Amendment #2
to the Clinical Study Agreement

Dodatek ¢. 2
ke Smlouvé o klinické studii

This Amendment to the Clinical Study Agreement
(the “Amendment #2”) is effective from 31
October 2023 (the “Amendment Effective Date”)
and is entered by and between

Exelixis, Inc. with its principal office and place of
business at 1851 Harbor Bay Parkway, Alameda,
California 94502, USA (“Sponsor”) represented
by Medpace Clinical Research, LLC, with its
principal office and place of business at 5375
Medpace Way, Cincinnati, Ohio 45227, USA
("Medpace”) acting on behalf of Sponsor; and

Fakultni nemocnice v Motole, state contributory
organization with its principal office at vV Uvalu 84,

150 06 Praha 5, Czech Republic, ID: 00064203,
VAT ID: CZ00064203,
(the

"Institution”).

Tento dodatek ke Smlouvé o klinické studii (dale
jen ,,Dodatek €. 2°) je ucinny od 31. tijna 2023
(dale jen ,,Datum ucinnosti dodatku“) a je
uzavien mezi

Spole¢nosti Exelixis, Inc. s hlavnim sidlem a
mistem podnikani na adrese 1851 Harbor Bay
Parkway, Alameda, Kalifornie 94502, USA (dale
jen ,Zadavatel“) zastoupenou spolecnosti
Medpace Clinical Research, LLC, s hlavnim
sidlem a mistem podnikdni na adrese 5375
Medpace Way, Cincinnati, Ohio 45227, USA (dale
jen ,,Medpace®) jednajici jménem Zadavatele; a

Fakultni nemocnice v Motole, statni ptispévkova
organizace s hlavnim sidlem V Uvalu 84, 150 06
Praha 5, Ceska republika, ICO: 00064203, DIC:
CZ00064203, zastoupena

(dale jen

»Poskytovatel zdravotnich sluzeb“ nebo

,Poskytovatel®).

Sponsor and Institution are sometimes collectively
referred to herein as parties (the “Parties”).

Zadavatel a Poskytovatel jsou v nékterych
ptipadech v tomto dokumentu spolecné
oznaovany jako smluvni strany (dale jen
Lotrany).

RECITALS:

PREAMBULE:

WHEREAS, Sponsor and Institution entered into a
Clinical Study Agreement on 20-NOV-2019 as
amended on 29-MAY-2020 (collectively, the
“Agreement”) pursuant to which Institution is
conducting a study based on Protocol No. XL184-
313, entitled “A Randomized, Double-Blind,
Controlled Phase 3 Study of Cabozantinib in
Combination with Nivolumab and Ipilimumab
versus Nivolumab and Ipilimumab in Subjects with
Previously Untreated Advanced or Metastatic
Renal Cell Carcinoma of Intermediate or Poor
Risk” (the “Study”); and

VZHLEDEM K TOMU, ZE Zadavatel a
Poskytovatel zdravotnich sluzeb uzavieli dne 20.
listopadu 2019 Smlouvu o provedeni klinického
hodnoceni ve znéni ze dne 29. kvétna 2020
(spole¢né dale jen ,Smlouva®“) podle které
Poskytovatel zdravotnich sluzeb provadi Klinické
hodnoceni podle protokolu ¢. XL 184- 313, nazvané
,»Randomizovana, dvojité zaslepend, kontrolovana
klinicka studie faze 3 cabozantinibu v kombinaci s
nivolumabem a ipilimumabem v porovnani s
nivolumabem a ipilimumabem u subjektt s diive
neléenym  pokroCilym nebo metastatickym
rendlnim bunéénym karcinomem se stfedné
vysokym az vysokym rizikem* (dale jen ,,Klinické
hodnoceni*); a

WHEREAS, the resigned Principal Investigator
stepped down as the Principal Investigator for the
Study, which change was approved by the Ethics
Committee on 31-OCT-2023 (the “Transfer
Date”), and the assigned Principal Investigator
agreed to and has taken over as the Principal

VZHLEDEM K TOMU, ZE odstupujici Hlavni
zkousejici  odstoupil z  funkce  Hlavniho
zkousejiciho pro Klinické hodnoceni, piic¢emz tato
zména byla schvélena etickou komisi dne 31. fijna
2023 (dale jen ,,Datum prevedeni), a piidéleny
zkousejici souhlasil s funkci Hlavniho zkousejiciho
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Investigator for the Study at Hospital as of the
Transfer Date, and continues to perform the Study
in accordance with the Agreement; and

pro Klinické hodnoceni v nemocnici a k Datu
prevedeni ji pfijal a pokracuje Vv provadéni
Klinického hodnoceni v souladu se Smlouvou; a

WHEREAS, Institution, Medpace, resigned
Principal  Investigator, assigned  Principal
Investigator and Sponsor agree to allow this change
in Investigator; and

VZHLEDEM K TOMU, ze Poskytovatel,
spoleCnost ~ Medpace,  odstupujici  Hlavni
zkousejici, pridéleny Hlavni zkousejici a Zadavatel
souhlasi s povolenim této vymény Hlavniho
ZkouSejiciho 1ékare; a

WHEREAS, the Parties desire to amend the
Agreement to reflect a change in the identity of the
Principal Investigator contained therein, all as set
forth below; and

VZHLEDEM K TOMU, ze smluvni Strany si pteji
upravit tuto Smlouvu tak, aby obsahovala zménu
totoznosti Hlavniho zkousejiciho zde uvedenou,
vSe v souladu s podminkami uvedenymi nize; a

NOW THEREFORE, the Parties hereby agree as
follows:

AGREEMENT:
1. Amendment of the Agreement

1.1 Effective as of the Amendment Effective Date,
the Parties hereby agree as follows:

1.2 All references to the Principal Investigator

found within the Agreement shall be modified from
to
I

of the Transfer Date. By signing this Amendment,
the Assigned Investigator attests to the fact that
he/she has read the terms and conditions of the
Agreement and this Amendment and
acknowledges his/her obligations there under,
undertakes to perform the Trial in accordance with
Agreement and this Amendment, and be bound by
the terms of the Agreement and this Amendment in
every way as of the Transfer Date.

1.3 The resigned Principal Investigator shall
continue to be responsible for those obligations
under the Agreement for matters arising prior to the
Transfer Date, including such obligations that
survive termination of the Agreement, including
obligations regarding confidentiality, publication,
and Intellectual Property.

1.4, The change in Principal
effective as of the Transfer Date.

Investigator is

1.5 All other provisions of the Agreement shall
remain unchanged and in effect. Capitalized terms
used in this Amendment that are not otherwise

SE NYNI smluvni Strany dohodly nasledovné:

SMLOUVA:
1. Dodatky ke Smlouvé

1.1 S u¢innosti od Data Uc¢innosti dodatku se
smluvni Strany dohodly takto:

1.2 Vsechny odkazy na Hlavniho zkousejiciho
uvedené ve Smlouvé se méni takto: _
na

k Datu ptevedeni.
Podepsanim tohoto Dodatku Ptidéleny zkousejici
potvrzuje, ze se seznamil s podminkami Smlouvy
a tohoto Dodatku a bere na védomi své povinnosti
z nich vyplyvajici, zavazuje se provadét Klinické
hodnoceni v souladu se Smlouvou a timto
Dodatkem a ve vSech ohledech bude vazan
podminkami Smlouvy a tohoto Dodatku od Data
prevedeni.

1.3 Odstupujici Hlavni zkousejici bude i nadale
odpovédny za zavazky vyplyvajici ze Smlouvy za
zélezitosti vzniklé pfed Datem pievedeni, véetné
zavazku, které pretrvavaji po ukonéeni smlouvy,
vCetné povinnosti tykajicich se duavérnosti,
zvetejhovani a dusevniho vlastnictvi.

1.4, Zména na pozici Hlavniho zkousejiciho je
uc¢inna k Datu ptevedeni.

1.5 Veskera dalsi ustanoveni ve Smlouvé zistavaji
beze zmény a v platnosti. Pojmy uvedené velkymi
pismeny v tomto dodatku, které zde nejsou jinak
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defined herein shall have the same meanings as
such terms have in the Agreement.

2. Miscellaneous

2.1 Full Force and Effect. This Amendment
amends the terms of the Agreement and is deemed
incorporated into, and governed by all other terms
of, the Agreement. The provisions of the
Agreement remain in full force and effect.

2.2 Further Actions. Each Party shall execute,
acknowledge and deliver such further instruments,
and do all other acts, as may be necessary or
appropriate in order to carry out the purposes and
intent of this Amendment.

2.3 Counterparts. This Amendment may be
signed in counterparts, each and every one of
which shall be deemed an original, notwithstanding
variations in format or file designation, which may
result from the electronic transmission, storage,
and printing of copies of this Amendment from
separate computers or printers. Facsimile
signatures shall be treated as original signatures.

definovany, maji stejny vyznam jako tyto pojmy ve
Smlouvé.

2. Dalsi ustanoveni

2.1 PIn4 platnost a uc¢innost. Tento Dodatek
méni ustanoveni Smlouvy a ma se za to, Ze je
zaclenén do vSech ostatnich ustanoveni Smlouvy a
fidi se nimi. Ustanoveni Smlouvy zustavaji v plné
platnosti a u¢innosti.

2.2 Dalsi ukony. Kazda Strana vykonava,
uzndvad a dorucuje takové dalsi néstroje a &ini
vSechny ostatni Ukony, které mohou byt nezbytné
nebo vhodné k uskuteénéni Gc¢eltr a zaméru tohoto
Dodatku.

2.3 Stejnopisy. Tento Dodatek mize byt
podepsan ve stejnopisech, z nichz kazdy bude
povazovan za original, bez ohledu na zmény
formatu nebo oznadeni souboru, které mohou
vyplyvat z elektronického prenosu, uchovavani a
tisku kopii tohoto dodatku na samostatnych
pocitacich nebo tiskdrnach. Faxové podpisy se
povazuji za originalni podpisy.

SIGNATURE PAGE TO FOLLOW

NASLEDUJE STRANA S PODPISY
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IN WITNESS WHEREOF, the Parties hereto have executed this Amendment by proper persons thereunto
duly authorized/ NA DUKAZ CEHOZ smluvni strany prostiednictvim k tomu fadné opravnénych osob
uzavtely tuto smlouvu

Sponsor represented by Medpace Clinical Research, LLC.,who’s acting on behalf of Sponsor /
Zadavatel zastoupen Spolec¢nosti Medpace Clinical Research, LLC., jednajici jménem Zadavatle

By (signature):

Name:

Title

Institution / Poskytovatel

By (signature):

Name:

Title:

assigned Principal Investigator / pridéleny Hlavni zkouSejici

By (signature):

Name: |

Title:
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