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CLINICAL TRIAL AGREEMENT

This CLINICAL TRIAL AGREEMENT (the
“Agreement”) is effective by the date of
publication in register of contract (the “Effective

Masaryk@v onkologicky Ustav / XXXXXXXXX
XL184-311

SMLOUVA O PROVEDENI KLINICKEHO
HODNOCENI

Tato SMLOUVA 0] ] PROVEDENI
KLINICKEHO HODNOCENi (dile jen
»omlouva“) nabyva G¢innosti dnem uvefejnéni

Date™), and is executed by and between

Masarykiv onkologicky ustav located at Zluty
kopec 7, 656 91 Brno, Czech Republic, ICO
(Company 1D): 00209805, DIC (Tax ID):
CZ00209805, represented by prof. MUDr. Marek
Svoboda, Ph.D., Director (the “Provider”),

XXXXXXXXXXXXXXX, an employee of the Provider,
who shall serve as the principal investigator
(“Investigator”) for the Study as defined below,

and
Exelixis, Inc., located at 1851 Harbor Bay
Parkway, Alameda, CA 94502, U.S.A. (the

“Sponsor™), legally represented by Pharmaceutical
Research Associates Group B.V., located at Van

Swietenlaan 6, 9728NZ, Groningen, The
Netherlands (“PRA ND”).
The Provider and the Investigator may be

collectively referred to as the “Site”.

1. STATEMENT OF WORK.

@ Under a special Power of Attorney issued
on 25th of January 2019, Sponsor has appointed
and authorized Pharmaceutical Research
Associates CZ, s.r.0., located at Praha 7,
Jankovcova 1569/2¢c, Post Code (PSC): 170 00,
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
XXXXXXXXXX (“PRA”) to execute this Agreement in
the name and on behalf of the Sponsor, thus
binding Sponsor to the duties and obligations set
out in this Agreement.

v registru smluv (dale jen ,.Datum uc¢innosti®) a
uzavira se mezi:

Masarykovym onkologickym ustavem se sidlem
Zluty kopec 7, 656 91 Brno, Ceska republika, ICO:
00209805, DIC: CZ00209805, zastoupeny prof.
MUDr. Markem Svobodou, Ph.D., feditelem (dale

jen ,,Poskytovatel*),

XXXXXXXXXXXXXXX, zaméstnankyni Poskytovatele,
ktera bude vystupovat jako hlavni zkousejici (dale
jen ,,ZkouSejici) odpovidajici za Studii, jak je
definovano nize,

a

spole¢nosti Exelixis, Inc., se sidlem 1851 Harbor
Bay Parkway, Alameda, CA 94502, Spojené staty
americké  (dale jen ,Zadavatel), pravné
zastoupenou spole¢nosti Pharmaceutical Research
Associates Group B.V., se sidlem Van Swietenlaan
6, 9728NZ, Groningen, Holandsko (dale jen “PRA
ND").

Poskytovatel a Zkousejici mohou byt dale spole¢né
oznacovani jen jako ,,ReSitelské centrum®,

1. POPIS PROJEKTU.

(@) Na zaklad¢ zvlastni pIné moci vydané dne 25.
ledna 2019 Zadavatel povéril  azmocnil
Pharmaceutical Research Associates CZ, s.r.o.,
se sidlem Praha 7, Jankovcova 1569/2¢, PSC 170
00, Ceska republika, IC: 27636852, spolegnosti s
rucenym omezenym fadné zapsanou v Obchodnim
rejstitku  Ceské republiky vedeném Méstskym
soudem v Praze oddil C vlozka 120574,
zastoupenou XXXXXxxxxx (dale jen ,,Spole¢nost
PRA%), aby tuto Smlouvu plnila za né&j a jeho
jménem azavazovala tak Zadavatele plnénim
povinnosti a zavazkl stanovenych v této Smlouve.
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(b) The Investigator will conduct the clinical
study of the medicinal product for human use
entitled “A Phase 3, Randomized, Double-Blind,
Placebo-Controlled Study of Cabozantinib
(XL184) in Subjects with Radioiodine-
Refractory Differentiated Thyroid Cancer Who
Have Progressed after Prior VEGFR-Targeted
Therapy” (the “Study”), bearing protocol number
XL184-311, as may be amended from time to time
(the “Protocol”), the provisions of which are
incorporated herein by reference which was handed
over to Investigator before execution of this
Agreement. The Site shall perform the Study in
conformance with: (i) generally accepted standards
of good clinical practice, (ii) an ethical manner and
in a manner that appropriately protects the safetyof
the Study subjects and any data arising from the
Study (iii) the Protocol, (iv) the U.S. Food and
Drug Administration (“FDA”) Form 1572, (v) this
Agreement, and (vi) all applicable legislation
including, but not limited to, those governing the
conduct of the Study and the activities or
interactions under this Agreement, such as the
Anti-Corruption Laws (defined below) and
applicable medical subject privacy and data
security laws and regulations. The Provider shall
not reassign the conduct of the Study to another
investigator without Sponsor’s express written
consent. If the Investigator is unable to perform the
duties required by this Agreement, the Provider
shall promptly notify Sponsor and PRA in writing.
If a mutually acceptable replacement is not
available, this Agreement may be terminated as
provided below.

(c) The Provider shall provide appropriate
resources and facilities so the Investigator can
conduct the Study in a timely and professional
manner and according to the terms of this
Agreement.  The Site shall ensure that only
individuals who are appropriately trained and
qualified will assist in conducting the Study. The
Site is responsible for ensuring that all personnel
participating in the Study (“Study Team”) comply
with the terms of this Agreement, excluding
personnel supplied by PRA or Sponsor. Provider
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(b) Zkousejici provede Kklinické hodnoceni
humanniho 1éc¢ivého pfipravku pod nazvem

»Randomizovana, dvojité zaslepena, placebem
kontrolovana studie faze 3 zkoumajici ucinky
cabozantinibu (XL184) U pacienti
s radiojod-refrakterni diferencovanou
rakovinou $titné Zlazy, u nichz doslo k progresi
po pi‘edchozi 1écbé cilené na VEGFR* (déle jen
»Studie®), s ¢islem protokolu XL184-311, ve znéni
ptipadnych zmén (dale jen ,Protokol”), jehoz
ustanoveni jsou nedilnou soucasti této Smlouvy a
ktery byl Zkousejicimu a Poskytovateli predan pred
uzavienim této Smlouvy. Resitelské centrum bude
provadét Studii v souladu s: (i) vSeobecné
akceptovanymi standardy spravné klinické praxe
(GCP), (ii) etickym jednanim a zpusobem
zahrnujicim mimo jiné dodrzovani vSeobecné
platnych  profesiondlnich  standardli,  které
piiméfené chrani bezpe¢nost subjektd Studie a
udaju ziskanych ze Studie, (iii) Protokolem, (iv)
formulafem & 1572 amerického Ufadu pro
kontrolu potravin alétiv (FDA), (v)touto
Smlouvou, a (vi) vSemi pfisluSnymi  pravnimi
predpisy vcetné mimo jiné predpistt upravujicich
provadéni Studie a ¢innosti nebo interakce podle
této Smlouvy, napt. Zakony zakazujici korupci
(definice viz nize) aplatné zakony a ptedpisy
0 ochrané soukromi pacientd a osobnich udaja.

Poskytovatel neni opravnén povéfit vykonem
Studie jiného ZkousSejictho bez vyslovného
pisemného  souhlasu  Zadavatele. Nemuze-li

Zkousejici vykonavat povinnosti vyplyvajici ze
Smlouvy, Poskytovatel je o0 tom povinen
Zadavatele a PRA neprodlené pisemné vyrozumét.
Nelze-li nalézt nahradu pfijatelnou pro obé¢ strany,
muze néktera strana tuto Smlouvu ukondit
zpuisobem dale v této Smlouvé stanovenym.

(© Poskytovatel poskytne vhodné zdroje a
moznosti, aby Zkousejici mohl Studii provést vcas
a odborné a v souladu s podminkami této Smlouvy.
Poskytovatel zajisti, ze pfi provadéni Studie budou
napomocni  pouze  vySkoleni akompetentni
spolupracovnici. Poskytovatel odpovida za zajisténi
toho, ze veskery personal Gcastnici se Studie (dale
jen ,,Tym Studie) spliuje podminky této Smlouvy,
s vyjimkou persondlu, ktery poskytne PRA nebo
Zadavatel. Poskytovatel a Zkousejici souhlasi, Ze
neprodlené oznami Zadavateli a PRA, pokud se
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and Investigator agree to promptly notify Sponsor
and PRA in the event it becomes aware that any
Study Team member is in a proceeding conducted
by the Czech Medical Chamber for breach of duties
of a member of the Chamber or reported to or
comes under investigation by any other applicable
licensing board, independent ethics committee or
institutional review board, and further agrees to
promptly discontinue the use of any such personnel
in connection with the Study unless Sponsor
consents in writing to the continued use of such
personnel, which such consent shall not be
unreasonably delayed, conditioned, or withheld.
Unless otherwise agreed to in writing by the
parties, the Site shall conduct the Study only at the
facilities indicated in this Agreement.

(d) Prior to a qualified subject entering the
Study, Site will obtain an informed consent form,
in a format approved by Sponsor and the applicable
Institutional Review Board (IRB) or Ethics
Committee (EC), for each Study subject prior to
such subject’s participation in the Study, and
maintains a copy of the signed consent in the Study
subject’s record, in accordance with applicable
laws and regulations. Site will also obtain from
each Study subject a valid authorization (which
may be included in the informed consent form) that
complies with applicable laws and regulations, and
will enable Site to provide Sponsor, PRA, and other
parties designated by Sponsor, with completed case
report forms (paper or electronic as designated by
Sponsor), source documents, and all other
information and Biological Materials (defined
below) required by the Protocol. To the extent
Sponsor and/or PRA may be exposed to
individually-identifiable information of a Study
subject, such information may be used only as
permitted in the Study subject
authorization/informed consent form, and in
accordance with legal regulations regulating the
processing of personal data (especially GDPR, Act
No. 110/2019 Coll.).

2. PAYMENT.
(@) Sponsor will pay the Provider for the

performance of the Study, i.e. for the visits,
examinations and other services provided on the
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dozvi, ze je ¢len Tymu Studie ucastnikem fizeni
vedeném Ceskou lékaiskou komorou pro poruseni
povinnosti ¢lena komory nebo ohlaSen licenéni
komisi, nezavislé etické komisi nebo piezkoumaci
komisi nebo jimi vySetfovan, a v navaznosti na
takové Setieni bude s takovym ¢lenem Tymu Studie
ukoncena veskera ¢innost souvisejici s provadénim
Studie, pokud Zadavatel nepoda pisemny souhlas,
ktery nesmi byt nepfimétené opozdény, podminény
nebo odmitnuty, s pokracovanim spoluprice
S danym clenem. Pokud neni stranami sjednano
pisemné néco jiného, Reditelské centrum bude
provadet Studii jen v zafizenich uvedenych v této
Smlouvé.

(d)  Nez Resitelské centrum zatadi kvalifikované
subjekty do Studie, ziska od kazdého Subjektu
studie pred jeho ucasti ve Studii informovany
souhlas v podobé¢  schvalené  Zadavatelem
a prislusnou etickou komisi (EK) a kopii takového
informovaného souhlasu v souladu s platnymi
zakony a predpisy zalozi do slozky Subjektu studie.
Od kazdého Subjektu studie Resitelské centrum
ziska také zakonny souhlas (mize byt soucasti
formulare informovaného souhlasu), ktery bude
v souladu s platnymi zikony a Resitelskému centru
umozni predavat Zadavateli, spoleCnosti PRA
a dalsim osobam urCenym Zadavatelem vyplnéné
formulare zaznamu subjektt hodnoceni
(v papirové, nebo elektronické podobé€, jak urci
Zadavatel), zdrojovou dokumentaci a veskeré dalsi
informace a Biologické materialy (definice viz
nize) pozadované podle Protokolu. Pokud
Zadavatel a/nebo spole¢nost PRA ziskaji né&jaké
osobni udaje Subjektd studie, budou moci takové
osobni tdaje pouzivat pouze zpisobem povolenym
ve  zmocnéni/  Vinformovaném  souhlasu
podepsaném Subjektem hodnoceni a Vv souladu
S pravnimi predpisy  regulujicimi  zpracovani
osobnich udaji (zejm. GDPR, zakon ¢. 110/2019
Sb.).

2. UHRADA.
(a) Zadavatel se zavazuje uhradit Poskytovateli za

provadéni Studie, tj. za navstévy, vysetfeni a dalsi
sluzby poskytnuté na zakladé Smlouvy, odménu v

Revised July 2018
EXEL#290312-v7

Page 3 of 28




Confidential

Czech Republic/ Provider & Investigator Clinical Trial Agreement

basis of the Agreement, according to the Payment
Schedule attached hereto as Exhibit A (“Payment
Schedule”) and the Budget attached hereto as
Exhibit B (“Budget™), upon receipt of invoices and

other appropriate documentation as specified
therein.
(b) The Provider as payee (“Payee”) shall

provide full payment instructions and bank details,
in writing to Sponsor in the Payment Schedule
attached to this agreement, before any payment can
be made. The Payee is obliged to inform Sponsor,
in writing, of any changes or required updates of
payment instructions and/or bank details. The
parties agree that any change of or update to the
Payee’s bank details contained in the Payment
Schedule may be effected through a written notice
and shall not of itself require a formal Amendment
to this Agreement.

() The Site is an independent contractor, and
neither PRA nor Sponsor is responsible for any
employee benefits, pensions, workers’
compensation, withholding, or employment-related
taxes as to the Provider or its personnel.

(d) The Investigator and any sub-investigators
will complete and sign a financial disclosure form
when reasonably requested to do so by Sponsor.
These forms shall be promptly updated as needed
to maintain their accuracy and completeness during
the Study and for one year after its completion. The
Provider and Investigator acknowledge and agree
that any payments made under this Agreement will
be disclosed to the local regulatory authorities by
Sponsor or PRA as required under the EFPIA
(European Federation of Pharmaceutical Industries
and Associations) Disclosure Code or equivalent
local legislation.

(e) The Provider hereby agrees that no third
party will be charged for any aspect of treatment or
subject care for which the Payee has invoiced or
been paid under this Agreement. The Provider
hereby agrees that neither participants in the Study
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souladu v souladu s platebnim rozvrhem, ktery je
k tomuto dokumentu pfipojeny jako ptiloha A (dale
jen ,Rozvrh plateb”), a srozpoétem, ktery je
k tomuto dokumentu piipojen jako piiloha B (dale
jen ,,Rozpocet™), a to na zakladé doruceni faktur a
dalsich  pfislusnych  dokladi v souladu s
Rozpoctem.

(b) Poskytovatel, jakozto ptijemce platby (dale jen
»Prijemce platby) poskytne pisemné Zadavateli
kompletni platebni pokyny a bankovni spojeni, a to
na Rozvrhu plateb piilozenému k této Smlouve,
predtim, nez bude mozno uskutecnit jakoukoliv
platbu. Piijjemce platby je povinen pisemnée
informovat Zadavatele o jakychkoliv zménach
nebo pozadovanych aktualizacich v platebnich
pokynech a/nebo bankovnim spojeni. Smluvni
strany sjednavaji, ze zmény nebo aktualizace
bankovniho spojeni Piijemce platby obsazené¢ v
Rozvrhu plateb mohou byt provadény pisemnym
ozndmenim a samy o sobé nevyzaduji uzavieni
dodatku k této Smlouve.

(c) Resitelské centrum je nezavislym dodavatelem
a PRA ani Zadavatel nejsou odpovédni za
vyplaceni  jakychkoli  pozitkii  zaméstnanci,
dtchodd, ndhrad pracovnikiim, srazek nebo dani
hrazenych za zaméstnance bud’ Poskytovateli, nebo
jeho personalu.

(d) Zkousejici a piipadni spoluzkousejici na
pfiméfenou zadost Zadavatele vyplni a podepisi
formular financnich udaji. Tyto formulafe musi byt
Vv piipad€ potifeby neprodlené aktualizovany, aby
po dobu Studie a jednoho roku po jejim skonceni
zustaly spravné a uplné. Poskytovatel a Zkousejici
berou na védomi a souhlasi s tim, ze veskeré platby
provedené vramci této  Smlouvy  budou
Zadavatelem nebo PRA sdéleny mistnim
regulanim ufadim, jak je pozadovéno podle
EFPIA  (Evropska federace farmaceutického
pramyslu a asociaci) kodexem zvefejiiovani nebo
ekvivalentnim mistnim piedpisem.

(e) Poskytovatel timto souhlasi s tim, ze Zzadnému
subjektu ani tfeti stran¢ nebude v Zadném ohledu
uctovana lécba ani zdravotni péce, kterou Piijemce
platby fakturoval nebo ktera byla uhrazena v ramci
této Smlouvy. Poskytovatel timto souhlasi s tim, Ze
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nor any third party will be charged for
Cabozantinib (XL184) (the “Study Drug”) or any
comparator drugs provided for this Study, nor shall
Payee include such cost in any cost report to third-

party payers.

0] Unless otherwise agreed herein, payments
will be made for evaluable subjects and for eligible
subjects only in accordance with Exhibit A and
Exhibit B. An eligible subject is one who meets all
of the inclusion requirements and does not meet
any of the exclusion criteria of the Protocol, who
was enrolled by Investigator, and from whom
informed consent has been obtained. An evaluable
subject is one for whom case report forms
(“CRFs”) have been properly completed in
accordance with the Protocol.

(9) The parties acknowledge and agree that
the compensation provided for Site’s performance
under the Agreement represents the fair market
value for the services conducted by Site and has
been agreed independently from any business the
Provider or the Investigator has made or may make
in relation to the ordering of products or services of
the Sponsor.

3. RECORDKEEPING; REPORTING;
ACCESS.
@ Authorized representatives of Sponsor

and/or PRA have the right, upon reasonable
advance notice, and during regular business hours
(Monday — Friday, from 7am to 3.30pm), to: (i)
audit and examine the Site’s facilities required for
performance of the Study; and (ii) review all data,
records and work products relating to the Study,
and if necessary, make copies of such data, records
and work products, provided such copies do not
include any unauthorized individually-identifiable
information of a Study subject. The Site shall
maintain complete and accurate records related to
the Study, and shall retain all such records resulting
from the Study in accordance with ICH GCP for
the time required by applicable laws and
regulations.
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ucastnikiim Studie ani zadné tfeti strané¢ nebude
uctovan  Cabozantinib  (XL184) (dale jen
,»Hodnoceny 1¢k*) nebo jiny 1€k poskytnuty pro
tuto Studii a Ze takovéto naklady nebudou zahrnuty
do zadného vykazu naklada pro platce-treti strany.

(f) Pokud v této Smlouvé neni dohodnuto jinak,
platby budou provadény jen za vyhodnotitelné
subjekty a jen za zpusobilé subjekty podle
ustanoveni  Pfilohy A a Ptilohy B.  Zpisobily
subjekt je ten, ktery splni vSechny podminky pro
zafazeni a nesplituje zadné z vyluCovacich kritérii
uvedenych Protokolu, ktery byl zafazen hlavnim
Zkousejicim a ktery udélil sviij informovany
souhlas. Subjekt, kterého lze vyhodnotit, je ten
subjekt, u n&jz byly uspokojivé vyplnény vsechny
formulafe pro zaznamy Subjektii hodnoceni (dale
jen ,,CRF*) v souladu s Protokolem.

(9) Smluvni strany uznavaji a souhlasi s tim, ze
odména za plnéni Resitelského centra na zakladd
této Smlouvy predstavuje spravedlivou trzni
hodnotu sluzeb poskytnutych Resitelskym centrem
a byla sjedndna nezavisle na jinych obchodnich
vztazich,  stavajicich  nebo  potencialnich,
Poskytovatele nebo Zkousejiciho tykajicich se
objednavek vyrobki nebo sluzeb Zadavatele.

3. ZAZNAMY: VYKAZY: PRISTUP.

@ Zmocnéni zastupci Zadavatele, piipadné
PRA, jsou opravnéni na zakladé¢ ptimefeného
predchoziho ozndmeni v pfimétené lhite a béhem
obvyklé pracovni doby (po — pa od 7:00 do 15:30
hod.): i) provadét audit a provéfit vybaveni
Resitelského centra potiebné k provedeni Studie a
ii) zkontrolovat a vytvofit si kopie veskerych udaju,
zaznamid a  vysledki  prace  souvisejicich
s provadénim Studie, a jestlize to je potfebné,
potizovat si kopie takovych udajl, zaznaml a
vysledkt prace, za predpokladu, Ze takové kopie
neobsahuji nepovolené individualng
identifikovatelné informace o Subjektu hodnoceni.
Resitelské centrum je povinno vést uplné a spravné
zaznamy tykajici se Studie a zdznamy vzniklé ze
Studie je povinno archivovat v souladu s ICH GCP
po dobu, jakou stanovi pfislusné zadkony a pravni
piedpisy.
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(b) The Investigator will deliver CRFs to PRA
within five (5) days of Study visit or at another
timeframe in accordance with Sponsor reasonable
written instructions, as the case may be. The
Investigator shall be available at normal business
hours (Monday — Friday, from 7am to 3.30pm) to
meet with Study monitors and answer questions
regarding the conduct of the Study. If PRA must
use or access the Site’s computer systems, it will do
so in accordance with the Site’s instructions and
will only use acquired information for the purpose
of the Study and in accordance with applicable
laws. Provider and Investigator will comply with
Investigator obligations under ICH GCP 4.1.4. and
4.9.7. to ensure Study monitors are granted direct
access to Study Subject original medical records
for verification purposes. If used at the Site, Site
shall provide Study monitors access to its
electronic medical records system (“spot-check™)
however only in presence of authorized employees
of the Provider. Site shall ensure that only Study
Subject medical records shall be disclosed to Study
monitor and shall ensure that no access to non-
Study Subject records is possible. Where this is not
possible, Provider and Investigator shall ensure
certified paper copies are made available for
inspection. The Provider shall ensure sufficient
access is granted to the monitor to enable source
data verification of the Study Subjects.

(©) Site and Investigator shall comply with
any and all safety reporting procedures and
requirements, including any such reporting
procedures and requirements relating to any serious
or unexpected event, injury, toxicity or sensitivity
reaction associated with the Study or the Study
Drug, in each case as set forth in the Protocol or
any reasonable written instruction from PRA or
Sponsor.

(d) The Site will promptly notify Sponsor and
PRA if any regulatory authority (including the
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(b) ZkousSejici zasle zaznamy CRF spoleénosti
PRA do péti (5) pracovnich dni ode dne navstévy
pacienta nebo v jiné Thuté v souladu s ptiméfenymi
pisemnymi pokyny Zadavatele podle okolnosti.
Zkousejici bude v bézné pracovni dobé (po — pa od
7:00 do 15:30 hod.) k dispozici ke schiizkam s
monitory Studie a bude odpovidat na jejich otazky
tykajici se provadéni Studie. Pokud musi PRA
pouzit poéitatové systémy Resitelského centra
nebo do nich vstoupit, u¢ini tak v souladu s pokyny
Resitelského centra a ziskané informace pouZije
pouze pro ucely Studie a v souladu s pfislusnymi
pravnimi predpisy. Poskytovatel a Zkousejici
budou postupovat vsouladu s povinnostmi
vyplyvajicimi z ICH GCP 4.1.4. a 4.9.7. a zajisti
monitorovi Studie poskytnuti piimého pfistupu
k pivodnim  Iékafskym  zaznamim  Subjektt
hodnoceni za G¢elem ovéfeni. Pokud se pouziva v
misté Resitelského centra, Regitelské centrum
poskytne monitorovi Studie piistup do své
elektronické databaze 1ékaiskych zaznamu (,,spot-
check”), ale pouze v pifitomnosti opravnénych
zaméstnanci Poskytovatele). Regitelské centrum
zajisti, aby byly zpfistupnény pouze ty Iékaiské
zaznamy, které se tykaji Subjektl hodnoceni, a
zajisti, Ze monitor Studie nebude mit zadny pfistup
k dokumentaci, ktera se netykd  Subjektd
hodnoceni, je-li toto mozné. Pokud toto neni
mozné, Poskytovatel a Zkousejici zajisti ovéiené
tisténé kopie zaznamu a poskytne je k dispozici pro
kontrolu. Poskytovatel zajisti dostate¢ny piistup
pro studijniho monitora za ucelem kontroly
zdrojové  dokumentace  studijnich  Subjektt
hodnoceni.

(© Resitelské centrum a Zkousejici budou
dodrzovat veskeré postupy a pozadavky tykajici se
hlaseni bezpe¢nostnich pfihod, mimo jiné postupy
apozadavky tykajici se hlaseni zavaznych
nebo neocekavanych piihod, ujmy na zdravi,
toxicity nebo reakci citlivosti v souvislosti se Studii
nebo s Hodnocenym 1ékem, ato vzdy zplisobem
uvedenym v Protokolu  nebo v pfipadnych
ptfimétenych pokynech spolecnosti PRA nebo
Zadavatele.

(d) Resitelské centrum bude bezodkladng
informovat Zadavatele a PRA, jestlize bude né&jaky
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FDA) notifies the Provider or Investigator of a
pending inspection or without scheduling, begins
an inspection at the Site, relating to the Study/ upon
notification of an inspection, Site will permit
representatives of Sponsor and/or PRA to be onsite
prior to, and during inspection. In addition, Site
will promptly forward to Sponsor and PRA copies
of any written communication received as a result
of such inspection which are related to the Study.
The Site shall also provide to Sponsor and PRA
copies of any documents provided to any inspector
that relate to the Study.

4. CONFIDENTIALITY.

The Protocol, Study Drug(s), CRFs, and any and all
information, data, reports or documents, disclosed
to or generated by the Site or any Study Team
members regarding the work performed under this
Agreement (other than subject medical records) or
which otherwise relates to this Study and which
will be marked as “confidential” or which by its
context and nature a person should reasonably
know to be confidential or proprietary,
(“Confidential Information”) belong to Sponsor
and shall not be disclosed by the Site to any third
party or be used for any purpose other than the
performance of the Study without the prior written
consent of Sponsor, during a period of seven (7)
years after the termination of the performance of
the Agreement. The above obligations of
confidentiality shall not apply to the extent
Confidential Information:

@ is or becomes, through no fault of the Site,
part of the public knowledge;

(b) the Site can demonstrate was already
lawfully in the Site’s possession on the date of
disclosure to the Site by or on behalf of Sponsor or
PRA, and not subject to prior confidentiality
obligations;

(c) is acquired by the Site from any third
party without restrictions on disclosure; or

Masarykv onkologicky Ustav / XXXXXXXXXXXXX
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regulacni ufad (véetn¢ FDA) informovat
Poskytovatele nebo Zkousejiciho o chystané

kontrole nebo auditu nebo bez piedchoziho
upozornéni zahdji kontrolu nebo audit tykajici se
Studie. Po oznameni takové kontroly nebo auditu
umozni Regitelské centrum zastupctim Zadavatele
a/nebo spole¢nosti PRA pfitomnost na misté pied
samotnou kontrolou nebo auditem a b&éhem nich.
Zarovei Regitelské centrum bezodkladn& postoupi
Zadavateli a PRA kopie veSkerych pisemnych
materialt, které obdrzi v souvislosti s touto
kontrolou a které souviseji se Studii. Resitelské
centrum dale pfeda Zadavateli a PRA kopie
veskerych dokumentt, které poskytlo kontrolorim
a které se vztahuji ke Studii.

4, DUVERNOST INFORMACIH.

Protokol, Hodnocené Iéky, ptipadové formulaie
(Case Report Forms — dale jen ,,CRF*) a veskeré
informace, udaje, zpravy nebo dokumenty, které
obdrzi nebo vytvoii Resitelské centrum nebo
Clenové Tymu Studie vsouvislosti s praci
vykonavanou v souladu s touto Smlouvou (kromé
I¢karskych  zdznamid  subjekti) nebo jinak
souvisejicich se Studii a které budou oznaceny jako
,»davérné (dale jen ,,Divérné informace®), jsou
vlastnictvim Zadavatele a Regitelské centrum neni
opravnéno je sdélovat jakékoli tieti osob& ani
pouzivat k jakémukoli jinému ucelu nez pii plnéni
Studie bez pfedchoziho pisemného souhlasu
Zadavatele po dobu sedmi (7) let po ukonceni
Smlouvy. VySe uvedeny zévazek diveérnosti
informaci se nevztahuje na Divérné informace v
rozsahu, v jakém:

(@) jsou nebo budou zvefejnény bez zavinéni ze
strany Resitelského centra;

(b) muze Resitelské centrum prokazat, ze k datu
jejich sdéleni Regitelskému centru Zadavatelem
nebo spolecnosti PRA nebo z jejich povéteni jiz
byly legalné Resitelskému centru znamy, aniz by
podléhaly  pfedchozimu zavazku  davérnosti
informaci;

(c) je Resitelské centrum ziskalo od n&jaké tieti
osoby bez omezeni tykajicich se jejich sdélovani;
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(d) is developed by the Site independently,
without the wuse or benefit of Confidential
Information, and as evidenced by competent

written records.

Permitted Disclosures. The Provider’s obligations
of non-disclosure and non-use of Confidential
Information shall not apply to the extent the Site is
required by law to disclose Confidential
Information, provided the Site promptly notifies
Sponsor of such a requirement prior to disclosure to
allow Sponsor the reasonable opportunity to oppose
the requirement or seek an appropriate protective
order. This Section 4 does not limit the Site’s rights
or obligations under Section 6 Publication.

5. PRIVACY AND DATA PROTECTION.

In connection with the performance of the
Agreement, there is a processing of personal data
by the Parties. The Parties undertake to treat
personal data in accordance with Regulation (EU)
2016/679 of the European Parliament and of the
Council on the protection of individuals with
regard to the processing of personal data and on the
free movement of such data and repealing Directive
95/46 / EC (hereinafter "GDPR™) and in accordance
with Act No. 110/2019 Coll., on the processing of
personal data, as amended. The Parties shall ensure
that the study subject does not suffer harm to its
rights, in particular, the right to respect for human
dignity and to ensure that it is protected against
unauthorized interference with its private property
and personal life.

The parties agree that each will comply with their
respective obligations as required under applicable
privacy and data protection laws, using appropriate
technical and organizational measures for the
processing, integrity, confidentiality and security of
personal information and Study Data.

o The Provider shall be responsible for
conduction of source data (as defined by ICH
GCP).

Masarykv onkologicky Ustav / XXXXXXXXXXXXX
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(d) je Resitelské centrum vytvofilo nezavisle na
obdrzeni Divérnych informaci podle této Smlouvy,
coz lze prokazat pfislusSnymi pisemnymi zaznamy.

Povolené vyzrazeni. Povinnosti Poskytovatele
ohledné utajeni a nepouziti Duvérnych informaci
neplati v rozsahu, v jakém ma Resitelské centrum
zakonnou povinnost Duvérné informace vyzradit,
oviem s tim, Ze pfed vyzrazenim ReSitelské
centrum bezodkladné informuje Zadavatele, aby
mél Zadavatel pfilezitost se tomuto pozadavku
branit nebo pozadat o vydani pfislusného
ochranné¢ho opatieni. Tento ¢lanek 4 neomezuje
prava a povinnosti Resitelského centra dle ¢lanku 6
— Zveftejniovani.

5. OCHRANA SOUKROMIi A OSOBNIiCH
UDAJU.

V souvislosti s plnénim Smlouvy dochazi ke
zpracovani osobnich udaji smluvnimi stranami.
Smluvni strany se zavazuji nakladat s osobnimi
udaji v souladu s nafizenim EP a Rady (EU)
2016/679 o ochrané fyzickych osob v souvislosti se
zpracovanim osobnich udaji o a volném pohybu
téchto udaji a o zruSeni smérnice 95/46/ES (dale
jen ,,GDPR*) a v souladu se zdkonem ¢. 110/2019
Sb., o zpracovani osobnich udaji, ve znéni
pozdéjsich pfedpisti. Smluvni strany jsou pfitom
povinny dbat, aby subjekt studie neutrpél jmu na
svych pravech, zejména na pravu na zachovani
lidské dtstojnosti, a také dbat na ochranu pted
neopravnénym zasahovanim do jeho soukromého
a osobniho Zivota.

Smluvni strany se dohodly, ze budou plnit své
prislusné zavazky v souladu s pravnimi piedpisy na
ochranu soukromi a osobnich  1udaju,
prostfednictvim pouZzivani odpovidajicich
technickych a organiza¢nich opatifeni za ucelem
integrity zpracovani, duveérnosti a zabezpeceni
osobnich dajt a Udaji Studie.

. Poskytovatel je odpovédny =za vedeni
zdrojové dokumentaci (jak je definovano v ICH
GCP).

. Zadavatel je vlastnikem a je odpoveédny za
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o Sponsor owns and shall be responsible for
all Study Data (defined under Clause 7).
° Where the Study is in the European Union,

the Sponsor will be the data controller; the Provider
and Study Team will be data processor for Study
performance at Site and shall act in accordance
with instructions provided by Sponsor or PRA; and
PRA acts as data processor for clinical trial
management and monitoring duties.

PRA will provide a personal information form for
Study Team members advising them of the
collection, use, processing, holding and transfer of
their personal information to countries other than
their own, that may not have the same level of data
protection as their own country. Provider and
Investigator agree to provide reasonable assistance
to give this form to members of Study Team. The
parties agree that where a proposed Study Team
member objects to processing of their personal
data, he/she will not be engaged in the Study.

The Provider and Investigator shall make available
to Sponsor and/or PRA, all information required to
demonstrate and  verify compliance  with
obligations.

6. PUBLICATION.

Where the Study is conducted in the EEA, Sponsor
is required by law to publicly disclose the
performance of the Study and publish the summary
results of the Study within 6 or 12 months
(depending on the type of trial) of its completion at
all sites and will do so without further notice to
Provider and Investigator.  Provider and
Investigator hereby consent to allow Sponsor or
PRA to disclose or allow any competent authority
to disclose their name as well as the address of the
Provider and name of the Investigator where the
Protocol will be performed and its results,
following completion, in generally available trial
databases to the extent required by any applicable
laws and regulations.

The Study is part of a multi-site study, and
publication of the results of the Study conducted at
the Site shall not be made before the first multi-site
publication by Sponsor. Once the Sponsor’s multi-

Masarykv onkologicky Ustav / XXXXXXXXXXXXX
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viechny Udaje Studie (definované v &lanku 7).

. Pokud je Studie provadéna v Evropské
unii, Zadavatel bude spravcem udajt; Poskytovatel
a Tym Studie budou zpracovateli udaji pro
provedeni Studie v Resitelském centru a budou
jednat v souladu s instrukcemi poskytnutymi
Zadavatelem nebo PRA; a PRA jedna jako
zpracovatel udaji pro fidici a kontrolni povinnosti
souvisejici s klinickym hodnocenim.

PRA poskytne ¢lenim Tymu Studie formulaf o
osobnich 1udajich za ucelem informovani o
shromazd’ovani, pouzivani, zpracovavani, drzeni a
predani jejich osobnich udaji mimo jejich vlastni
zemi, i kdyz tam neplati stejné predpisy pro
ochranu osobnich udaju, jako v jejich vlastni zemi.
Poskytovatel a Zkousejici souhlasi stim, Ze
poskytnou pfimeéfenou pomoc pii poskytovani
tohoto formuléafe Clenim Tymu Studie. Smluvni
strany se dohodly, ze pokud navrhovany ¢len Tymu
Studie odmitne zpracovani jeho/jejich osobnich
udaji, nebude do Studie zapojen.

Poskytovatel a ZkouSejici poskytnou Zadavateli
a/nebo PRA veskeré informace pozadované pro
prokazani a ovéfeni souladu s jejich povinnostmi.

6. ZVEREJNOVANI.

Pokud bude Studie provadéna v Clenské zemi
Evropského hospodarského spolecenstvi (EHS),
Zadavatel je ze zakona povinen zvefejnit prubéh
Studie a zvefejnit souhrnnou zpravu o ukonceni
Studie do 6 nebo 12 mésict (v zavislosti na typu
Studie) po jejim ukonéeni na viech Resitelskych
centrech a ucini tak bez dalSitho upozornéni
Poskytovatele a ZkouSejiciho. Poskytovatel a
Zkousejici timto souhlasi, aby Zadavatel nebo PRA
zvetejnili nebo povolili jakémukoli ptislusnému
ufadu zvetejnéni jejich jména, stejné jako adresy
Poskytovatele a jména ZkouSejiciho, kde bude
Studie provedena, a jeji nasledn¢ zkompletované
vysledky v bézné dostupnych databazich studii v
rozsahu pozadovaném podle platnych zakont a
predpist.

Studie je soucasti multicentrického klinického
hodnoceni a zvetejnéni vysledkt Studie provadéné
v Resitelském centru nejsou dovoleny pied prvni
multicentrickou publikaci provedenou
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site publication has taken place, the Site shall have
the right to publish its results from the Study,
subject to the notice requirements that follow. If
there is no multi-site publication within eighteen
(18) months after the Study has been completed or
terminated at all Study sites, and all data has been
received, the Site shall have the right to publish its
results from the Study, subject to the following
notice requirements. Prior to submitting or
presenting a manuscript or other materials relating
to the Study to a publisher, reviewer, or other
outside person, the Site shall provide to Sponsor a
copy of all such manuscripts and materials, and
Sponsor shall have sixty (60) days from receipt of
such manuscripts and materials to review and
comment. At Sponsor’s request the Site shall
remove any Confidential Information (other than
Study results) prior to submitting or presenting the
materials. The Site shall, upon Sponsor’s request,
further delay publication or presentation for a
period of up to one hundred twenty (120) days to
allow Sponsor to protect its interests in any
Sponsor Inventions (as defined below) described in
any such materials.

Sponsor akcnowledges that the Provider, as a state
contributory ~ organization, is a statutory
organization within the meaning of the Act.
340/2015 Coll., on the Register of Contracts, as
amended, and has an obligation to publish a
redacted version of this Agreement. The Parties
agree to the publication of a redacted version of
this contract in the Register of Contracts. The
Provider will publish a revised version, which will
be approved by the Parties and provided by PRA
and will redact Confidential Information, personal
data, and other sensitive information to the extent
not prohibited by Applicable Law. PRA will be
informed about the publication through the email
address:_XXXXXXXXXXXX.

7. OWNERSHIP.
All  documents, protocols, data, know-how,

methods, operations, formulas, Confidential
Information and Materials (as defined below)

Masarykv onkologicky Ustav / XXXXXXXXXXXXX
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Zadavatelem. Jakmile doslo k multicentrické
publikaci, Resitelské centrum ma pravo publikovat
své vysledky ze Studie, s vyhradou pozadavki
oznameni, kterd budou néasledovat. Nebude-li
multicentricka publikace vydana do osmnacti (18)
meésiclt po dokonceni nebo predéasném ukonceni
Studie ve viech Regitelskych centrech, obdrzeni
viech dat a uzavieni databaze Studie, ma Resitelské
centrum pravo po predchozim pisemném souhlasu
Zadavatele a pod podminkou niZze uvedenych
ohlaSovacich povinnosti své vysledky Studie
zvefejnit. Pred predlozenim nebo prezentaci
rukopisu ¢i jinych materiald tykajicich se Studie
vydavateli, lektorovi nebo jiné osobé zvenci je
Regitelské centrum povinno piedlozit Zadavateli
jednu kopii vSech rukopist a materiald k posouzeni
a pripominkovani a Zadavatel ma na ptrezkum a
pripominkovani Sedesatidenni (60) lhitu od jejich
obdrzeni. Na zadost Zadavatele je Resitelské
centrum povinno pied predlozenim nebo prezentaci
materialu  zn& odstranit vSechny Duvérné
informace (kromé vysledkt Studie). Na zadost
Zadavatele je Resitelské centrum povinno publikaci
nebo prezentaci pozdrzet o dalSich az sto dvacet
(120) dnt, aby mohl Zadavatel zajistit ochranu
svych prav k Vynalezim Zadavatele (jak jsou
definovany nize) popsanym v téchto materialech.

Zadavatel bere na védomi, ze Poskytovatel je statni
prispévkova organizace a na zékladé zakona C.

340/2015 Sb., o Registru smluv, ve znéni
pozdéjSich piredpisi, ma povinnost uvetejnit

redigovanou verzi této Smlouvy. Smluvni strany
souhlasi s uvefejnéni redigované verze této
Smlouvy v Registru smluv. Poskytovatel zvetejni
revidovanou verzi, ktera bude schvalena
Smluvnimi stranami a poskytnuta stranou PRA, a
bude redigovat duveérné informace, osobni udaje a
dalsi citlivé informace v rozsahu, ktery je v souladu
s platnymi zakony. PRA bude o zvefejnéni
informovana prostfednictvim e-mailové adresy:
XXXXXKXXXXXX.

7. VLASTNICTVI.

Veskeré dokumenty, protokoly, udaje, know-how,
metody, postupy, vzorce, Duvérné informace a
Materialy (jak je definovano nize), které Zkousejici

Revised July 2018
EXEL#290312-v7

Page 10 of 28



mailto:%20zemankovalenka@prahs.com
mailto:%20zemankovalenka@prahs.com
mailto:zemankovalenka@prahs.com

Confidential

Czech Republic/ Provider & Investigator Clinical Trial Agreement

provided to the Investigator or Provider pursuant to
this Agreement are and shall remain Sponsor’s
property. The completed CRFs, the final report (if
applicable) and all information and data resulting
from the Study including Study results (“Study
Data”), shall also be owned by Sponsor. The
Investigator assigns (and shall require all Study
Team members to assign) to Sponsor all rights, title
and interest, if any, in and to such Study Data.
Sponsor shall not own subject medical records.

8. INVENTIONS.

The existing inventions and technologies of
Sponsor or the Investigator are their separate
property and are not affected by this Agreement.
The entire right, title and interest in and to any
inventions, discoveries, know-how, copyrights or
other intellectual property rights that are conceived,
developed, or reduced to practice, (including all
improvements or modifications), which (i) rely on,
use, or incorporate the Study Drug; (ii) incorporate
or are anticipated by the Protocol; or (iii) rely, use,
or incorporate any Confidential Information, shall
be the exclusive property of Sponsor (collectively
referred to as “Sponsor Inventions”). The
Investigator shall promptly disclose in writing to
Sponsor each such Sponsor Invention and hereby
assigns (and shall ensure that all Study Team
members hereby assign) to Sponsor all rights, title
and interest, if any, in and to each such Sponsor
Invention.  Investigator agrees to provide, at
Sponsor’s expense, reasonable assistance to
Sponsor to enable Sponsor to perfect and enforce
its rights in such Sponsor Inventions. The
Investigator shall have exclusive ownership of any
inventions or discoveries conceived or reduced to
practice solely by the Investigator that are not
Sponsor Inventions.

9. MATERIAL TRANSFER; RETURN OF
MATERIALS; EQUIPMENT.

@) During the Study, Sponsor or Sponsor’s
designee shall provide to the Site, at Sponsor’s
expense, the Study Drug (medicines with the active
substance of cabozatinib), placebo and other
compounds, or agents for the performance of the

Masarykv onkologicky Ustav / XXXXXXXXXXXXX
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nebo Poskytovatel obdrzi na zakladé této Smlouvy,
jsou anadale zdstanou vlastnictvim Zadavatele.
Vlastnictvim Zadavatele jsou i vyplnéné CRF,
zavéreéna zprava (pokud to pfipada v uvahu) a
dalsi ptipadné vysledky Studie (dale jen ,,Udaje
Studie®). Zkousejici postoupi Zadavateli (a zajisti,
aby tak ucinili vSichni c¢lenové Tymu Studie)
veskera ptipadna prava, naroky a podily tykajici se
Udajo Studie. Vlastnictvim Zadavatele nejsou
1ékatské zpravy subjektt.

8. VYNALEZY.

Stavajici vynalezy a technologie Zadavatele nebo
Zkousejiciho zakladaji jejich samostatné vlastnictvi
a Smlouva na né nema zadny vliv. Kompletni
prava, naroky a podily ohledné¢ veskerych
vynalezti, autorskych prav nebo jinych prav
duSevniho vlastnictvi, know-how, které vzniknou,
budou vyvinuty nebo pouzity v praxi, véetné
veskerych zlepSeni nebo uprav, které i) pouzivaji,
vyuzivaji nebo zahrnuji Hodnoceny l€k; ii) jsou
zahrnuty nebo pfedvidany v Protokolu; nebo iii)
pouzivaji, vyuzivaji nebo zahrnuji Duvérné
informace, zakladaji vylu¢né vlastnictvi Zadavatele

(spolecné dale jen ,Vynalezy Zadavatele™).
Zkousejici je povinen bezodkladn€é pisemnée
informovat Zadavatele o kazdém takovém

Vynalezu Zadavatele a prevede (a bude pozadovat
na vSech Clenech Tymu Studie, aby pfevedli) na
Zadavatele veskerd prava, naroky a podily tykajici
se kazdého jednotlivého Vynalezu Zadavatele.
Zkousejici se zavazuje poskytnout Zadavateli na
jeho néaklady pfiméfenou pomoc, aby mohl
Zadavatel smluvné zajistit a vykonavat sva prava
na takové Vynalezy Zadavatele. Zkousejici ma
vyluény vlastnicky titul ke vS§em vyndlezim nebo
objeviim, které vzniknou nebo budou pouzity v
praxi vyhradné¢ zasluhou Zkousejiciho, které
nenalezi Zadavateli.

9. PREVODY A VRACENI MATERIALU:
VYBAVENI.

(@ V prubéhu Studie, Zadavatel nebo zmocnénec
Zadavatele poskytnou Resitelskému centru, na
naklady Zadavatele, Hodnoceny 1¢k (lécivé
ptipravky s ucinnou latkou cabozantinib), placebo
nebo jiné smési ¢i chemické latky k provedeni
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Study (collectively, the “Materials™). A good faith
attempt will be made to deliver Materials to the
address entered into the Study’s IRT during normal
business hours of the Institution, on normal
business days (Monday — Friday), and to the extent
that the address entered into the Study’s IRT and
local signage facilitates the delivery. Restrictions
within normal business hours and/or inadequate
signage may make the attempt logistically
unfeasible. The Materials will be clearly identified
and addressed as stated in the Study’s IRT at the
point of dispatch. The Materials will be used only
by the Site for performance of the Study in
accordance with the Protocol and this Agreement.
The Site shall handle, store, and ship or dispose of
Materials in accordance with the provision
mentioned above and Protocol and any reasonable
written instructions provided by Sponsor (or
Sponsor’s designee), and in compliance with all
applicable, local and national laws, rules and
regulations including, but not limited to, those
governing hazardous substances.

(b) Unless otherwise agreed by the parties, in
the event that the Protocol for a Study requires the
collection of blood, tissue or other biological
materials from subjects (“Biological Materials”)
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Studie (spole¢né dale jen ,,Materidly”). Dodani
materiald bude provadéno v dobré vife na adresu
zadanou do IRT systému Studie, v bé&znych
pracovnich hodinach Poskytovatele, v bé&znych
pracovnich dnech (pondé€li — patek), s okdazem na
fakt, Ze adresa a oznaéeni zadané do IRT systému
Studie usnadni doruceni. Omezeni b&hem bézné
pracovni doby a/nebo nedostate¢né urCeni adresy a
oznateni mize tento pokus ucinit logisticky
nemoznym. Materialy budou jasné¢ identifikovany a
adresovany tak, jak je uvedeno v IRT systému
Studie v okamziku jejich odeslani.

Resitelské centrum bude Materidly vyuzivat
vyhradn€¢ ptfi provadéni Studie v souladu s
Protokolem a touto Smlouvou. Resitelské centrum
bude s Materidlem nakladat, skladovat jej a zasilat
nebo likvidovat v souladu svyse uvedenym a
Protokolem a pfiméfenymi pisemnymi pokyny
predanymi Zadavatelem (nebo jeho zmocnéncem) a
v souladu se vSemi plathymi mistnimi a
vnitrostatnimi zékony, pravidly a ptedpisy, véetné
mimo jiné predpisi upravujicich zachazeni s
nebezpe¢nymi latkami.

(b) Jestlize neni smluvnimi stranami dohodnuto
jinak, odbér krve, tkané nebo jiného biologického
materialu od subjektd (dale jen ,Biologicky
material®) bude probihat v souladu s Protokolem a

the Site agrees that the use of such Biological
Materials shall be limited to those tests, analyses or
procedures identified in the Protocol or permitted
under the informed consent as approved by the
IRB/EC.

(c) Upon completion or termination of the
Study, all Materials furnished to the Site by
Sponsor or Sponsor’s designee shall be promptly
returned or destroyed as directed by Sponsor or
PRA. Shipping costs relating thereto will be paid
by Sponsor.

(d) If Sponsor provides equipment to the Site,
such equipment shall be used only by the Site for
the performance of the Study and in accordance
with any written instructions of use and/or training
provided by the equipment manufacturer or
Sponsor. Such equipment is property of the
Sponsor or Sponsor’s designee and shall be
returned, at Sponsor’s expense, to Sponsor (or

Regitelské centrum se zavazuje, Ze odbéry
Biologického materialu budou limitovany na testy,
analyzy nebo procedury v souladu s Protokolem
nebo povolené ve formuldfi informovaného
souhlasu schvaleného etickou komisi.

(c) Po ukonceni nebo zruSeni Studie musi byt
viechny Materialy, které obdrzelo Resitelské
centrum od Zadavatele nebo jeho zmocnénce,
vraceny v souladu s instrukcemi Zadavatele nebo
PRA. Prislusné piepravni naklady uhradi
Zadavatel.

(d) Poskytuje-li Zadavatel Resitelskému centru
vybaveni, bude Regitelské centrum toto vybaveni
pouzivat vyhradné k provadéni Studie a v souladu s
veSkerymi pisemnymi navody k pouziti a/nebo
Skolenimi poskytnutymi vyrobcem vybaveni nebo
Zadavatelem. Takové vybaveni je vlastnictvim
Zadavatele nebo jeho zmocnénce a na pisemnou
zadost Zadavatele nebo po dokonceni Studie musi
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Sponsor’s  designee), upon Sponsor’s written
request or upon completion of the Study. The
equipment to be provided is listed at Exhibit C. Site
will use reasonable care to maintain such
equipment while in its possession, provided that
Sponsor shall be responsible for maintenance and
repair costs due to normal wear and tear. In the
event that equipment is damaged for reasons not
due to correct usage or normal wear and tear,
Provider shall be liable for the cost of repair or
replacement of the affected equipment.

(e) If Sponsor’s designee provides a low-
value or disposable equipment, or any other
equipment, , such equipment (a) shall be used only
by the Site for the performance of the Study in
accordance with the Protocol and all instructions
provided by the equipment vendor and/or
manufacturer; and (b) upon completion of the
Study, shall be (i) disposed of or destroyed by the
Site in accordance with all Applicable Laws,
including without limitation all international and
local environmental laws applicable to such
disposal or destruction, or (ii) with respect to leased
equipment, returned to the vendor in accordance
with the vendor’s instructions.

10. TERM; TERMINATION.

@ This Agreement shall commence on the
date of the execution, subject to the approval of the
Study by the State Institute for Drug Control, the
Multicentric Ethics Committee and the Local
Ethics Committee, and shall continue in force until
the Study has been completed at the Provider with
an approximate timeframe of xxxxxxx. Copies will
be filed at the Provider by the Investigator with the
Study conduct documentation.

(b) This Agreement may be terminated by Sponsor
at any time and for any reason upon thirty (30) days
written notice. The Provider is entitled to terminate
this Agreement upon thirty (30) days written
termination in the event of a breach of Agreement
by the Sponsor, provided that the Sponsor does not
remedy the situation within an additional period of
at least 14 days. In such a case, this Agreement

Masarykv onkologicky Ustav / XXXXXXXXXXXXX
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byt na naklady Zadavatele vraceno Zadavateli
(nebo jeho zmocnénci). Souhrn poskytovaného
vybaveni je uveden v piiloze C. Resitelské centrum
vynalozi pfiméfenou péci, aby zajistilo udrzbu
vybaveni v dobé, kdy je ma v drZeni, za
ptedpokladu, Ze naklady na udrzbu a opravy
spojené s béznym opotiebenim nese Zadavatel.
V piipadé poskozeni vybaveni vzniklého nikoliv z
divodu spravného nakladani nebo bézného
opotiebeni, bude Poskytovatel zodpovédny za
naklady souvisejici s opravou nebo nahradou
postizeného vybaveni.

(e) Pokud Zastupce Zadavatele poskytne nizko-
nakladové vybaveni nebo jednorazové <¢i jiné
vybaveni takové zatizeni (a) bude pouzivano pouze
Zdravotnickym  zafizenim k provadéni  Studie
vsouladu sProtokolem a vSemi pokyny od
prodejce vybaveni ¢i od vyrobce; a (b) po ukonceni
Studie bude (i) zlikvidovano Zdravotnickym
zatizenim v souladu se vSemi pfislusnymi zakony,
véetn¢ zadkond mezinarodnich a narodnich o
Zivotnim prostiedi, které se na takovou likvidaci
vztahuji, nebo (ii) vraceno dodavateli v souladu
sjeho pokyny, pokud se jedna o pronajaté
vybaveni.

10. PLATNOST SMLOUVY: UKONCENI
SMLOUVY.

(8) Tato Smlouva vstoupi v platnost ke dni jejiho
podpisu, pokud Studii schvali Statni Gstav pro
kontrolu 1é¢iv, Multicentrickd etickd komise a
mistni etickd komise, a plati aZz do dokonceni
Studie u Zadavatele v ramci pfiblizného ¢asového
ramce vtrvani do XxxxxxxX. Kopie ziskanych
schvalovacich dokumentd ulozi ZkouSejici u
Poskytovatele spoleéné s dokumentaci k provadéni
Studie.

(b) Zadavatel je opravnén vypovédét tuto
Smlouvu kdykoli a z jakéhokoli ditvodu na zakladé
pisemné vypovédi s tficeti (30) denni vypovédni
lhitou.

Poskytovatel je opravnén tuto Smlouvu ukoncit na
zéklad¢ pisemné vypovédi s tficeti (30) denni
vypovédni lhlitou v ptipadé poruseni smlouvy ze
strany Zadavatele, za predpokladu, ze Zadavatel
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shall terminate on the last day of the month
immediately following the month in which the
notice was delivered to the Sponsor. Either party
may terminate this Agreement immediately for
health or safety reasons.

(b) Upon the effective date of termination of
this Agreement, an accounting shall be conducted
by the Site, subject to verification by Sponsor.

Following  Sponsor’s receipt of adequate
documentation, Sponsor will pay for:
i) all services properly rendered, and

monies properly expended by the Site, through the
effective date of termination which have not yet
been paid by Sponsor; and

i) non-cancelable obligations properly
incurred for the Study by the Site prior to receipt of
notice of termination.

(c) If the Site has been paid any amounts
which have not been earned hereunder as of the
date of termination, the Provider shall return to
Sponsor all such unearned funds within 30 days.

(d) Immediately upon receipt of a notice of
termination, the Investigator shall stop screening
and enrolling subjects into the Study and shall, as
directed by Sponsor, cease conducting Study
procedures on subjects already enrolled in the
Study, to the extent medically permissible, and to
cease, to the extent reasonably feasible, from
incurring any additional Study expenses.

11. INSURANCE.

The parties hereto acknowledge that Sponsor has
obtained the insurance required by Article 52 para.
3(f) of Act No. 378/2007 Coll.; on Medicinal
Products (as amended).

The Provider warrants that in conformance with
Article 45 (2) (n) of the Act No. 372/2011 on
Health Services, the Provider maintains insurance
for its liability for damage caused by the provision
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nezjednd napravu ani v dodatecné lhaté v délce
alesponn 14 dnd. V takovém piipadé tato smlouva
skon¢i poslednim dnem mésice bezprostiedné
nasledujiciho po mésici, ve kterém byla dorucena
vypovéd Zadavateli. Kterakoli smluvni strana je
opravnéna tuto Smlouvu ukoncit na zéklad¢
vypoveédi S okamzitou platnosti na zdklade
pfimétenych divodd ochrany zdravi nebo
bezpecnosti subjektl Studie.

(© K Datu uéinnosti zruseni této Smlouvy
provede Regitelské centrum vyaétovani, které ovéti
Zadavatel. Jakmile Zadavatel obdrzi pfislusnou
dokumentaci, zaplati Poskytovateli:

i) za veSkeré poskytnuté sluzby a
&astky, které Regitelské centrum ¥adné vynalozi do
data zaniku Smlouvy, které Zadavatel doposud
neuhradil; a

i) nezruSitelné zavazky, které
Resitelskému centru fadné vznikly v souvislosti
s provadénim Studie pfed tim, nez mu byla
dorucena vypoved:.

(d) Jestlize Resitelské centrum obdrZelo né&jaké
zalohy, které nebyly do data zaniku fadné vyuzity,
Poskytovatel veskeré tyto nevyuzité zalohy vrati
Zadavateli do 30 dnu.

(e) Okamzit¢ po obdrzeni vypovédi ZkouSejici
zastavi screening a nabor subjektti do Studie a, jak
je nafizeno Zadavatelem, piestane s provadénim
studijnich procedur na subjektech jiz zatazenych do
Studie v lékafsky pfipustném rozsahu a pfestane v
piiméfené proveditelném rozsahu vytvaret jakékoli
dalsi naklady na Studii.

11.  POJISTENI.

Smluvni strany berou na védomi, ze si Zadavatel
sjednal pojisténi v souladu s ¢l. 52 odst. 3 pism. f)
zakona €. 378/2007 Sb. o léCivech (v platném
znéni).

V souladu s¢l. 45 odst. 2 pism. n) zakona ¢.
372/2011 Sb. o zdravotnich sluzbach je
Poskytovatel povinno udrzovat dostate¢né pojisténi
své odpovédnosti za Skodu zplsobenou v
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of health services. Provider shall, at Sponsor’s
request, prove that the above insurance has been
conducted. The Provider represents and warrants
that it possesses sufficient financial resources to
meet its obligations under this Agreement and
under applicable local law.

12. LIABILITY.

The Provider is and shall remain liable for any
harm, claims, actions or expenses (including legal
expenses) resulting from the negligence, omission
(where there was the duty to act) or fault on the
part of the Provider, Investigator or any Study
Team members.

Sponsor undertakes that if the Provider or
Investigator are obliged to indemnify the Study
subject or other authorized persons on the basis of a
final court decision for the following:

- damage caused by the conduct of the Study,

- non-material damage caused by the conduct of the
Study,

Sponsor will reimburse the Provider or the
Investigator for the amounts that they will be
obliged to reimburse from the above titles to the
Study subject or other authorized persons.

However, the Sponsor is not obliged to pay the
Provider or the Investigator these amounts if the
damage occurred as a result of: (i)a breach of this
Agreement or legal regulations by the Provider or
Investigator; or (ii) the Provider or Investigator’s
negligence or willful misconduct.

13. CERTIFICATIONS.

a) The Provider and the Investigator hereby
individually certify that they have not been
debarred or disqualified from participating in
clinical research under any laws or regulations. If
during the term of this Agreement, the Provider or
the Investigator (i) becomes debarred or
disqualified or (ii) receives notice or threat of an
action with respect to its debarment or
disqualification, the Provider and/or the
Investigator, as the case may be, shall notify PRA
immediately.
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souvislosti s poskytovanim zdravotnich sluzeb.
Poskytovatel je na Zzadost Zadavatele povinen
prokazat, ze vySe uvedené pojisténi bylo uzavieno.
Poskytovatel prohlasuje a zarucuje, 7e ma
dostatecné financni zdroje k pInéni svych zavazka
podle této Smlouvy a podle platnych pravnich
predpist.

12.  ODPOVEDNOST.

Poskytovatel je a bude zodpovédny za veSkeré
Skody (v€etné¢ soudnich vydajii), zplsobené
v disledku  zanedbani, opomenuti (kde byla
povinnost konat) nebo pochybeni na strané
Poskytovatele, Zkousejiciho nebo kteréhokoliv
¢lena Tymu Studie.

Zadavatel se zavazuje, ze Vv piipadé, ze
Poskytovatel ¢i ZkouSejici budou na zakladé
pravomocného  rozhodnuti povinni  nahradit
subjektu studie, popft. dal§im opravnénym osobam:

- §kodu, ktera vznikla v disledku provadéni Studie,
- nemajetkovou Ujmu zplsobenou v dusledku
provadéni Studie,

nahradi Poskytovateli ¢i ZkouSejicimu ¢astky, které
tito budou povinni z vySe uvedenych tituld uhradit
subjektu studie ¢i opravnénym osobam.

Zadavatel vsak neni povinen Poskytovateli ¢i
Zkousejicimu tyto castky uhradit v pripadé€, kdy
Skoda vznikla pouze v dusledku (i) poruseni této
Smlouvy ¢i  pravnich predpisi ze strany
Poskytovatele ¢i Zkousejiciho nebo (ii) nedbalosti
¢i timyslného pochybeni ze strany Poskytovatele
nebo Zkousejiciho.

13. POTVRZENI.

a) Poskytovatel a  ZkouSejici  timto
individuadln€ potvrzuji, Ze nebyli Zddnym pravnim
ani jinym predpisem zbaveni prava ani prohlaSeni
nezpusobilym provadét klinicka hodnoceni. Jestlize
po dobu platnosti této Smlouvy bude Poskytovateli
nebo Zkousejicimu 1) zastavena ¢innost nebo bude
diskvalifikovan, nebo ii) obdrzi oznameni o zalobé
nebo hrozbé zbaveni prava nebo prohlaseni za
nezpusobilé, Poskytovatel a/nebo Zkousejici o tom
bude bezodkladné informovat PRA.
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b) The Provider and the Investigator hereby
individually certify that they have not and will not
use in any capacity the services of any individual or
entity which has been debarred or disqualified from
participating in clinical research under any laws or
regulations. In the event that the Provider or the
Investigator becomes aware of the debarment,
threatened  debarment,  disqualification  or
threatened disqualification of any such individual
or entity, the Provider and/or the Investigator, as
the case may be, shall notify Sponsor immediately.

c) The Provider and Investigator individually
warrant and promise that, in connection with this
Agreement, it/he/she has not and will not take any
action that would result in a violation of any local
or international applicable anti-bribery or anti-
corruption laws, rules or regulations (collectively
the “Anti-Corruption Laws™), and that it/he/she will
conduct their respective activities in compliance
with the Anti-Corruption Laws. The Provider and
Investigator further individually warrant and
promise that: (i) (i) it/he/she has not and will not
(directly or indirectly) make any improper payment
or offer (or authorizing another to pay or offer)
money or anything of value to a government
official or any other person connected with the
provision of services under this Agreement, in
order to improperly influence any act or decision of
such official or person, to induce such official or
person to do or omit to do any act in violation of
his or her relevant duty, to obtain any improper
advantage, to procure improper performance of a
function or activity associated with this Agreement
or in the case of a government official, to induce
such official to use his or her influence improperly
to affect or influence any act or decision of a
government and (ii) it/he/she has not and will not
(directly or indirectly) request, accept or receive
money or anything of value to procure improper
performance of a function or activity associated
with this Agreement. Provider warrants and
promises that Provider has and will have necessary
procedures in place to prevent bribery and corrupt
conduct by all Study Team members, including
Investigator, and that Provider will keep accurate
books, records, and accounts related to the Study.
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b) Poskytovatel a Zkousejici timto potvrzuji,
ze nevyuzivali ani nebudou vyuzivat v zaddném
ohledu jakékoli sluzby jednotliveil nebo sdruzeni, o
kterych se dozvi, Ze jsou zbaveni prava nebo
prohldSeni za nezpusobilé provadét klinicka
hodnoceni na zikladé jakychkoli zdkont ¢i
predpisi. Jestlize se Poskytovatel nebo Zkousejici
dozvi o skutecném nebo hrozicim zbaveni prava
nebo o skutecném ¢i hrozicim prohlaSeni
nezpusobilosti  nckterych  jednotlived  nebo
sdruzeni, bezodkladné o tom bude informovat
Zadavatele.

C) Poskytovatel a ZkousSejici kazdy za sebe
prohlasuji a slibuji, Ze v souvislosti s touto
Smlouvou necini a nebude ¢init nic, co by vedlo
K poruseni mistnich nebo mezinarodnich platnych
zakont, pravidel nebo piedpist proti uplaceni nebo
korupci (spole¢né dale ,,Protikorupéni zakony*), a
7ze bude svoji Cinnost vykonavat v souladu
s takovymi Protikorupénimi zakony. Poskytovatel
a Zkousejici se dale kazdy =za sebe zarucuji
a prohlasuji, ze: (i) neposkytli ani neposkytnou,
nenabidli ani nenabidnou (pfimo ani nepfimo)
zadnou nedovolenou platbu (ani nedovoli jinym
osobam, aby ji poskytly nebo nabidly), penize ani
jiné hodnotné plnéni statnimu Gfednikovi nebo jiné
osobé spojené s poskytovanim sluzeb podle této
Smlouvy s cilem nedovolené ovlivnit tikon nebo
rozhodnuti takové ufedni nebo jiné osoby, pfimét
ufedni nebo jinou 0sobu, aby v rozporu se svymi
povinnostmi provedla urCity ukon nebo se jej
zdrzela, ziskat neoprdvnénou vyhodu, vyvolat
neopravnény vykon funkce nebo ¢innost souvisejici
S touto Smlouvou anebo podnitit statniho urednika
k nedovolenému pouziti jeho vlivu ke zméné nebo
ovlivnéni konu nebo rozhodnuti statniho organu a
i) nemaji a nebudou (pfimo ¢i nepiimo) pozadovat,
pfijimat nebo dostdvat penize nebo cokoli
hodnotného k wvyvolani neopravnéného vykonu
funkce nebo cCinnosti spojené s touto Smlouvou.
Poskytovatel se zarucuje a prohlasuje, Ze uplatiiuje
a bude uplatiovat nezbytné postupy, které vsem
¢lenim Tymu studie vcetn¢ ZkousSejiciho brani
Vv uplaceni akorupénim jednani, aze o Studii
povede piesnou evidenci, zaznamy a UcCetnictvi.
Bez omezeni pravnich prostfedkii podle platnych
pravnich predpisi muize spoleénost PRA nebo
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Without limiting any other remedies at law or at
equity, PRA or Sponsor, at Sponsor’s discretion,
terminate this Agreement for any violation of the
Anti-Corruption Laws or breach of this Section
13(c).

14, ASSIGNABILITY.

Site may not assign any of its rights or delegate any
performance under this Agreement, voluntarily or
involuntarily, whether by merger, consolidation,
dissolution, operation of law, or any other manner
except with the prior written consent of Sponsor,
and any purported assignment or delegation
without Sponsor’s written consent is void. PRA
shall have the power to assign this Agreement to
Sponsor without Provider’s or Investigator’s
consent.

15. NOTICES.

With the exception of Study funds paid by Sponsor
pursuant to Section 2 hereof, all notices required or
permitted to be given under this Agreement shall be
in writing and shall be (a) delivered personally, (b)
sent by certified mail, or (c) sent by a courier, to
the recipients below. The parties agree that changes
to the addresses below for receipt of notices under
this Section may be effected by a letter signed by
the relevant party and does not require an
amendment to this Agreement signed by all parties:

If to the Sponsor:

Exelixis, Inc.

1851 Harbor Bay Parkway
Alameda, CA 94502
United States

If to PRA:

Pharmaceutical Research Associates CZ, s.r.o.
C/O Pharm Research Associates (UK) Ltd
500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

United Kingdom

Attention: Director of Global Contracts
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Zadavatel podle vlastniho uvéazeni tuto Smlouvu
vypovédét v pripadé  jakéhokoli  poruseni
Protikorup¢nich zdkonti nebo poruSeni tohoto
¢lanku 13 bod (c).

14,  POSTUPITELNOST.

Resitelské centrum neni opravnéno postoupit své
prava ani delegovat néjaké vykony dobrovolné ¢i
nedobrovolng, at’ jiz na zaklad¢ fize, slouceni,
zruSeni, pusobenim prava nebo jakymkoli jinym
zpisobem vyjma s predchozim pisemnym
souhlasem Zadavatele, a jakékoli domné¢lé
postoupeni nebo delegovani bez pisemného
souhlasu Zadavatele je neplatné. Spole¢nost PRA
ma pravo postoupit tuto Smlouvu Zadavateli i bez
souhlasu Poskytovatele nebo Zkousejiciho.

15. OZNAMOVANI.

S vyjimkou prostfedkti na provadéni Studie, které
uhradi Zadavatel v souladu s clankem 2 této
Smlouvy, musi byt veSkerd ozndmeni, ktera maji
nebo mohou byt podavana podle této Smlouvy, v
pisemné formé¢ a musi byt a) doruceny osobné, b)
zaslany postou jako doporucena zésilka nebo c)
zaslany kuryrni sluzbou, a to pfijemctim uvedenym
nize. Smluvni strany se dohodly, Ze zmény adres
uvedenych nize pro pifijem oznameni dle tohoto
¢lanku mohou byt sdéleny dopisem podepsanym
pfislusnou smluvni stranou a nevyzaduji dodatek k
této Smlouvé podepsany vSemi smluvnimi
stranami:

Pokud jsou uréeny Zadavateli:
Exelixis, Inc.

1851 Harbor Bay Parkway
Alameda, CA 94502

Spojené staty americké

Pokud jsou uréeny pro PRA:

Pharmaceutical Research Associates CZ, s.r.0.

C/O Pharm Research Associates (UK) Ltd

500 South Oak Way, Green Park

Reading, Berkshire, RG2 6AD

United Kingdom

K rukam: Director of Global Contracts (Globalni
feditel pro smluvni odd€leni)
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If to the Provider:

Masarykiiv onkologicky ustav
Zluty kopec 7

656 91 Brno

Czech Republic

Attention: XXXXXXXXXXX

If to the Investigator:
Masarykiiv onkologicky ustav
Zluty kopec 7

656 91 Brno

Czech Republic

Attention: XXXXXXXXXXX

16. USE OF NAMES.

The Provider and Investigator shall not use the
name, symbols and/or trademarks of PRA or the
Sponsor in any form of publicity in connection with
the Study unless explicitly approved by PRA or the
Sponsor in advance. Provider and Investigator
agree that, in accordance with applicable law,
Sponsor may make public the amount of funding
provided hereunder for the conduct of the Study
and may identify Provider and Investigator as part
of this disclosure.

17.  INFORMATION TECHNOLOGY
SECURITY AND SYSTEMS

() The Provider and Investigator shall maintain IT
and organisational security measures sufficient
to protect the personal information, when in
their possession and whilst being transferred to
PRA, Sponsor or other third parties. The
Provider and Investigator shall ensure that all
Study Team members comply with the
obligations imposed upon them by applicable
medical subject privacy data protection laws ,
including without limitation the removal of
patient  personal identifiers from any
communications external to the site unless
necessary for safety purposes or required by
law.

(b) If this Agreement is signed electronically,

Provider and Investigator shall ensure that they

have adequate software in place for such
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Pokud jsou uréeny pro Poskytovateli:
Masarykiiv onkologicky ustav

Zluty kopec 7

656 91 Brno

Ceska republika

K rukdm: XXXXXXXXXXX

Pokud jsou uréeny pro Zkousejiciho:
Masarykiv onkologicky ustav

Zluty kopec 7

656 91 Brno

Ceska republika

K rukdm: XXXXXXXXXXX

16. UZIiVANI NAZVU.

Poskytovatel a Zkousejici nejsou opravnéni
pouzivat v jakékoli formé publicity v souvislosti se
Studii nazev, symboly, ptipadn€é ochranné¢ znamky
PRA nebo Zadavatele, pokud to vyslovné predem
PRA nebo Zadavatel neschvali. Poskytovatel a
Zkousejici souhlasi s tim, ze v souladu s platnymi
predpisy mize Zadavatel zvetejnit vysi prostredkil
poskytnutych na provadéni Studie na zakladé této
Smlouvy a v ramci tohoto zvefejnéni muize
identifikovat Poskytovatele a Zkousejiciho.

17. BEZPECNQS]: A SYSTEM ,
INFORMACNICH TECHNOLOGII.

(@) Poskytovatel a ZkouSejici budou spravovat
informacni technologie a zajisti organizacné
bezpecnostni opatieni dostate¢na pro ochranu
osobnich udaji, ktera jsou v jeho vlastnictvi a
zaroven jsou postoupena PRA, Zadavateli nebo
jinym tfetim stranam. Poskytovatel zajisti, aby
viichni ¢lenové Regitelského tymu postupovali v
souladu s povinnostmi, které jsou ukladané
platnymi zakony na ochranu soukromi pacientt,
mimo jiné¢ zakony, které se tykaji odstranéni
identifikatorit Subjektu hodnoceni z jakékoliv
externi komunikace mimo Regitelské centrum,
pokud to neni nezbytné z bezpecnostnich
divodd, nebo vyzadované zakonem.

(b) Pokud je tato Smlouva podepsana elektronicky,
Poskytovatel a Zkousejici zajisti vyuziti
adekvatniho softwaru pro vytvofeni takového
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signature to create a legally binding
Agreement.
(c) Mobile health (mHealth) applications, where

used in the pursuit or provision of the services,
shall comply with applicable electronic security
requirements, medical device legislation, if
applicable and all applicable data protection
laws to ensure the security of all confidential
and patient personal information transmitted in
this manner. Study data obtained through
mobile applications shall be securely stored as
long as required by applicable legislation and
regulations.

18. WAIVER; SEVERABILITY.

No waiver of any term or condition of this
Agreement whether by conduct or otherwise in any
one or more instances shall be deemed to be or
construed as a further or continuing waiver of such
term or condition, or of any other term or condition
of this Agreement. No waiver will be effective
unless in writing and signed by the Party to be
charged therewith. If any terms or conditions of
this Agreement are held to be invalid, illegal or
unenforceable the remaining terms and conditions
contained herein shall not be affected. Waivers of
any rights held by Sponsor in its capacity as a third
party beneficiary of this Agreement must be signed
by Sponsor.

19. ENTIRE AGREEMENT;

COUNTERPARTS.

EXHIBITS;

This Agreement, including the Exhibits attached
hereto, constitutes the full understanding of the
parties with respect to the subject matter hereof.
The Parties agree that the Agreement may be
amended, with the exception below, only in writing
by means of ascending numbered amendments
signed by all Parties. The Parties do not have to
conclude an amendment to this Agreement in the
event of so-called minor amendments to the
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podpisu za ucelem pravné platné a zavazné
Smlouvy.

(c) Aplikace Mobilni zdravi (Mobile health -
mHealth), v ptipadé, ze byly vyuzity v ramci

poskytovani  sluzeb, musi byt v souladu
splatnymi  elektronickymi  bezpecnostnimi
pozadavky,  legislativou  souvisejici  se
zdravotnickymi prostredky, pokud  je

aplikovatelna, a vSemi platnymi zékony na
ochranu osobnich udajt, tak aby byla zajiSténa
bezpecnost vSech duvérnych a osobnich
informaci  pacienti  piedavanych  timto
zptsobem. Udaje Studie obdrzené pies mobilni
aplikace musi byt bezpe¢né ulozeny v souladu
S platnymi pravnimi piedpisy a nafizenimi.

VZDANI SE PRAV; ODDELITELNOST
USTANOVENI.

18.

Z4dné prominuti splnéni nékterych podminek nebo
ustanoveni této Smlouvy, at’ uz jednanim nebo
jinak, se nepovazuje nebo nebude vykladano jako
dalsi nebo trvalé prominuti takovych podminek
nebo jinych podminek dle této Smlouvy. Aby bylo
vzdani se prava G¢inné, musi mit pisemnou formu
amusi byt podepsdno Smluvni stranou, ktera se
prava vzdava. V piipad¢ Ze nékteré podminky nebo
nalezitosti této Smlouvy se stanou neplatnymi,
nezakonnymi nebo nevynutitelnymi, potom
platnost, zdkonnost a vynutitelnost zbyvajicich
podminek a nalezitosti obsazenych v této Smlouve
nebude dotena nebo timto narusena. Pokud
Zadavatel jedna jako opravnéna tfeti osoba v této
Smlouveé, musi byt vzdani se prava podepsano
Zadavatelem.

UPLNOST _ SMLOUVY; PRILOHY,
VYHOTOVENI.

19.

Tato Smlouva, vcetné priloh, zaklada uplnou
dohodu smluvnich stran ohledné¢ predmétu
Smlouvy. Smluvni strany se dohodly, ze Smlouva
muze byt s dale uvedenou vyjimkou ménéna pouze
pisemné prostiednictvim vzestupné cislovanych
dodatki podepsanych vSemi smluvnimi stranami.
Smluvni strany nemusi uzavirat dodatek k této
smlouvé v pfipadé tzv. nepodstatnych zmén
Protokolu. Nepodstatnou zménou Protokolu se
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Protocol. A minor amendment to the Protocol is
understood to mean a change to the Protocol that
does not change the scope or manner of performing
the acts (in particular examinations) carried out by
the Provider or Investigator within the Study and
therefore does not affect any amount of
remuneration for performing the Study or any other
pricing set forth herein. Substantial changes to the
Protocol shall be effective on the date of their
delivery to the Investigator and the Provider.

This Agreement and any amendment hereto may be
executed in several counterparts, each of which
shall be deemed an original but taken together shall
constitute one and the same instrument. The
priority language of this Agreement will be Czech.
In the event of any discrepancy between the two
language versions, the Czech version shall prevail.
20. CONTINUING OBLIGATION;
SURVIVAL OF PROVISIONS.

Except as otherwise specifically provided herein,
termination of this Agreement shall not relieve any
party hereto from any obligation under this
Agreement that accrued or arose from facts and
circumstances in existence prior thereto. In
addition, the provisions of this Agreement that by
their nature contemplate continuing obligations
shall survive expiration or termination of this
Agreement.

21. GOVERNING LAW; DISPUTE
RESOLUTION.
@) This Agreement and any non-contractual

obligations arising out of or in connection with it
are governed by and must be construed in
accordance with Czech law.

(b)  Mutual rights and obligations of the parties
that are not expressly provided for in this
Agreement shall be governed by the civil code, in
particular by Act No. 89/2012 Coll., Civil Code, as
amended.

Any and all disputes arising from this Agreement
shall be resolved by the courts of the Czech
Republic. In accordance with Section 89a of Act
No. 99/1963 Coll., The Code of Civil Procedure, as
amended, the parties agree that the relevant general
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pfitom rozumi takovd zména Protokolu, ktera
neméni rozsah ¢i zptisob provadéni ukoni (zejména
vySetfeni)  provadénych  Poskytovatelem  ¢i
ZKkousejicim v ramci Studie a nema tedy jakykoli
vliv na vy§i odmény za provadéni Studie &i jiné
ceny uvedené v této Smlouveé. Nepodstatné zmény
Protokolu jsou uc€inné dnem jejich doruceni
Zkousejicimu a Poskytovateli.

Tato Smlouva a veskeré jeji dodatky mohou byt
uzavieny v nékolika vyhotovenich, z nichz se
kazdé vyhotoveni povazuje za original, ale které
spole¢n¢ zakladaji jeden a tentyz dokument.
Rozhodnym jazykem této Smlouvy bude cesky
jazyk. V ptipadé jakéhokoli rozporu mezi ob&éma
jazykovymi verzemi je rozhodujici Ceskd verze.

TRVALE ZAVAZKY:
USTANOVENI.

20. PLATNOST

Pokud neni v této Smlouvé konkrétné¢ uvedeno
jinak, zanikem této Smlouvy neni zadna smluvni
strana osvobozena od svych zavazkd podle této
Smlouvy, které vznikly nebo vyplynuly ze
skutecnosti a okolnosti existujicich pfed jejim
zanikem. Mimo to, ustanoveni této Smlouvy, které
ze své povahy doplnuji pretrvavajici zavazky, plati
i po uplynuti platnosti nebo po =zaniku této
Smlouvy.

21. ROZHODNE _ PRAVO:;  RESENI
SPORU.
(@ Tato Smlouva i jakékoli mimosmluvni

povinnosti z ni nebo v souvislosti s ni vyplyvajici
se fidi a musi byt vykladany v souladu s ceskym
pravem.

(b) Vzajemna prava a povinnosti stran vyslovné
neupravené touto Smlouvou se fidi zejména
zakonem ¢. 89/2012 Sb., obcéansky zakonik, ve
znéni pozdéjSich predpist

Veskeré spory z této Smlouvy budou feSeny soudy
Ceské republiky. Smluvni strany se v souladu s §
89a zakona ¢. 99/1963 Sb., obcansky soudni fad, ve
znéni pozdéjSich predpist, dohodly, ze mistné
ptislusnym je ptislusny obecny soud Poskytovatele.
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court of the Provider is locally competent.

SIGNATURES APPEAR ON FOLLOWING PODPISY  JSOU UVEDENY NA
PAGE NASLEDUJICI STRANE
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IN WITNESS WHEREOF, the parties have
caused this Agreement to be executed by their duly
authorised representatives on the date(s) indicated
below, but effective for all purposes as of the
Effective Date.

Masarykv onkologicky Ustav / XXXXXXXXXXXXX
XL184-311

NA DUKAZ TOHO {idné zmocnéni zéstupci
smluvnich stran podepsali tuto Smlouvu dne, jak je
uvedeno dale, ale s ucinnosti pro vSechny ucely k
Datu G¢innosti.

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/JTméno: XXXXXXXXXXX

Title/Funkce:  XXOOXXXXXXXX

Date/Datum; 15. 10. 2019

MASARYKUV ONKOLOGICKY USTAV

By/Podepsal:

Authorised Signature / Podpis zmocnéného zastupce

Name/Jméno:

prof. MUDr. Marek Svoboda, Ph.D.

Title/Funkce: Director / Reditel

Date/Datum: 17. 10. 2019

XXX X XXX XX

By/Podepsal:

Name/Jméno:  XXXXXXXXXXX

Title/Funkce: Principal Investigator / Hlavni zkou$ejici

Date/Datum: 17. 10. 2019
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EXHIBIT A / PRILOHA A
PAYMENT SCHEDULE / ROZVRH PLATEB
Payments: Payment should be made to the Platby: Platby budou hrazeny nasledujicimu

following Payee:

Ptijemci plateb:

Payee Name/ Name on{Masaryktv onkologicky Jméno piijemce / Masaryktv onkologicky
Account: ustav jméno na uctu: ustav

Account Number (> Cislo uétu (> 12

12 digits): XXXXXXXXXXXXXX ¢islic): XXXXXXXXXXXXXX
SWIFT code: XXXXXKXXKXXXXX Kéd SWIFT: XXXXXXXXXXXXXX
Payment Notification Kontaktni e-mail pro

Contact Email: XXXXXXXXXX platby: XXXXXXXXXX

Invoice Contact Email: Kontaktni e-mail pro zaslani faktury:
XXXXXXXXXX XXXXXXXXXX

Remuneration for the Study will be paid quarterly,
always for visits, examinations and other services
provided in the relevant calendar quarter.

The Sponsor, via XxxxxxxX, is obliged to send
documents for the calculation of remuneration after
the end of the calendar quarter. Documents must be
sent to e-mail: XXXXXXXX.

Following these documents, the Provider will issue
an invoice.

The documents for calculating of the remuneration
must include itemized list for all visits performed in
the relevant calendar quarter. The calculation list
must be done separately for each study subject,
which must be identified by its number.It must be
indicated which visits or examinations the study
subject has undergone and when he/she completed
them, as well as the valuation of these visits and
examinations in accordance with the Payment
schedule below. Documents for calculation of the
other fees and other procedures performed in the
relevant calendar quarter shall be prepared by study
monitor.

XXXXXXXX

Odména za provadéni Studie bude hrazena
¢tvrtletné, vzdy za navstévy, vySetieni a dalsi
sluzby poskytnuté v pfislusném kalendainim
Ctvrtleti.

Zadavatel je prostiednictvim XXXXXXXX povinen
zaslat Poskytovateli po ukonceni kalendéiniho
ctvrtleti podklady pro vypocet odmény. Podklady
musi byt zaslana na e-mail: XXXXXXXX.

V navaznosti na tyto podklady vystavi Poskytovatel
fakturu.

Podklady pro vypocet odmény musi zahrnovat
polozkové vyuctovani vSech navstév provedenych v
pfislusném kalendarnim ctvrtleti. Vyuctovani musi
byt provedeno zvlast pro kazdy subjekt studie,
ktery musi byt oznacen svym cislem. U kazdého
subjektu studie musi byt uvedeno, jaké navstévy ci
vySetfeni subjekt studie absolvoval a kdy je
absolvoval a rovnéz ocenéni téchto navstév a
vySetfeni v souladu s rozvrhem plateb uvedenym
nize. Podklady k proplaceni dalSich vysetfeni a
dalsich  sluzeb provedenych v  pfislusném
kalendafnim  Ctvrtleti ~ budou  pfipravovany
monitorem studie.

XXXXXXXX
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XXXXXXXX
XXXXXXXX
XXXXXXXX

The Sponsor is aware of the fact that in case of
delay in payment under the Agreement, interest will
be charged for each individual day of delay in
accordance with the law.

The Parties agree that VAT shall be added to the
amounts specified in this Agreement in accordance
with the legislation, valid on the date of the
chargeable event, and which shall also be paid
together with these amounts.

XXXXXXXX

The Parties agree that the Provider is the recipient
of all payments from this Agreement. The
Investigator's remuneration for conducting the
Study will be paid to the Investigator in accordance
with Provider’s internal regulations.

Invoices: Invoices must contain the correct list of
items, attached supporting documentation, and the
following:

Site Invoice Reference Number:

Principal Investigator:

Complete Protocol Number:

Subject ID Number/Initials (if applicable):

Date of Service:

Description of Service:

Purchase Order Number: PO # (if applicable)
Third party documentation (if applicable):

Invoice Submission:

XXXXXXXX

Site budget contact name:
XXXXXXXX
Site budget contact email:
XXXXXXXX

PLEASE NOTE: Invoices that are non-compliant
with the above instructions will be returned to the
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XXXXXXXX
XXXXXXXX
XXXXXXXX

Zadavatel si je védom skuteCnosti, ze v pripadé
prodleni s tthradou odmény dle Smlouvy mu bude
za kazdy jednotlivy den prodleni uctovan trok
z prodleni v souladu s pravnimi ptedpisy.

Smluvni strany se dohodly, Ze k cenam uvedenych
v této smlouvé bude pfipocitana dan z pridané
hodnoty ve vysi dle pravnich predpisii uc¢innych ke
dni uskutecnéni zdanitelného plnéni, kterd bude
spole¢né s témito cenami rovnéz zaplacena.

XXXXXXXX

Smluvni strany se dohodly, Ze piijemcem vSech
plateb z této Smlouvy je Poskytovatel. Odmena
ZkouSejiclho za  provadéni  Studie  bude
ZkousSejicimu uhrazena v souladu s jeho vnitinimi
predpisy.

Faktury: Faktury musi obsahovat spravny rozpis
jednotlivych  polozek, pfiloZzenou podplrnou
dokumentaci a nasledujici udaje:

Referen¢ni fakturaéni ¢islo pracoviste:
Hlavni zkousSejici:

Uplné &islo protokolu:

Identifika¢ni ¢islo/inicialy subjektu (je-li to
relevantni):

Datum sluzby:

Popis sluzby:

Cislo objednavky, C. obj.: (je-li to relevantni)
Dokumentace tieti strany (je-li to relevantni):

Zasilani faktur:

XXXXXXXX

Kontaktni osoba Studijniho centra pro rozpocet:
XXXXXXXX
Kontaktni e-mail Studijniho centra pro rozpocet:
XXXXXXXX

VEZMETE PROSIM NA VEDOMI: Faktury, které
nebudou splnovat vySe uvedené parametry, budou
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Provider for correction and must be resubmitted to
Exelixis for payment.

For any payment related questions please contact:
XXXXXXXX

Enrollment: Provider acknowledges that the Study
is designed to evaluate a set number of subjects.
Provider will be expected to apply best efforts for
enrollment as provided for under the Agreement.
When enrollment of the target number of subjects
for the entire Trial is complete, Provider will be
notified and instructed not to continue enrolling
subjects.

Study Start-up Fee: XXXXXXXX

Screen Failures: XxXxxxxxx

Unscheduled Visits: XXXXXXXX.

XXXXXXXX

XXXXXXXX

XXXXXXXX

XXXXXXXX
XXXXXXXX

ECRF: The study site is expected to fill out the
Electronic Case Report Forms (eCRFs) in the
Electronic Data Capture (EDC) system within 5
business days of the subject's visit.
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vraceny Poskytovateli k opravé a budou muset byt
znovu predloZeny spolecnosti Exelixis k proplaceni.

S dotazy ohledné plateb se prosim obracejte na:
XXXXXXXX

Zaiazovani subjekti: Poskytovatel bere na
védomi, Ze Studie ma vyhodnotit stanoveny pocet
subjektti. Ocekava se, Ze Poskytovatel vynalozi
maximalni Gsili ve véci zafazovani subjektti podle
ujednani této Smlouvy. Poskytovatel obdrzi
oznameni o dosazeni cilového poctu subjektt pro
celou Studii a pokyn nepokracovat v zafazovani
subjekta.

Zahajovaci poplatek studie: XXXXXXXX

Netspésny screening: XXXXXXXX

Neplanované navstévy: XXXXXXXX

XXXXXXXX

XXXXXXXX

XXXXXXXX

XXXXXXXX
XXXXXXXX

eCRF: Od pracovisté studie se ocekava, ze vyplni
elektronické zaznamy subjektu hodnoceni (eCRF) v
elektronickém systému sbéru dat (EDC) do 5
pracovnich dni od navstévy subjektu.
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XXXXXXXX
XXXXXXXX

Ad-Hoc CRF collection or Data Collection
Activities: XXXXXXXX

SUSAR Reports: XXXXXXxX

Patient Transportation Reimbursement:
XXXXXXXX

Record Storage and Archiving: XXXXXXXX

Third Parties: Any other third parties designated
by Investigator that would receive remuneration as
outlined in this payment schedule will be managed
and paid by Investigator.

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

No other additional funding requests will be
considered without the prior written consent of
Sponsor or its designee.
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XXXXXXXX
XXXXXXXX

Vyplitlovani CRF nebo sbhér dat dle potieby:
XXXXXXXX

Hlaseni SUSAR: XXXXXXXX

Nahrada cestovnich nakladu pacientii:
XXXXXXXX

Uchovavani a archivace zaznamu: XXXXXXXX.

Treti strany: ZkouSejici bude fidit a vyplacet
vSechny jim povétené tieti strany, které maji narok
na odmény podle tohoto rozvrhu plateb.

Eticka komise: Poplatek etické komise zaplati
zadavatel nebo jim povéiena osoba; Castka neni
soucasti rozpoCtu na pacienta.

Na Zadné dalsi Zadosti o financovdni nebude bran
gretel bez predchoziho pisemného souhlasu
zadavatele nebo jim povéi‘ené osoby.
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EXHIBIT B/ PRILOHA B
BUDGET / ROZPOCET
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EXHIBIT C / PRILOHA C
EQUIPMENT PROVIDED TO SITE / VYBAVENI POSKYTNUTE RESITELSKEMU CENTRU

No equipment will be provided for the Study purpose. / Pro téely Studie nebude poskytnuto Zadné
vybaveni.
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