MEDPRCE

Amendment # 1 to the Clinical Trial
Agreement
Between
Fakultni nemocnice v Motole
and Exelixis, Inc.

This amendment to the Clinical Trial
Agreement (the “Amendment”) is effective on
the day of publishing in contract registry (the
“Amendment Effective Date”) and is entered
by and Dbetween Fakultni nemocnice
v Motole, state contributory organization with
its principal office at V Uvalu 84, 150 06 Praha
5, Czech Republic, 1D: 00064203, VAT ID:
€Z00064203. represented by || GGGNG
I b dclegation (“Institution™) and
Exelixis, Inc. with its principal office and
place of business at 1851 Harbor Bay Parkway,
Alameda, California 94502, USA (“Sponsor™).

Sponsor and Institution are sometimes referred
to individually as a party (“Party”™) or
collectively referred to herein as parties (the
“Parties™).

Furthermore, under a special Power of
Attorney, Sponsor has appointed and
authorized Medpace Clinical Research, LLC,
with its principal office and place of business
at 5375 Medpace Way, Cincinnati, Ohio
45227, USA (“Medpace™), to execute 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, Institution and Sponsor entered
into a Bipartite Clinical Trial Agreement valid as
of 10-Feb-2020 and effective as of 14 —Feb-2020
(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

Dodatek ¢.1 ke Smlouvé o klinickém
hodnoceni
mezi
Fakultni nemocnici v Motole,
a spoleénosti Exelixis, Inc.

Tento dodatek ke Smlouvé o klinickém
hodnoceni (dile jen ,Dodatek™), ktery
nabyva Gc¢innosti dnem zvefejnéni v registru
smluv (dale jen ,Datum Gé&innosti*) se uzavira
mezi Fakultni nemocnici v Motole, statni
piispévkovou organizaci s hlavnim sidlem V
Uvalu 84, 150 06 Praha 5. Ceska republika,

1ICO: 00064203,  DIC:  CZ00064203,
zastoupenou

na zakladé povéreni (dale jen
.poskytovatel zdravotnich sluzeb™ nebo

poskytovatel”) a spole¢nosti Exelixis, Inc. s
hlavnim sidlem a mistem podnikdni na adrese
1851 Harbor Bay Parkway. Alameda,
California 94502, USA, (dale jen ,,Zadavatel*).

Zadavatel a poskytovatel jsou v nékterych
piipadech v tomto dokumentu spole¢né
oznacovany jako smluvni strany (dale jen
.strany®).

Dale na zakladé zvlastni plné moci Zadavatel
jmenoval a povéfil spolecnost Medpace
Clinical Research, LLC. se sidlem a mistem
podnikani na adrese 5375 Medpace Way,
Cincinnati, Ohio 45227, USA (ddle jen
,.spolecnost Medpace™) (dale jen ,spoleénost
Medpace™), aby uzaviela tento Dodatek
jménem a v zastoupeni Zadavatele, a tim
zavazala Zadavatele k povinnostem
stanovenym v tomto Dodatku.

PREAMBULE:

VZHLEDEM K TOMU, ZE Poskytovatel
zdravotnich  sluzeb a Zadavatel uzavreli
dvoustranou smlouvu o klinickém hodnoceni
s platnosti ke dni 10. Gnora 2020 a U¢innosti ke
dni 14. Gnora 2020 (déle jen ,.Smlouva®) podle
které Poskytovatel zdravotnich sluzeb provadi
Klinické hodnoceni podle protokolu ¢. X1 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 dfive nelééenym
pokrocilym nebo metastatickym  rendlnim
bunéénym karcinomem se stfedné vysokym az
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WHEREAS, the Parties now desire to amend the
Agreement to update payment schedule
(Payment Schedule and Budget) of the
Agreement to reflect additional costs for the
performance of the Study resulting from Protocol
Amendment Number 2 dated the 9" of January
2020, all as set forth below.

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

AGREEMENT:
1. Amendment of the Agreement

The Parties hereby agree to amend the terms of
the Agreement as provided below, effective as of
the Amendment Effective Date. To the extent
that the Agreement is explicitly amended by this
Amendment, the terms of this Amendment will
control where the terms of the Agreement are
contrary to or conflict with the following
provisions. Where the Agreement is not
explicitly amended, the terms of the Agreement
will remain in full force and effect. Capitalized
terms used in this Amendment that are not
otherwise defined herein shall have the same
meanings as such terms have in the Agreement.

The Parties hereby further agree as follows:

1.1 A/Update to Payment Schedule and Budget.
The section entitled “Experimental and
Control Arm™ within the budget table of the
Agreement, shall be updated to add the
following items:

B/ In connection with point A of this section,
the Parties acknowledge that the expected

vysokym  rizikem™  (dale Klinické

hodnoceni*); a

jen

VZHLEDEM K TOMU, ZE si Strany nyni preji
pozmenit tuto Smlouvu aktualizaci platebnich
piiloh (Rozvrh plateb a Rozpocet) této Smlouvy,
aby odrazela dodatecné naklady na provedeni
Klinického hodnoceni vyplyvajici z dodatku &. 2
k protokolu ze dne 9. ledna 2020, vie jak je
uvedeno nize.

PROTO SE NYNI s ohledem na vy3e uvedenou
preambuli, vzdjemna ujednani a pfisliby
vyjadiené v tomto Dodatku a v souladu s dal§imi
fadnymi a pfiméfenymi faktory, jejichz pfijeti a
piiméfenost se timto potvrzuje, Smluvni strany
dohodly na nasledujicim:

SMLOUVA:
1. Dodatek ke Smlouvé

Strany se timto dohodly na zméné ustanoveni
této Smlouvy, jak je uvedeno nize. s i¢innosti ke
Dni G¢innosti tohoto Dodatku. Ustanoveni tohoto
Dodatku, ktery timto vyslovné méni uzavienou
Smlouvu, budou nadrazena ustanovenim
Smlouvy, ktera jsou v rozporu s nasledujicimi
ustanovenimi. Tam, kde Smlouva neni vyslovné
zménéna, zustanou jeji ustanoveni v platnosti a
a¢innosti. Pojmy uvedené velkymi pismeny v
tomto Dodatku, které zde nejsou jinak
definovany, maji stejny vyznam jako tyto pojmy
ve Smlouve.

Smluvni strany se timto dohodly nasledovne:

1.1. A / Aktualizace Rozvrhu plateb a rozpodtu.
Oddil s nazvem .,Experimental and Control

Arm* v rozpoltové tabulce, bude
aktualizovan piidanim nasledujicich
polozek:

B/ V souvislosti v bodem A tohoto odstavee
smluyni strany konstatuji, ze se meéni i
piedpokladand celkova ¢astka moznd k

XLI84+-313
Fracewisé ¢ —
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total value of this Agreement listed in par.

10.2 is to be changed to CZK 845 000.00.
1.2 The Parties acknowledge and agree that this
Amendment is effective as of the date of
Amendment publication in the contract
registry. Any costs incurred under the Study
after the aforesaid date shall be paid in
accordance with this Amendment.

2. Miscellaneous

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

2.2 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 2 wet-inks counterparts only, each
and every one of which shall be deemed an
original.

SIGNATURE PAGE TO FOLLOW

vyplaceni uvedena v odst. 10.2. smlouvy, a to
tak, ze ¢ini ¢astku 845 000,- K¢.

1.2 Strany berou na védomi a souhlasi s tim, Ze
tento Dodatek je G¢inny ode dne zvefejnéni
v registru smluy. Veskeré naklady vzniklé v
souvislosti s Klinickym hodnocenim po
tomto datu se vypldceji v souladu s timto
Dodatkem.

2, Dalsi ustanoveni

2.1 PIné platnost a u¢innost Tento Dodatek
méni ustanoveni Smlouvy a mé se za to, ze je
zaclenén do viech ostatnich ustanoveni
Smlouvy a Fidi se nimi. Ustanoveni Smlouvy
zstavaji v plné platnosti a G¢innosti.

2.2 Dalsi Okony Kazda strana vykonava, uznava
a dorucuje takové daldi nastroje a &ini
viechny ostatni Gkony, které mohou byt
nezbytné nebo vhodné k uskuteénéni ticelti a
zaméru tohoto Dodatku.

2.3 Stejnopisy Tento Dodatek muze byt
podepsan pouze ve 2 vlastnorucnich
stejnopisech, z nichz kazdy bude povazovan
za original.

NASLEDUJE STRANKA S PODPISY

X7 I84-313
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IN WITNESS WHEREOF, the Parties hereto
have executed this Amendment by proper persons
thereunto duly authorized.

NA DUKAZ CEHOZ smiuvni strany podepsaly
tento Dodatek prostfednictvim k tomu fadné
opravnénych osob.

Medpace Clinical Research on behalf of
Exelixis, Inc. / Spole¢nost Medpace Clinical
Research jménem Exelixis, Inc.

Name / Jméno [ENEEEEEE
Title / Funkee: | N ENENE

/f‘_ R 7
Date / Datum: _“ / /7'4,»’ PAIL A

HLAVNI ZKOUSEJICI PRO UZNANI A PRIJETI

Read and acknowledged / Precetla a bere na védomi:

Signature / Podpis

Date / Datum:

XL184-313

Pracovisté ¢. | R

EXEL#372671-v2
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Institution / Poskytovatel zdravotnich sluZeb

By / Podepsal/a:

Name / Iméno: NN

Title / Funkce: _Under the power of __attorney/

na zakladé povéreni

Date / Datum:
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Pl
Institution: FN Motol

Exelixis, Inc.
XL184-313 - CZECH REPUBLIC
Payment Schedule

Payments: Payment should be made to the following:

Exelixis, !nc.
XL184-313 - CESKA REPUBLIKA
Rozvrh plateb

Platby: Platba bude provedena podle nasledujicich Gdaju:

Fakultni nemocnice
v Motole

Payee Name:

Fakultni nemocnice
v Motole

Jméno prijemce platby:

V Uvalu 84, 150 06 Praha
5, Czech Republic

Payee Address:

V Uvalu 84. 150 06 Praha
5, Ceska republika

Adresa prijemce platby:

Prikope 28, Praha 1, 115

Bank account 17837051/0710 Bankovni Gcet 17937051/0710

SWIFT code CNBACZPP SWIFT kéd CNBACZPP

IBAN code CZ42 0710 0000 0000 Kod IBAN CZ42 0710 0000 0000
1793 7051 1 793 7051

Bank name and address | Ceska narodni banka, Na Nazev banky a adresa Ceska narodni banka, Na

03, Czech Republic

Prikopé 28, Praha 1, 115
03, Ceska republika

Proforma Invoice Contact Email:
support@drugdevglobal.com

Invoices: Payment is without VAT. Payments will be made
on the basis of invoicing by the Institution according to the
calculation of performed visits provided by Sponsor and

approved by Investigator. Invoicing will be made as needed,

however, no later than 30* November of the current year.
All original invoices pertaining to the Study must be

| submitted for reimbursement to DrugDev Payments at the
following address and shall include a correct itemization for
all fees, supporting documentation, and a site invoice
reference number:

The following information must be included on invoice
to ensure prompt payment:

Site Invoice Reference Number:

Principal Investigator:

Complete Protocol Number:

Subject 1D Number:

Date of Service:

Description of Service:

Third party documentation (if applicable):

Invoice Submission:

Invoices should be prepared and submitted to:

Kontakini e-mail pro zalohové (pro forma) faktury:
support@drugdevglobal.com

Faktury: Platba je bez DPH. Platba bude provadéna na
zakladé fakturace Poskytovatelem zdravotnich sluzeb dle
kalkulace uskuteénénych navstév vytvofené zadavatelem a
odsouhlasenych zkousejicim. Fakturace budou probihat dle
potreby nejpozdéji viak vzdy k 30.11.bézného roku..
VSechny originalni faktury vztahujici se ke Studii je treba
zaslat k Uhradé na adresu spole¢nosti DrugDev Payments
a musi obsahovat spravny vycet vSech poplatkd,
podpurnou dokumentaci a referencni Cislo faktury
pracovisté:

Za ucelem zajisténi rychlé platby, musi byt na fakture
uvedeny nasledujici informace:

Referencni Eislo faktury pracovisté:

Hlavni zkousejici:

Uplné éislo Protokolu;

ID Cislo subjektu

Datum sluzby:

Popis sluzby:

Dokumentace od tieti strany (pokud se

uplatiiuje):

Zaslani faktury:

Faktury je treba pripravit a zaslat na adresu:

Protocol A1 Dated: 25 February, 2019 — CZECH REPUBLIC / Protokol A1 ze dne: 25. tinora 2019 — CESKA

REPUBLIKA
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Pl: Assoc. _

Institution: FN Motol

Exelixis Inc.

In care of: DrugDev Payments
210 Pentonville Rd

London N1 9JY

United Kingdom

IQVIA 5th floor

Global Payment Services at at 25 e s ar i
Inside Czech Republic at &5 A=t

"All invoicing data shall be sent to &% B s
All notices to the Healthcare Provider shall be sent to FNM
(Motol University Hospital), Klinicka hodnoceni [éCiv
(Clinical Trials), sekretariat naméstka pro LPP (the
secretariat of the deputy for medical and preventive care), V
Uvalu 84, 150 06, Praha 5, Czech Republic or to contact

5 S

Institution shall invoice by the earlier of:

« Sixty (60) days after the services are provided, or
e Within Thirty (30) days after termination of the
Study

Payment Terms: Payments will be issued within (thirty) 30
days upon receipt of invoice.

PLEASE NOTE: Invoices that are non-compliant with the
above instructions will be returned to the Institution for
correction and must be resubmitted to Exelixis for payment.

For any payment related questions please contact:
suppart@drugdevglobal.com

| Enrollment: Institution acknowledges that this is a Trial

l designed to evaluate a set number of subjects. Institution
will be expected to apply best efforts for enroliment as
provided for under the Agreement. When enroliment of the
target number of subjects for the entire Trial is complete,
Institution will be notified and instructed not to continue
enrolling subjects.

The Trial shall be payable as follows:

Cost Per Subject: Institution will be paid per completed
and evaluable subject as defined below based on the rates
set forth in the Budget. Payments will be made on a
quarterly basis in Koruna (CZK) and will be based on

Exelixis Inc.

K rukam: DrugDev Payments
210 Pentonville Rd

London N1 9JY

United Kingdom

IQVIA 5th floor

Globaini platebni asistence na }elj: &E‘gﬁw}“,ﬁ%‘gﬁﬁ}?g
V Ceské republice na tel. ¢ 3eamatuas:

,Podklady pro fakturaci studie budou zaslany na adresu
it oAl L etz VeSkerd oznameni poskytovateli
zdravotnich sluzeb budou zaslana do FNM, Klinicka

hodnoceni léciv, sekretariat naméstka pro LPP,V Uvalu 84, |

Uﬁ"Fﬁ“

150 06, Praha 5, Ceska republika ¢i na kontakini; ey
o 1,.%'.: worait!

Poskytovatel zdravotnich sluZeb vystavi fakturu nejdfive:

* Sedesat (60) dnl po poskytnuti sluzeb, nebo
o bahem fficeti (30) dni po ukonéeni Studie

Platebni podminky: Platby budou provedeny do (tficeti)30
dnd od obdrzeni faktury.

POZNAMKA: Faktury, které nejsou v souladu s vyse
uvedenymi pokyny, budou vraceny Poskytovateli
zdravotnich sluzeb k opravé a je tfeba je znovu pfedloZit
spolecnosti Exelixis k Ghradé.

Veskeré dotazy tykajici se plateb zasilejte na adresu:
support@drugdevglobal.com

Nabor: Poskytovatel zdravotnich sluzeb bere na védomi,
Ze se jedna o klinické hodnoceni uréitého pottu subjektd.
Od Poskytovatele zdravotnich sluzeb se ofekava, Ze
vynaloZi maximalni usili pfi naboru subjektd, jak je
stanoveno ve Smlouve. Jakmile bude dosazeno cilového
poctu subjektd pro celé klinické hodnoceni, bude
Poskytovatel zdravotnich sluzeb informovan a obdrZi
pokyn, aby jiz nepokracoval v dal§im zafazovani subjektu.

Klinické hodnoceni bude placeno takto:

Naklady na subjekt: Poskytovatel zdravotnich sluZeb bude
odménén za dokonceny a hodnotitelny subjekt definovany
nize na zakladé sazeb stanovenych v Rozpoétu. Platby se
budou provadét étvrtletné v korunach (K¢) a budou

Protocol A1 Dated: 25 February, 2019 — CZECH REPUBLIC / Protokol A1 ze dne: 25. inora 2019 — CESKA

REPUBLIKA
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I

Institution: FN Motol

completed visits verified in the subject electronic case
report forms (eCRFs) and receipt of correct itemization for
all fees less fitteen percent (15%) withholding. A complete
and evaluable subject is defined as follows: (i) all procedures
must be performed according to the protocol and ICH GCP
guidelines, (i) a subject will only be included according to the
inclusion/exclusion criteria, and (iii) all data are documented
accurately, completely. In the event that a subject does not
complete all visits as specified in the Protocol, Sponsor or
its designee shall only be obligated to make payment for
such subject on a pro-rated, completed visit, and eCRF
basis.

vychazet z dokoncenych navstév ovérenych v
elektronickych zaznamech subjektt hodnoceni (eCRF) a ze
spravného vyétu véech poplatkl sniZzenych o patnact
procent (15 %). Dokonceny a hodnotitelny subjekt je
definovan nasledovné: (i) vSechny postupy musi byt
provedeny podle Protokolu a pokynt ICH GCP, (ii) subjekt
bude zafazen pouze podle kritérii pro zafazeni/vyrazeni, a
(iii) vSechny udaje budou pfesné zdokumentovany. V
pfipadé, Ze subjekt nedokonéi vSechny navstévy, jak je
uvedeno v Protokolu, je Zadavatel nebo zastupce povinen
zaplatit za takovy subjekt pouze odpovidajici ast
dokoncené navstévy na zakladé zaznamu v eCRF,

QOther fees:

Dalsi nonlatky:

Protocol A1 Dated: 25 February, 2019 — CZECH REPUBLIC / Protokol A1 ze dne: 25. iinora 2019 — CESKA
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PI
Institution: FN Motol

Protocol A1 Dated: 25 February, 2019 - CZECH REPUBLIC / Protokol A1 ze dne: 25. Ginora 2019 — CESKA
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Pl

Institution: FN Motol

Ethics Committee: The Ethics Committee fee will be paid by
Sponsor or its designee, and is not included in the per patient
grant.

Payments for radiology services provided by the
Department of Imaging methods (KZM) will be made
quarterly, Representative of KzM |G

will prepare quarter calculation for
invoicing of radiology services as listed in Protocol and in
amounts provided in financial exhibit of this Agreement, and
he will send it to Sponsor’s responsible person (assigned
CRA) for approval. The approved calculation will be sent by
CRA to the Institution’s accounting department
el e a-rt ] Institution’s accounting department
will issue invoice according to the instructions provided in this
Agreement.

Eticka komise: Poplatek za etickou komisi bude hrazen
Zadavatelem nebo jeho zastupcem a neni soucasti rozpoctu
na pacienta.

Platby za sluzby provadéné Klinikou zobrazovacich
metod 2. LF UK a FN Motol (KZM) budou probihat ¢turtletné.
Zastupce KzM (NN -
pripravi ¢tyrtletné podklad k fakturaci za radiologické sluzby
provedené ve studii, jez jsou uvedeny ve financni pfiloze této
smlouvy, a zadle je ke schvaleni zodpovédné osobé
zadavatele (Jméno pfijmeni, email). Schvaleny podklad k
fakturaci bude zodpovédnym zastupcem zadavatele zaslan
do financni Uctarny FN Motol Zgfef s in- a4 Na
zakladé podkladu pfipravi finanéni ictama FN Motol fakturu,
kterou zaSle zadavateli dle instrukci uvedenych v této

smlouve.
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