AMENDMENT No. 1 TO CLINICAL TRIAL
AGREEMENT

This Amendment to Clinical Trial Agreement
(“Amendment”) is between

Fakultni nemocnice Olomouc, having a place of
business at I. P. Pavlova 185/6, Olomouc, ZIP code
779 00, Czech Republic, Identification number:
00098892, Tax identification number: CZ00098892,
represented by doc. MUDr. Roman Havlik, Ph.D.,
director (the “Institution”), and

IQVIA RDS Czech Republic s.r.o. (formerly
Quintiles Czech Republic, s.r.0.), having a place of
business at Pernerova 691/42, Karlin, 186 00 Praha
8, Ceska republika, IC: 24768651, DIC:
CZz24768651 (“IQVIA”), and

Eisai Limited, having a place of business at
European Knowledge Centre, Mosquito Way,
Hatfield, Hertfordshire, AL10 9SN, United Kingdom,
a company incorporated in England and Wales
under company number 02242511(“Sponsor”)

and is effective as of its publication in the Register of
Agreements, but the parties agree to be bound by
the rights and obligations arising from this
Amendment from 1 October 2020 (the “Effective
Date”).

WITNESSETH:

WHEREAS, IQVIA, Institution and Sponsor are
parties to an agreement entitled Clinical Trial
Agreement for Protocol “A Multicenter, Open-label,
Randomized, Phase 3 Trial to Compare the Efficacy
and Safety of Lenvatinib in Combination with
Everolimus or Pembrolizumab Versus Sunitinib
Alone in First-Line Treatment of Subjects with
Advanced Renal Cell Carcinoma (CLEAR)” protocol
No. E7080-G000-307, effective as of 10 October
2017 (the “Agreement”), and the parties desire to
amend such Agreement;

DODATEK €. 1 KE SMLOUVE O KLINICKEM
HODNOCENI

Tento Dodatek ke Smlouvé o klinickém hodnoceni
(dale jen ,Dodatek”) se uzavira mezi:

Fakultni nemocnice Olomouc, se sidlem [. P.
Pavlova 185/6, Olomouc, PSC 779 00, IC:
00098892, DIC: CZ00098892, zastoupena doc.
MUDr. Romanem Havlikem, Ph.D., feditelem
(“Zdravotnické zafizeni”), a

IQVIA RDS Czech Republic s.r.o. (dfive
Quintiles Czech Republic, s.r.0.), se sidlem na
adrese Pernerova 691/42, Karlin, 186 00 Praha 8,
Ceska republika, IC: 24768651, DIC:
Cz24768651 (“IQVIA”) a

Eisai Limited, se sidlem European Knowledge
Centre, Mosquito Way, Hatfield, Hertfordshire,
AL10 9SN, Spojené krélovstvi, spolecnost
registrovana v Angli a Walesu pod dislem
spole¢nosti 02242511 (,Zadavatel”)

a uzavira se s ucinnosti ode dne uvefejnéni
v registru smluv, avSak smluvni strany si preji byt
Upravou prav a povinnosti obsazenou v tomto
Dodatku vazany jiz od 1. fijna 2020 (dale jen ,Den
ucinnosti).

TIMTO SE POTVRZUJE:

VZHLEDEM K TOMU, ZE Zdravotnické zafizeni,
IQVIA a Zadavatel jsou smluvnimi stranami
Smlouvy o klinickém hodnoceni, na jejimz zakladé
se provadi Kklinické hodnoceni s nazvem:
~.Multicentrické, oteviené, randomizované klinické
hodnoceni faze 3 srovnavajici ucinnost a
bezpecnost lenvatinibu v kombinaci s everolimem
nebo pembrolizumabem oproti samotnému
sunitinibu v 16¢bé prvni linie u pacientu s
pokrocilym karcinomem renalnich bunék (CLEAR)®
Cislo protokolu E7080-G000-307, uzaviené dne
10. fijna 2017 (“Smlouva”) a Strany si pfeji tuto
smlouvu zmenit;
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WHEREAS, the Attachment A shall be
amended in order to add new Extension (EXT) phase
visits in the per subject amount for Arm A, Arm B and
Arm C and to add new procedures in the Table
Invoicables;

WHEREAS, Quintiles Czech Republic,
s.r.o.,, changed its name to IQVIA RDS Czech
Republic s.r.o ;and

WHEREAS, as of the effective date of this
Amendment following the name change described in
the above recital, (a) all references to Quintiles
Czech Republic, s.r.o., in the Agreement shall be
updated to refer to IQVIA RDS Czech Republic s.r.o
and (b) all references to the defined term “Quintiles”
shall now be deemed replaced by references to
“IQVIA”

NOW THEREFORE, in consideration of the
mutual promises and covenants set forth herein, and
other good and valuable consideration, the receipt
and sufficiency of which is hereby acknowledged,
the parties hereby agree to amend the Agreement as
follows:

1. Attachment A Budget
Schedule

and Payment

A- The following new visits shall be added
in Arm A, Arm B and Arm C per subject
budgets:

VZHLEDEM K TOMU, ZE Pfiloha A, Rozpocet pro
rameno A, rameno B, rameno C a Fakturovatelné
polozky budou dopinény o nové polozky z divodu
rozsifeni studie (EXT);

VZHLEDEM K TOMU, ZE se spole&nost Quintiles
Czech Republic, s.r.o. zménila svij nazev na
IQVIA RDS Czech Republic s.r.o

VZHLEDEM K TOMU, ZE se od data G&innosti
Dodatku (a) veskeré odkazy na Quintiles Czech
Republic, s.r.o. ve Smlouvé méni na IQVIA RDS
Czech Republic s.r.o., (b) veSkeré odkazy na
“Quintiles” méni na “IQVIA”

NYNi S OHLEDEM NA SHORA UVEDENE, po
zvazeni vzajemnych pfislibl a zavazk(l zde
uvedenych adalSich fadnych a hodnotnych
protiplnéni, jejichz pfijeti a dostate¢nost je timto
potvrzena, se Smluvni strany dohodly na zméné
Smlouvy takto:

1. Priloha A, Rozpocet a Platebni prehled

A — Do platebnich tabulek “Rozpocet” v rameni A,
rameni B a raméni C Smlouvy, se pfidavaji
nasledujici navstévy:
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B- Table “Other Invoiceables” of the

Agreement shall be amended to add the
following procedures:

B - Tabulka “Dalsi fakturovatelné polozky”
Smlouvy se doplfiuje o nasledujici znéni:

2. Agreement Registry

Notwithstanding the foregoing, Institution, Principal
Investigator, Sponsor and IQVIA hereby
acknowledge that this Amendment shall be
published pursuant to Act no. 340/2015 Sb., on
Agreements Register. As and between the Parties,
Institution agrees to publish this Amendment
pursuant to the foregoing. Any information which
constitutes trade secret of either Party is exempted
from such publication. For the purposes of this
Amendment , such trade secrets include, but are not
limited to, Attachment A — Budget and Payment
schedule, minimum enrollment goal, expected
number of Study subjects enrolled, the expected
duration of the Study, Protocol and Certificate of
Insurance. Furthermore, personal data of individuals
are also exempt from such publication, unless they
have been previously published in another public
register. The Institutionis obliged to publish this
Amendment in accordance with the article herein
above. The Institution will inform IQVIA of publishing
this Amendment in the Agreements Register by
designating the following email address: - as
the email address to which a notification of

2. Registr Smluv

Bez ohledu na vySe uvedené, Poskytovatel, Hlavni
zkouSejici, Zadavatel a IQVIA timto berou na
védomi, Ze tento Dodatek bude uvefejnén v
souladu se zak. €. 340/2015, o registru smluv. Za
uvefejnéni  dle  pfedchozi véty odpovida
Poskytovatel. Takovémuto uvefejnéni nepodléhaji
ty udaje, které tvofi obchodni tajemstvi nékteré ze
smluvnich stran. Pro ucely tohoto Dodatku a
Smlouvy se obchodnim tajemstvim rozumi
zejména Pfiloha A Smlouvy — Rozpocet a platebni
pfehled, minimaini cilovy pocCet zafazeni,
ocCekavany zafazeny pocet subjektd, oCekavana
délka trvani studie, protokol a osvédéeni o
pojisténi. Dale nebudou takovémuto uvefejnéni
podléhat osobni udaje fyzickych osob, ledaZe jsou
jiz uvefejnény v jiném vefejné pristupném registru.
Za uvefejnéni Dodatku dle pfedchoziho odstavce
odpovida Poskytovatel. Poskytovatel vyrozumi
IQVIA o uvefejnéni Dodatku v registru smiuv tak,
ze ve formulafi pouzivaném k uvefejnéni smlouvy
zada adresu - jako emailovou adresu, na
kterou ma byt zasldna notifikace o uvefejnéni.
Neni-li Dodatek uvefejnén Poskytovatelem ve
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publication in the Agreements register shall be sent.
Should the Institution fail to publish this Amendment
within 5 working days from its full execution by all
parties, it may be published by the Sponsor or IQVIA.

This Amendment is in Czech and English. In the
event of any discrepancy between the language
versions, the Czech version shall prevail.

This Amendment is made in four counterparts, and
each party receiving one.

All terms and conditions of the Agreement not
expressly amended by this Amendment remain in full
force and effect

Ihaté 5 pracovnich dni od jeho podpisu vSemi
smluvnimi stranami, jsou k jeho uvefejnéni
opravnéni IQVIA ¢i Zadavatel.

Tento Dodatek je vyhotoven v Eeském a anglickém
jazykovém znéni. V pfipadé jakéhokoli rozporu
mezi jazykovymi verzemi je rozhodujici Ceska
verze.

Tento Dodatek je vyhotoven ve ¢&tyfech
stejnopisech, pfitemz kazda smluvni strana obdrzi
po jednom

VSechny podminky Smlouvy, které nejsou
vyslovné zménény timto Dodatkem, zUstavaji v
plném rozsahu platné a ucginné.
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IN WITNESS WHEREOF, this Amendment NA DUKAZ TOHO, Strany pfipojuji podpisy svych
has been executed by the parties hereto through fadné opravnénych zastupcl k datu (datim)
their duly authorized officers on the date(s) set forth uvedenému (uvedenym) nize:
below

ACKNOWLEDGED AND AGREED BY / NA DUKAZ SOUHLASU PRIPOJUJE SVUJ PODPIS
OPRAVNENY ZASTUPCE IQVIA RDS Czech Republic s.r.o.:

By / Jméno:

Title / Funkce:

Signature / Podpis:

Date / Datum:

ACKNOWLEDGED AND AGREED BY INSTITUTION / NA DUKAZ SOUHLASU PRIPOJUJE
SVUJ PODPIS OPRAVNENY ZASTUPCE POSKYTOVATELE:

By / Jméno: prof. MUDr. Roman Havlik, Ph.D.,

Title / Funkce feditel

(must be authorized to sign on Institution’s behalf / musi se
jednat o podpis opravnéného zastupce Poskytovatele)

Signature / Podpis:

Date / Datum:

ACKNOWLEDGED AND AGREED BY INVESTIGATOR / NA DUKAZ SOUHLASU PRIPOJUJE
SVUJ PODPIS ZKOUSEJICI:

By / Jméno:

Signature / Podpis:

Date / Datum:
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Signed by IQVIA RDS Czech Republic s.r.o.:under a Power of Attorney for and on behalf of Eisai
Limited / Podepsano IQVIA RDS Czech Republic s.r.o., na zadkladé PIné moci, v zastoupeni Eisai
Limited

Name/ Jméno:

Signature/ Podpis:

Date/ Datum:

Attachments: Ptilohy:
A Budget Table A Financ¢ni pfiloha
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Attachment A Budget Table Pfiloha A Financni priloha

Financéni priloha
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