically Significant Adverse Events for Lenvatinib (CSAES)

When compared to the non-EC lenvatinib+pembrolizumab group and the lenvatinib monotherapy DS,
incidence in the KN lenvatinib+pembrolizumab arm were quite comparable for all-grade CSAEs (94.8% vs
89.6% and 86.9%, respectively), serious CSAEs (19.7% vs 20.4% and 18.1%), and CSAEs leading to
treatment discontinuation (14.8% vs 10% and 9.7%). The following AEs were considered CSAEs and were
reported with decreasing frequency in the KN-775 lenvatinib+pembrolizumab combination arm:
Hypothyroidism (68.2%), Hypertension (65%), Hepatotoxicity (33.7%), Proteinuria (29.6%), Hemorrhage
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(24.4%), Palmar-plantar Erythrodysesthesia Syndrome (22.2%), Renal Events (18.2%), GI Perforation
(3.9%), Hypocalcemia (3.9%), QT Prolongation (3.9%), Arterial Thromboembolic Events (3.7%), Fistula
Formation (2.5%), Cardiac Dysfunction (1.0%), Posterior Reversible Encephalopathy Syndrome (0.2%).

Eight deaths (2.0%) due to CSAE were registered in the lenvatinib+pembrolizumab group, and 2 out of
these (cerebrovascular accident and right ventricular dysfunction) were considered by the investigator to
be related to lenvatinib. As of data cut-off, only a minority (20.8%) of CSAEs had resolved.

The frequency and severity of CSAEs in the KN-775 lenvatinib+pembrolizumab group was generally
consistent with those in the non-EC lenvatinib plus pembrolizumab and the lenvatinib monotherapy groups,
with the exception of the CSAEs of hepatotoxicity (33.7% vs 17.5% and 19.6%, respectively),
hypothyroidism (68.2% vs 19.8% and 43.5%), and renal events (18.2% vs 10.0% and 18.7%). Most
CSAEs resolved, and only few resulted in treatment discontinuation.

Adverse Events of Special Interest for pembrolizumab (AEOSIs)

AEOSIs were reported in 67.2% of KN-775 combination arm participants, and showed a pattern that was
consistent with the well-established pembrolizumab safety profile. Notably, the overall frequency of AEOSIs
in the KN-775 combination arm was slightly higher than that reported for the non-EC
lenvatinib+pembrolizumab safety dataset (51.3%), but much increased in respect to that found in the
pembrolizumab monotherapy RSD (25.1%).

Most often reported AEOSIs in the KN-775 combination arm were hypothyroidism (57.6%), hyperthyroidism
(11.6%), and colitis (4.7%). The proportions of thyroid disorders were higher than in the non-EC
lenvatinib+pembrolizumab group and the pembrolizumab monotherapy RSD where hypothyroidism was
found in 37.8%, and 11.1%, respectively, and hyperthyroidism in 4.8%, and 4.2%. Frequency of colitis
was similar in the non-EC Lenvatinib+pembrolizumab group, but higher than for pembrolizumab
monotherapy (1.9%). In respect to severity, the majority of AEOSIs were Grade 1 and 2, and Grade 3
AEOSIs were severe skin reactions (2.5%), colitis (1.5%), and hepatitis (1.5%). One drug-related fatal
event due to a colitis was recorded. In general, AEOSIs were manageable with only few events leading to
drug discontinuation. Outcome of AEOSIs showed that most events resolved and two-thirds of
hypothyroidisms persisted at data cut-off.

Discontinuation due to Adverse events

In the lenvatinib+pembrolizumab arm, frequencies of AEs leading to dose interruption or dose reduction of
lenvatinib, or discontinuation of any drug were found, respectively, in 69.2%, 66.5%, and 33.0%, and were
consistent with those observed in the non-EC lenvatinib+pembrolizumab group (84.8%, 66.1%, and
28.3%) and of the lenvatinib monotherapy SD (67.6%, 47.5%, and 26.7%).

In KN-775 study, 14.0% of participants discontinued both lenvatinib and pembrolizumab, with
discontinuation of lenvatinib (30.8%) higher than for pembrolizumab (18.7%). In the KN-775 combination
arm, the only AE (incidence of >1%) resulting in discontinuation of lenvatinib and pembrolizumab was
intestinal obstruction, while AEs of hypertension, decreased appetite, asthenia, weight decreased, diarrhea,
proteinuria, intestinal obstruction, and vomiting resulted in lenvatinib discontinuation in =1% of
participants, and no AE resulted in pembrolizumab discontinuation in >1% of participants.

Treatment discontinuation was more frequent for Lenvatinib than for pembrolizumab (30.8 vs 18.7%).
While hypertension was the only AE resulting in discontinuation of lenvatinib in >2% of participants, no
specific AE resulted in >1% discontinuation of pembrolizumab.

Laboratory findings
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No new laboratory safety AE was identified in the KN-775 lenvatinib+pembrolizumab group. Laboratory
abnormalities were mirrored the lenvatinib monotherapy and the lenvatinib+pembrolizumab safety profile,
however with higher proportions for ALT and AST increased, cholesterol increased, triglycerides increased,
glucose increased, hypomagnesemia. Most AEs were of Grade 1 or 2 in severity. Grade 3 or 4 laboratory
abnormalities with incidence >=10% were: lymphocyte decreased (16.9%), sodium decreased (14.4%),
potassium decreased (10.7%).

Three participants in the lenvatinib plus pembrolizumab group met the prespecified drug induced liver injury
criteria.

Safety profile by intrinsic and extrinsic factors

Age categories. In KN-775, the safety profile of lenvatinib+pembrolizumab worsened the higher the age
category considered. Compared to younger age groups (<65 and 65-74 years), the category >75 years of
age presented the highest proportions of drug-related AEs and frequencies were the following: drug-related
Grade 3-5 AEs 81.3% and 80% vs 74.6%, drug-related SAEs 33.7% and 42.9% vs 31.2%, drug-related
discontinuation due to AE 30.1% and 31.1% vs 22.9%. Fatal events and drug-related fatal events were
highest in the age category >75 years: 17.1% and 5.7% (respectively 3.0 and 0 in 65-75 category, and
5.9 and 2.0 in age category <65 years). Though limited by the small sample size (n=35), a worse safety
profile (in particular regarding drug-related AEs) is noted in the older age group (i.e. age >75 years) for
lenvatinib+pembrolizumab, when compared to younger age categories. In the older age group (=75 years),
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.

Gender. As in KN-775 study all participants were females, sub-group analysis based on sex is not considered
informative for the present submission.

Ethnicity. Safety evaluation of pembrolizumab+Ilenvatinib according to ethnicity is limited due to the small
number of KN-775 study participants who were Asian. As AEs with higher frequency in Asians than in Whites
were almost all ADR for Lenvatinib; thus, it is agreed that the Keytruda SmPC should not be amended.

Safety analyses based on ECOG PS and Geographic region did not highlight differences across subgroups.

MMR status. As for the overall population, within each of MMR status comparison of KN-775 study arms
showed a worse safety profile in the combination group in respect to TPC.

In the lenvatinib+pembrolizumab group higher proportions were found in the dMMR group compared to the
pMMR group for the following: subjects with Grade 3-5 AEs (95.3% vs 87.7%, respectively), Grade 3-5
drug-related AEs (85.9% vs 76.3%), SAEs (68.8% vs 49.7%), drug-related SAEs (45.3% vs 31%), fatal
event due to an AE (3.1% vs 1.2%), dose modifications due to AEs (100% vs 92.4%), dose interruptions
due to AEs (71.9% vs 68.7%), and discontinuation due to AEs (43.8% vs 31%). As an approximately three-
times longer duration of exposure to lenvatinib+pembrolizumab is found in the dMMR group in respect to
the pMMR group, table with exposure-adjusted incidence rates by MMR status and KN-775 study arms was
requested. Exposure-adjusted rates of AEs and AEOSIs were generally similar or lower in the dMMR group
compared to the pMMR group, suggesting that the higher AE proportions are due to drug exposure.

Data received after initial assessment: Fifty-two AEs for 6 clinical study participants enrolled at a single
study center started prior to the data cutoff for interim analysis 1 (IA1) (data cutoff 26-Oct-2020) of KN775,
but were not entered into the database at the time of the database lock (20-Nov-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-Feb-2021
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(database lock on 22-Mar-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 IA1) 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
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.
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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 MAH submitted/was requested to submit an updated RMP version with this application.
The CHMP received the following PRAC Advice on the submitted Risk Management Plan:
The PRAC considered that the risk management plan version 33.0 is acceptable.

The CHMP endorsed the Risk Management Plan version 33.0 with the following content:

Safety concerns

Table 118 — Summary of safety concerns

Summary of safety concerns

Important identified risks Immune-related adverse reactions (including immune related pneumonitis, colitis,
hepatitis, nephritis, and endocrinopathies)

Important potential risks For hematologic malignancies: increased risk of severe complications of allogeneic stem
cell transplantation (SCT) in patients who have previously received pembrolizumab

Graft versus host disease (GVHD) after pembrolizumab administration in patients with a
history of allogeneic stem cell transplant (SCT)

Missing information None

No new safety concerns were identified as part of this extension of indication in advanced endometrial
cancer.
Pharmacovigilance plan

No new additional pharmacovigilance activities were identified as a result of this extension of indication in
advanced endometrial cancer. Routine pharmacovigilance activities remain sufficient to mitigate the risks
for Keytruda in all approved indications.

Risk minimisation measures

Table 119 - Summary Table of Pharmacovigilance Activities and Risk Minimisation Activities by Safety
Concern

Safety Concern Risk minimisation Measures Pharmacovigilance Activities

Important Identified Risks: Immune-Related Adverse Reactions
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Table 119 - Summary Table of Pharmacovigilance Activities and Risk Minimisation Activities by Safety

Concern

Safety Concern

Risk minimisation Measures

Pharmacovigilance Activities

Immune-related adverse reactions
(including immune-related pneumonitis,
colitis, hepatitis, nephritis and
endocrinopathies)

Routine risk minimisation measures:
®  The risk of the immune-related
adverse reactions (including immune-
related pneumonitis colitis, hepatitis,
nephritis, and endocrinopathies)
associated with the use of
pembrolizumab is described in the
SmPC, Section 4.2, 4.4, 4.8 and
appropriate advice is provided to the
prescriber to minimize the risk.

Routine pharmacovigilance activities

Routine pharmacovigilance activities
beyond adverse reactions reporting and
signal detection:

Targeted questionnaire for spontaneous
postmarketing reports of all adverse
events

Additional risk minimisation measures:

Patient educational materials

Additional pharmacovigilance including:

. Safety monitoring in all ongoing
MAH-sponsored clinical trials for
pembrolizumab in various tumor
types
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Table 119 - Summary Table of Pharmacovigilance Activities and Risk Minimisation Activities by Safety

Concern

Safety Concern

Risk minimisation Measures

Pharmacovigilance Activities

Important Potential Risks

For hematologic malignancies: increased
risk of severe complications of allogeneic
SCT in patients who have previously
received pembrolizumab

Routine risk minimisation measures:
®  For Hematologic malignancies: the
increased risk of severe
complications of allogeneic SCT in
patients who have previously
received pembrolizumab is described
in the SmPC, Section 4.4, 4.8 and
appropriate advice is provided to the
prescriber to minimize the risk.

No additional risk minimisation measures
warranted

Routine pharmacovigilance activities

Additional pharmacovigilance including:

®  Safety monitoring in the ongoing

HL trials (KN087, KN204).

GVHD after pembrolizumab
administration in patients with a history
of allogeneic SCT

Routine risk minimisation measures:

®  GVHD after pembrolizumab
administration in patients with a
history of allogeneic SCT is
described in the SmPC, Section 4.4
and appropriate advice is provided to
the prescriber to minimize the risk.

No additional risk minimisation measures
warranted

Routine pharmacovigilance activities
Additional pharmacovigilance including:

 Safety monitoring in all ongoing
MAH-sponsored clinical trials for
pembrolizumab in various tumor
types

No new additional risk minimisations activities were identified as a result of this extension of indication in

advanced endometrial cancer.

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.8, 5.1 of the SmPC have been updated. The
Package Leaflet has been updated accordingly.

2.7.1. User consultation

A justification for not performing a full user consultation with target patient groups on the package leaflet
has been submitted by the 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 initially submitted claimed indications for Keytruda was:
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e KEYTRUDA, in combination with lenvatinib, is indicated for the treatment of advanced endometrial
carcinoma in adults who have disease progression following prior systemic therapy in any setting and
who are not candidates for curative surgery or radiation (see section 5.1)

During the procedure, the indication was updated as follows:

e KEYTRUDA, 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-seetion5-1)-

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?3.
Microsatellite unstable tumours (MSI-H) is one of the four clinically significant molecular subtypes of
endometrial cancer with different clinical prognoses?4.

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
prognosis2®, In general, the median survival of patients with recurrent or advanced disease is 12 months?7,

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,

22 Bray F, Ferlay J, 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.

23 Tran AQ, Gehrig P. Recent advances in endometrial cancer. F1000Res. 2017 Jan 27;6(F1000 Faculty Rev):81.

24 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.

25 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.

26 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.

2’Makker 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.

28 N. Colombo, C. Creutzberg, F. Amant, T. Bosse, et al. ESMO-ESGO-ESTRO Consensus Conference on Endometrial Cancer.
Ann Oncol 2016; 27: 16-41.
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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 toxicity2°.

In the EU, the anti-PD1 antibody Jemperli (dostarlimab) has been approved in 2021 for the treatment of
adult patients with mismatch repair deficient (dA(MMR)/microsatellite instability-high (MSI-H) recurrent or
advanced endometrial cancer (EC) that has progressed on or following prior treatment with a platinum-
containing regimen.

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 vs 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 OS) with data cut-off
date 26 Oct 2020 have been submitted. The median duration of follow up in the overall population is 11.4
months (range 0.3, 26.9).

3.2. Favourable effects

e Study 309/KEYNOTE-755 showed a statistically significant and clinically relevant PFS benefit of
pembrolizumab+lenvatinib vs 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 pembrolizumab+lenvatinib vs 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 vs
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
vs 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.

e ORR improvement was seen in all comers [31.9% (27.4, 36.6), vs 14.7% (11.4, 18.4)] as well as in
pMMR population [30.3% (25.5, 35.5) vs 15.1% (11.5, 19.3)]. CR rates was 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% vs 42.6% of responding subjects for 26 months). Same
trend was observed in pMMR subgroup (median DOR 9.2 vs 5.7 months, durable responses lasting =6
months 65.6% vs 42.1%).

e Consistent treatment effect across all main subgroups analysed.

29 McMeekin S, Dizon D, Barter J, Scambia G, Lisyanskaya A, Oaknin 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.
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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% vs 12.3%, CR 13.8% vs 3.1%, median DOR NR vs 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.

. 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.

. 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

e 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.

e 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 vs 153, Grade 3-5 AEs 31.02 vs 48.78,
drug-related Grade 3-5 AEs 18.52 versus 34.5. 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), deaths (0.59 and
1.08), 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.

Assessment report
EMA/617606/2021 Page 166/170



e The most common AEs in the KN-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%).

e The well-known safety concerns associated with pembrolizumab (AEOSIs) were reported in 67.2% of
KN-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%).

e The frequency and severity of CSAEs in the KN-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

e 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 number of participants in the 275 years of age group (i.e. 35 in the lenvatinib
plus pembrolizumab EC group in Study 309/KN775).

3.6. Effects Table

Effects Table for KEYTRUDA in combination with Lenvatinib in advanced, recurrrent or
metastatic Endometrial cancer adult patients progressed after platinum-based therapy
(KEYNOTE-775, data cut-off 26 Oct 2020, IA1)

Effect Pembro+le
nva (all
comers
n=411,
pMMR
n=346)

Short description

TPC (all
comers
n=416,
pMMR

n=351)

Uncertainties /
Strength of evidence

Favourable Effects

PFS Time from date of All comers PFS results statistically CSR
(by BICR randomization to months 7.2 (5.7, 3.8 (3.6, significant and clinically relevant ~ KN-
per date of first (95% CI)  7.6) 4.2) in ITT and pMMR population 775
RECIST documentation of HR 0.56 (0.47, 0.66) p<0.0001 / study subjects not fully
1.1) disease PMMR ! reprelsentatilve Igf tfhde target
progression, as population; lack of direct
determined by BICR n;osr;/thél 3461 (5.6, 3.8 (3.6, 5) comparison with monotherapy;
per RECIST 1.1, or ( i = similar activity in combo and
death from any HR 0.60 (0.5, 0.72) p<0.0001 pembrolizumab mono in dMMR
cause (whichever population, which is however
occurred first) based on indirect comparison
(o1 Time from date of All comers OS results statistically significant CSR
randomization to months 18.3 (15.2, 11.4 (10.5,  and clinically relevant in ITT and ~ KN-
date of death from  (95% CI)  20.5) 12.9) PMMR population v
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Effect Short description Pembro+le TPC (all Uncertainties /

ENEL comers Strength of evidence
comers n=416,
n=411, pMMR
n=351)
any cause HR 0.62 (0.51, 0.75) p<0.0001
PMMR
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 not CSR
participants who outstanding but doubled KN-
have best overall % 31.9 (27.4,  14.7(11.4,  compared to chemotherapy 775
response of either (95% CI) 36.6) 18.4)
CR or PR, as PMMR
determined by BICR % 30.3 (25.5, 15.1 (11.5,
per RECIST 1.1 (95% CI) 35.5) 19.3)
Unfavourable Effects
AE Lenvatinib+ TPC CSR
summary pembro (n=388) KN-
(n=406) 775
Proportion
Drug-related AEs % 97.3 93.8 The safety profile of
Drug-related Grade % 77.8 59.0 lenvatinib+pembro resulted
3-5 AEs worse compared to standard
Drug-related SAEs % 33.3 14.2 chemotherapy
Fatal AEs % 5.7 4.7
Discontinuation of % 33.0 8.0

any drug due to AE
Exposure-adj.

incidence

Drug-related AEs X 100 p-m 133 153 Exposure-adjusted incidence
rates only partially revert the
safety findings

Drug-related Grade X 100 p-m 18.52 34.5

3-5 AEs

Drug-related SAEs X100 p-m  5.15 4.08

Fatal AEs X100 p-m  0.59 1.08

Discontinuation of X 100 p-m 5.0 2.32

any drug due to AE

Lenvatinib+pembro

(n=406)
ADR
All Grades Grade =3
Hypertension % 63 37.2
diarrhoea % 57 8.1
Hypothyroidism % 56

Notes: p-values are one-sided

3.6.1. Importance of favourable and unfavourable effects
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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 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 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.
Based on indirect comparison, it is 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, while lenvatinib add toxicity.
The lack of direct comparison and limitations of cross trial comparison, the limited number of patients and
wider confidence intervals in the dMMR population, added to some baseline differences in populations
enrolled in the studies provided for the indirect comparison, preclude however definitive conclusions.
Overall, the combination appears 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.

3.6.2. Balance of benefits and risks

The combination of lenvatinib plus pembrolizumab represents an effective 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 is different compared to chemotherapy, as expected, and consistent with the
known safety profile of both drugs and the safety profile of the combination in non-EC, with no new safety
concern identified, although the combination overall appears not to be particularly well tolerated.

3.6.3. Additional considerations on the benefit-risk balance

None.

3.7. Conclusions

The overall B/R of Keytruda in combination with lenvatinib in advanced or recurrent EC 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
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recommendation (expected in 4Q2022).

4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends the variation to the terms of the Marketing Authorisation, concerning the following

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

of a new therapeutic indication or modification of an
approved one

Extension of indication to include pembrolizumab in combination with lenvatinib for the treatment of
advanced or recurrent endometrial carcinoma in adults who have disease progression on or following
prior treatment with a platinum-containing therapy in any setting and who 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 33.0 of the RMP has also been agreed.

Amendments to the marketing authorisation

In view of the data submitted with the variation, amendments to Annexes I, IIIB and to the Risk
Management Plan are recommended.

Assessment report
EMA/617606/2021

Page 170/170




	1.  Background information on the procedure
	1.1.  Type II variation
	1.2.  Steps taken for the assessment of the product

	2.  Scientific discussion
	2.1.  Introduction
	2.1.1.  Problem statement
	2.1.2.  About the product
	2.1.3.  The development programme/compliance with CHMP guidance/scientific advice
	2.1.4.  General comments on compliance with GCP

	2.2.  Non-clinical aspects
	2.2.1.  Ecotoxicity/environmental risk assessment
	2.2.2.  Conclusion on the non-clinical aspects

	2.3.  Clinical aspects
	2.3.1.  Introduction
	2.3.2.  Pharmacokinetics
	2.3.3.  Pharmacodynamics
	2.3.4.   PK/PD modelling
	2.3.5.  Discussion on clinical pharmacology
	2.3.6.  Conclusions on clinical pharmacology

	2.4.  Clinical efficacy
	2.4.1.  Dose response study
	2.4.2.  Main study
	2.4.3.  Discussion on clinical efficacy
	2.4.4.  Conclusions on the clinical efficacy

	2.5.  Clinical safety
	Adverse Events Leading to Dose Reduction of Lenvatinib
	2.5.1.  Discussion on clinical safety
	2.5.2.  Conclusions on clinical safety
	2.5.3.  PSUR cycle

	2.6.  Risk management plan
	2.7.  Update of the Product information
	2.7.1.  User consultation


	3.  Benefit-Risk Balance
	3.1.  Therapeutic Context
	3.1.1.  Disease or condition
	3.1.2.  Available therapies and unmet medical need
	3.1.3.  Main clinical studies

	3.2.  Favourable effects
	3.3.  Uncertainties and limitations about favourable effects
	3.4.  Unfavourable effects
	3.5.  Uncertainties and limitations about unfavourable effects
	3.6.  Effects Table
	3.6.1.  Importance of favourable and unfavourable effects
	3.6.2.  Balance of benefits and risks
	3.6.3.  Additional considerations on the benefit-risk balance

	3.7.  Conclusions

	4.  Recommendations

