Dodatek 1 ke
Smlouvé o zabezpeceni klinického hodnoceni

Amendment 1 to
Agreement on Clinical Study

Tento dodatek 1 ke smlouvé o zabezpecCeni
klinického hodnoceni (,,dodatek 1°) mezi:

This Amendment 1 to Agreement on Clinical Study
(“Amendment 1) between:

PPD Investigator Services LLC.,

se sidlem 929 North Front St, Wilmington, NC
28401, USA

(“PPD”)

PPD Investigator Services LLC.,

with its registered address at 929 North Front St,
Wilmington, NC 28401, USA

(“PPD”)

a

and

Fakultni nemocnici v Motole, statni prispévkovou
organizaci se sidlem V Uvalu 84, 150 06 Praha 5,
Ceska republika, zastoupenou XXXXXXXXXX
(,,poskytovatel)

Fakultni nemocnice v Motole, state funding
organisation, with its registered address at V Uvalu
84, 150 06 Praha 5, Czech Republic, represented by
xxxxxxxxxX (“Medical Facility)

Eisai Ltd., European Knowledge Centre Mosquito
Way Hatfield, Hertfordshire AL10 9SN, Velka
Britanie (dale jen “zadavatel”)

Eisai Ltd., European Knowledge Centre Mosquito
Way Hatfield, Hertfordshire AL10 9SN, Great
Britain (further, the “Sponsor”)

dale jednotlivé jako ,smluvni strana“ a spolecné
jako “smluvni strany”

each a “Party” and collectively the “Parties”

je dodatkem smlouvy o zabezpeCeni klinického
hodnoceni mezi PPD, poskytovatelem a zadavatelem,
ktera byla pln¢ podepsana dne 15. listopadu 2017
(,,smlouva‘).

shall be an amendment to that certain Agreement on
Clinical Study between PPD, Medical Facility and
Sponsor fully executed on 15™ November 2017
(“Agreement”).

SMLUVNI STRANY PROHLASUJI, ZE

WITNESSETH

VZHLEDEM K TOMU, ze PPD, poskytovatel a
zadavatel  uzavfeli  smlouvu, podle  které
poskytovatel/zkousejici poskytuji PPD urcité sluzby
spojené s klinickym hodnocenim dle protokolu ¢.
E7080-G000-218  snazvem: , Randomizované,
dvojité zaslepené klinické hodnoceni faze 2 ke
gjisténi bezpecnosti a ucinnosti Lenvatinibu ve dvou
riznych pocédateénich davkdach (18mg oproti 14mg
jednou denné) v kombinaci s Everolimem (5mg
jednou denné) jakoZto ndsledné terapie po jedné
Ppiedchozi 1é¢bé zamiiené na VEGF u pacientit s
karcinomem rendlnich bunék*, a

VZHLEDEM K TOMU, ze si smluvni strany pieji
upravit podminky smlouvy, jak je stanoveno v tomto
dodatku 1,

WHEREAS, PPD, Medical Facility and Sponsor
have entered into the Agreement pursuant to which
the Medical Facility/Investigator provide certain
Study services to PPD according to Protocol no.
E7080-G000-218 entitled: ,, 4 Randomized, Double-
blind, Phase 2 Trial to Assess Safety and Efficacy of
Lenvatinib at Two Different Starting Doses (18 mg
vs. 14 mg QD) in Combination with Everolimus (5
mg OD) in Renal Cell Carcinoma Following One
Prior VEGF-Targeted Treatment*; and

WHEREAS, the Parties desire to amend the terms of
the Agreement as set forth herein.

Eisai E7080-G000-218 _Czech Republic PI XXX Amendment 1 to Agreement on Clinical Study 1/5

Template Version May 2016
Approved for signature XX/22Feb2019




DOHODLY SE smluvni strany s ohledem na obsah
tohoto dodatku 1 a s imyslem byt jim pravné vazany
takto:

NOW, THEREFORE, for the valuable consideration
contained herein, and intending to be legally bound,
the Parties agree as follows:

1. doplnit smlouvu nésledovné:

a. Clanek III. odstavec 3) smlouvy bude plné
nahrazen néasledujicim aktualizovanym textem:
Klinické hodnoceni nebude v feSitelském centru
zahdjeno diive, nez vejde v platnost a ucinnost
tato smlouva, a budou splnény dal$i podminky
vyzadované pfislusnymi pravnimi piedpisy.
Zatazovani subjektd hodnoceni do klinického
hodnoceni bude zahijeno v pribehu XXX.
Predpokladany ¢as potiebny k provedeni
klinického hodnoceni je od XXX do XXX. Doba
provadéni klinického hodnoceni miize byt v jeho
priabéhu prodlouzena nebo zkracena. Spolecnost
PPD/zadavatel pisemné oznadmi poskytovateli a
zkousejicimu piipadné zmény v predpokladaném
Case potfebném k fadnému provedeni klinického
hodnoceni. Zmény doby trvani klinického
hodnoceni neni nutno provadét prostfednictvim
dodatku této smlouvy.

b. Nazev protokolu byl Amedmentem 4 k protokolu
zménén z ,,Randomizované, dvojité zaslepené
klinické hodnoceni faze 2 ke zjisténi bezpecnosti
a ucinnosti Lenvatinibu ve dvou rtznych
pocatecnich davkach (18mg oproti 14mg jednou
denn¢) v kombinaci s Everolimem (5mg jednou
denn€) jakozto nasledné terapie po jedné
pfedchozi 1é¢bé zamitené na VEGF u pacientt s
karcinomem renalnich bunek* na
»Randomizované, oteviené (diive dvojité
zaslepené) klinické hodnoceni faze 2 ke zjisténi
bezpeCnosti a ucinnosti lenvatinibu ve dvou
riznych pocate¢nich davkach (18 mg oproti 14
mg jednou denné) v kombinaci s everolimem (5
mg jednou denné) jakozto nasledné terapie po
jedné ptedchozi 1é¢bé zamifené na VEGF u
pacientd s karcinomem renalnich bunék.

c. Priloha A ke smlouvé bude zcela nahrazena novou
Prilohou A pfipojenou k tomuto dodatku 1.
Smluvni strany konstatuji, Ze tato zména nema
vliv na pfibliznou  ¢astku  vyplacenou
poskytovateli za toto klinické hodnoceni.

1. to update the Agreement with the following:

a. Article III paragraph 3 in the Agreement will be

deleted in its entirely and replaced with the
revised following section: The Clinical Study will
not be started in the Study Site before this
Agreement becomes valid and effective and other
conditions required by relevant legal regulations
are fulfilled. Selection of Clinical Study subjects
for the Clinical Study will begin during XXX. The
entire Clinical Study is planned to be conducted
from XXX to XXX. The term of the Clinical
Study may be extended or shortened during its
course. PPD/Sponsor will inform the Medical
Facility and the Investigator of any changes
related to the expected term of the conduct of the
Clinical Study. Changes of the term of the Clinical
Study will not necessitate an amendment hereto.

b. The title of the Protocol was changed by Protocol

Amendment 4 from ,,A Randomized, Double-
blind, Phase 2 Trial to Assess Safety and Efficacy
of Lenvatinib at Two Different Starting Doses (18
mg vs. 14 mg QD) in Combination with
Everolimus (5 mg QD) in Renal Cell Carcinoma
Following One Prior VEGF-Targeted Treatment*
to “A Randomized, Open-label (formerly
Double-blind) Phase 2 Trial to Assess Safety and
Efficacy of Lenvatinib at Two Different Starting
Doses (18mg vs 14mg QD) in Combination with
Everolimus (5mg QD) in Renal Cell Carcinoma
Following One Prior VEGF-Targeted Treatment.”

c. Exhibit A to the Agreement shall be replaced in its

entirety with the new Exhibit A attached to this
Amendment 1. Contractual parties confirm that
the approximate amount payable to the Institution
for this Clinical Study is not affected by this
change.

2. Dodatek 1 se podpisem smluvnich stran stane
soucasti smlouvy a veskeré odkazy na smlouvu
budou znamenat odkaz na smlouvu véetné dodatku 1.

2. Upon execution, this Amendment 1 shall be
made a part of the Agreement and shall be
incorporated by reference therein.

3. VSechna ostatni ustanoveni a podminky smlouvy
zustavaji v plné platnosti a u¢innosti. V ptipadé

3. All other terms and conditions of the Agreement
shall remain in full force and effect. In the event of
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jakéhokoli rozporu mezi ustanovenimi smlouvy a
tohoto dodatku 1 budou rozhodujici a fidici
ustanoveni tohoto dodatku 1.

any conflict between the terms of the Agreement and
this Amendment 1, the terms of this Amendment 1
shall govern and control.

4. Veskera pouzitd terminologie, ktera neni blize
definovana vtomto dodatku 1 bude mit stejny
vyznam jako je uvedeno ve smlouve.

4. All capitalized terms used, but not otherwise
defined herein, shall have the meanings ascribed to
them in the Agreement.

Toto misto bylo zamérné ponechano prazdné;
podpisy smluvnich stran jsou uvedeny na
nasledujici strané.

This space has been intentionally left blank; the
signatures of the Parties are on the following

page.
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NA DUKAZ SOUHLASU se znénim dodatku 1 | IN

WITNESS OF THEIR CONSENT to this

Fipojuji smluvni strany své podpisy niZe. Amendment 1, the Parties have signed below.

Zadavatel/Sponsor: Eisai Ltd.

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

PPD:

Podpis/Signature:

Jméno/Name:

Pozice/Title:

Datum/Date:

Poskytovatel/Medical Facility: Fakultni nemocnice v Motole

Podpis/Signature:

Jméno/Name: XXXXXXXXX
Pozice/Title: teditel / director
Datum/Date:

Zkousejici/Investigator:
Beru na védomi a souhlasim/I Acknowledge and Agree

Podpis/Signature:

Jméno/Name: XXX

Datum/Date:
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Priloha A Exhibit A
Rozpis Plateb Payment Schedule

XXX
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