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AMENDMENT NO. 1 TO THE
CLINICAL TRIAL AGREEMENT

This Amendment No. 1
(“Amendment”) to that certain Clinical Trial
Agreement dated May 14, 2019

(the “Agreement”) by and between

Fakultni nemocnice Hradec Kralové
(the “Provider”), located at Sokolska 581, 500
05 Hradec Kralové — Novy Hraedec Kralové,
Czech Republic, ICO (Company ID): 00179906,
Tax ID: CZ00179906, represented by prof.
MUDr. Vladimir Pali¢ka, CSc., dr.h.c., director,

(the “Investigator”), with a place of
employment at Fakultni nemocnice Hradec
Kralové, Klinika onkologie a radioterapie,
Sokolskd 581, 500 05, Hradec Kralové, Czech
Republic

and

Exelixis, Inc., (the “Sponsor”) located
at 1851 Harbor Bay Parkway, Alameda, CA
94502, U.S.A., legally represented in European
Union by Pharmaceutical Research Associates
Group B.V., located at Van Swietenlaan 6,
9728NZ, Groningen, The Netherlands (“PRA
NL”),

each of which are also referred to herein
individually as a “Party,” and collectively as the
“Parties,” is hereby entered into by the Parties
and become effective as of the day the last Party
to subscribe below and the Amendment will be
published in the Contract Register by the
statutory deadline, with the Parties wishing to be
bound by it as of 12 July 2019, when the
Amendment to the Protocol was approved by the
relevant  state  authorities (“Amendment
Effective Date”).

Furthermore, under a special Power of
Attorney issued on October 08, 2019, Sponsor
has appointed and authorized Pharmaceutical
Research Associates CZ, s.r.o. (“PRA”),
located at Jankovcova 1569/2c, Post Code
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DODATEK C. 1 KE SMLOUVE O
PROVEDENI KLINICKEHO
HODNOCENI

Tento Dodatek ¢.1 (,,Dodatek®)
k uvedené Smlouvé o provedeni klinického
hodnoceni ze dne 14. kvétna 2019 (dale jen
.Smlouva“) mezi

Fakultni nemocnici Hradec Kralové
(dale ,,Poskytovatel), se sidlem Sokolskd 581,
500 05 Hradec Krélové — Novy Hradec Krélové,
Ceskd republika, ICO: 00179906, DIC:
CZ00179906, zastoupenou prof. MUDr.
Vladimirem Pali¢kou, CSc., dr. h. c., feditelem,

I (il jen
»ZKkouSejici), s mistem vykonu povolani ve
Fakultni nemocnici Hradec Kralové, Klinika
onkologie a radioterapie, Sokolskd 581, 500 05,
Hradec Krilové, Cesk4 republika

a

spolecnosti Exelixis, Inc., (didle jen
HLadavatel”) se sidlem v 1851 Harbor Bay
Parkway, Alameda, CA 94502, USA, pravné
zastoupenou v Evropské Unii  spolecnosti
Pharmaceutical Research Associates Group
B.V., se sidlem Van Swietenlaan 6, 9728NZ,
Groningen, Holandsko (déle jen ,,PRA NL*),

znichZ kazdy je zde také oznaCovén
jednotlivé  jako ,Strana® aspolecné jako
»dtrany*, je uzavien Stranami a nabyva ti¢innosti
dne, kdy posledni ze Stran pfipoji niZze svij
podpis a Dodatek bude uvefejnén v registru
smluv v zdkonném terminu, s tim, Ze smluvni
strany si pfeji byt nim vazdny od 12. Cervence
2019, kdy doslo ke schvéleni 1ékatskych zmén
Protokolu  pfisluSnymi  stidtnimi  orgény
(,,Datum u¢innosti Dodatku*).

Déle, na zédklad¢ zvlastni plné moci
vydané dne 8. fijna 2019 zadavatel jmenoval
a zplnomocnil  Pharmaceutical Research
Associates CZ, s.r.o. (,,PRA®) sesidlem
Jankovcova 1569/2¢c, PSC 170 00, Praha 7,
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(PSC): 170 00, Praha 7, Czech Republic, IC
(company ID number): 27636852, the limited
liability company duly registered in the
Commercial Register of the Czech Republic
maintained by the Municipal Court in Prague,
Section C, Entry 120574, represented by [}
I

I (o cxecute this

Amendment in the name and on behalf of the
Sponsor, thus binding Sponsor to the duties and
obligations set out in this Amendment.

RECITALS:

WHEREAS, the Parties executed the
Agreement to conduct a clinical study with the
title “A Randomized, Controlled Phase 3
Study of Cabozantinib (XL184) in
Combination with Atezolizumab versus
Sorafenib in Subjects with Advanced
Hepatocellular Carcinoma Who Have Not
Received Previous Systemic Anticancer
Therapy”, Protocol XL184-312 (hereinafter
referred to as “Study”); and

WHEREAS, the Study Protocol has been
amended to include new or different Study
activities under Study Protocol Amendment 1
(“Protocol Amendment 17); and

WHEREAS, the Parties now desire to make
certain modifications to the Agreement to
account for changes to the Study activities and
costs under Protocol Amendment 1, all as set
forth in this Amendment;

NOW THEREFORE, in consideration of the
premises and mutual covenants herein contained,
and for other good consideration, the receipt and
sufficiency of which are hereby acknowledged,
the Parties hereto agree as follows:

AGREEMENT:

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

1. Invoice submission. || IEGzGzGzG
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Ceskéd republika, IC: 27636852, spoleénost s
ru¢enym omezenym {fddné zapsanou Vv
Obchodnim rejstitku Ceské republiky vedeném
Meéstskym soudem v Praze oddil C vlozka

120574,  zastoupenou _
.
B < oodpisu tohoto Dodatku

jménem zadavatele, ¢imZ zavaZe zadavatele
k povinnostem a zdvazkiim stanovenym v tomto
Dodatku.

ODUVODNENI:

VZHLEDEM K TOMU, Ze Strany uzavfely
Smlouvu za tcelem provedeni klinické studie

snazvem ,Randomizované, kontrolované
klinické hodnoceni faze3 porovnavajici
cabozantinib (XL184) v kombinaci

s atezolizumabem a sorafenib u pacientu
s pokrocilym hepatocelularnim karcinomem,
ktefi dosud nepodstoupili systémovou
protinadorovou lécbu”, protokol X1.184-312
(déle jen jako ,,Studie®); a

VZHLEDEM K TOMU, Ze Protokol Studie byl
upraven tak, aby zahrnoval nové nebo jiné
studijni ¢innosti podle Dodatku 1 k Protokolu
(,,Dodatek 1 k Protokolu‘); a

VZHLEDEM K TOMU, Ze Strany si nyni pieji
provést urcité tpravy Smlouvy, které popisuji
zmény studijnich c¢innosti a ndklady podle
Dodatku 1 k Protokolu, vSe tak, jak je uvedeno
v tomto Dodatku;

PROTO NYNI sohledem na zde obsaZené
pfedpoklady a vzdjemné Smlouvy a dohody
spolu s fddnym ahodnotnym protiplnénim,
jehoz dostatecnost je timto uzndna, se strany
dohodly takto:

DOHODA:

A. Sucinnosti k Datu ucinnosti Dodatku se
Strany dohodly takto:

1. Predlozeni faktur. || NG
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|

Fakultni nemocnice Hradec Kralové,
Protocol XL184-312
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C. Parties hereby mutually agree that Section 2
g), letter (i) of the Agreement is hereby amended
and further reads as follows: “Expected
maximum amount of the total payment under this
Agreement is CZK 7,123,480”.

MISCELLANEOUS:

1. In other respects, the terms of the Agreement
remain unchanged by this Amendment.

2. This Amendment shall be executed in Czech
and English language version, with prevalence to
Czech version, in accordance with the
Agreement.

3. This Amendment shall be executed in three
counterparts, where the Sponsor shall receive
one copy, and the Provider and the Investigator
shall each receive one copy.

4. The parties declare that they have concluded
this Amendment by free and serious will, have

read and understood its content and, in witness
thereof, attach their own signatures.

[Signature page to follow]
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C. Strany se vzdjemné dohodly, Ze oddil 2 g),
pismeno 1) Smlouvy se méni a déle zni takto:
,~Predpokladand hodnota plnéni podle této
Smlouvy je 7 123 3 480 K¢*.

RUZNE:

1. Ostatni ustanoveni Smlouvy zlstavaji timto
Dodatkem nezménéna.

2. Tento dodatek je vyhotoven v Ceském
jazykovém znéni a v anglickém jazykovém
znéni, pfiCemZ prednost ma Ceské jazykové
znéni, v souladu se Smlouvou.

3. Tento Dodatek se vyhotovuje ve tfech
vyhotovenich, kdy Zadavatel obdrZzi jedno
vyhotoveni a Poskytovatel a Zkousejici po
jednom vyhotoveni.

4. Smluvni strany prohlaSuji, Ze tento Dodatek
uzaviely na zdklad€ svobodné a vazné vile,
jeho obsah procetly a porozumély mu, a na
dikaz toho pfipojuji své vlastnoruéni
podpisy.

[Nasleduje stranka s podpisy]
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IN WITNESS WHEREOF, the Parties have NA DUKAZ CEHOZ Strany uzaviely tento
caused this Amendment to be executed by their Dodatek prostiednictvim fadn€¢ zmocnénych
duly authorized representatives as of the zdstupct k uvedenému datu Gcinnosti.
Amendment Effective Date.

PHARMACEUTICAL RESEARCH ASSOCIATES CZ, S.R.O.
acting as authorized representative of Exelixis, Inc / jednajici jako zmocnény zastupce
spole¢nosti Exelixis, Inc.

By/Podepsal:
Authorised Signature / Podpis zmocnéného zastupce

Name/Jméno: | NS

Title/Funkee: |
I

Date/Datum: 18. 2. 2020

FAKULTNI NEMOCNICE HRADEC KRALOVE

By/Podepsal:
Authorised Signature / Podpis zmocnéného zastupce

Name/Jméno: prof. MUDr. Vladimir Pali¢ka, CSc., dr.h.c.

Title/Funkce: Director / Reditel

Date/Datum: 9. 3. 2020

By/Podepsal:

Name/Iméno: [N

Title/Funkce: Principal Investigator / Hlavni zkouSejici

Date/Datum: 6. 3. 2020
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Czech Republic / Amendment# 1 to Cl

Price (In Local Curtency): I

Institution: Fakultni nemocnice Hradec Kralove

EXEL#297088-v4

Fakultni nemocnice Hradec Kralové,

linical Trial Aireem ent

Protocol XL184-312

EXHIBIT B

PRILOHA B

Revised Budget in English

Revidovany rozpocet v anglickém jazyce

Budget - Exelixis, Inc.
Protocol Amendment 1.0; 12 April 2019; XL184-312 - CZECH REPUBLIC
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Price (In Local Currency) I .

Institution: Fakultni nemocnice Hradec Kralove
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Budget - Exelixis, Inc.
Protocol Amendment 1.0; 12 April 2019; XL184-312 - CZECH REPUBLIC

Price (In Local Currency): ]

Institution: Fakultni nemocnice Hradec Kralove Investigator: [ NEEEE
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Budget - Exelixis, Inc.
Protocol Amendment 1.0; 12 April 2019; XL184-312 - CZECH REPUBLIC

Price (In Local Currency): ]

Institution: Fakultni nemocnice Hradec Kralove Investigator: [ INEEEEE
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Price (In Local Currency): I

Institution: Fakultni nemocnice Hradec Kralove
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Rozpocet - Exelixis, Inc.
Protokol ¢islo XL184-312 - CESKA REPUBLIKA

Zdravotnické zafizeni: Fakultni nemocnice Hradec Kralové Zkousejici lékar: | NGTGTGNGNGEG
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I

Rozpocet - Exelixis, Inc.
Dodatek k Protokolu 1.0; 12. dubna 2019; XL184-312 - CESKA REPUBLIKA

Cena (v mistni méné): I
I ool o S
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Cena (v mistni méné): I .

Zdravotnicke zafizeni: Fakultni nemocnice Hradec Kralové
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Rozpocet - Exelixis, Inc.
Dodatek k Protokolu 1.0; 12. dubna 2019; XL184-312 - CESKA REPUBLIKA

Cena (v mistni méné): I

Zdravotnickeé zafizeni: Fakultni nemocnice Hradec Kralové Zkousejici lekar- | INEGTNNG_G_N
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] T2 s 2019: XL164-
Dodatek k Protokolu 1.0; 12. dubna 2019; XL184-312 - GESKA REPUBLIKA
Cena (v mistni méné): I

Zdravotnické zafizeni: Fakultni nemocnice Hradec Kralové Zkousejici lék:
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Cena (v misti méné): I
Fakultni i 6 |
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Rozpodet - Exelixis, Inc.
Dodatek k Protokolu 1.0; 12. dubna 2019; XL184-312 - CESKA REPUBLIKA
Cena (v mistni méné): I [ ]

Zdravotnické zafizeni: Fakultni nemocnice Hradec Kralové Zkousejici lekar: [ GTGTGNGNGNGG_E

Page 26 of 26

EXEL#297088-v4



