CLINICAL TRIAL AGREEMENT
No. C. 08/OVZ/17/045-P:

SMLOUVA O PROVEDENI KLINICKEHO HODNOCENI

Y4

C. 08/0VZ/17/045-P

THIS AGREEMENT is made by and among

TATO SMLOUVA se uzavira mezi

(1) PAREXEL International (IRL) Limited, Q) PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay, 70 Sir John Rogerson's Quay
Dublin 2, Dublin 2
Ireland Irsko
(Company number 541507) (Identifika¢ni ¢islo 541507)
(hereinafter “CRO” or “PAREXEL”) (dale jen CRO nebo "PAREXEL”)
and a

2 Fakultni nemocnice Ostrava,
17. listopadu 1790,
708 52 Ostrava — Poruba,
Czech Republic,
Company ID number (IC): 00843989,
Tax ID number: CZ00843989;
Bank info: Ceska narodni banka
Address. Na Prikope 28,115 03 Praha 1
Account number: 66332761/0710
IBAN: CZ59 0710 0000 0000 6633 2761
BIC kod (SWIFT): CNBACZPP
Variable symbol: 649071099
The foundation deed of Ministry of Health of the Czech
Republic dated 25" November 1990
No. OP-054-25.11.90; in matters of this AGREEMENT is
authorized to negotiate and sign: MUDr. Josef Srovnal,
deputy director for medical care
(hereinafter “Institution”)

and
(3) Prof.MUDr. Roman Hajek , CSc.
Place of work :Fakultni nemocnice Ostrava, Klinika
hematoonkologie,
17. listopadu 1790, 708 52 Ostrava-Poruba, Czech Republic

(hereinafter “Investigator”)

(2) Fakultni nemocnice Ostrava,

17. listopadu 1790,

708 52 Ostrava — Poruba,

Ceska republika

IC: 00843989

DIC: CZ00843989

Bankovni spojeni: Ceska narodni banka

Adresa banky: Na Piikop¢ 28, 115 03 Praha 1

Cislo uétu: 66332761/0710

IBAN: CZ59 0710 0000 0000 6633 2761

BIC kod (SWIFT): CNBACZPP

Variabilni symbol: 649071099;

Z¥izovaci listina MZ CR ze dne 25. listopadu 1990 &.j. OP-054-
25.11.90 ; ve vécech této SMLOUVY je opravnén jednat a
podepisovat: MUDr. Josef Srovnal, naméstek feditele pro
lé¢ebnou péci

(dale jen zdravotnické za¥izeni)
a

3) Prof.MUDr. Roman Hajek , CSc.

s mistem pracovi$té na adrese: Fakultni nemocnice Ostrava,
Klinika hematoonkologie, 17. listopadu 1790, 708 52 Ostrava-
Poruba, Ceska republika

(dale jen hlavni zkousejici)

regarding

Protocol No: BGB-3111-302
(hereinafter, together with any amendments thereto,
“Protocol”)

“A Phase 3, Randomized, Open-Label, Multicenter Study
Comparing the Efficacy and Safety of the Bruton’s Tyrosine
Kinase (BTK) Inhibitors BGB-3111 and Ibrutinib in Subjects

Tykajici se

Protokol ¢islo : BGB-3111-302
(“dale jen Protokol™)

Randomizovana, oteviend, multicentricka studie faze 3
porovnavajici i€innost a bezpe¢nost inhibitord Brutonovy
tyrosinkinazy (BTK) BGB-3111 a ibrutinibu u pacientti s
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with Waldenstrom’s Macroglobulinemia (WM)”
(hereinafter “Multi- Center Study”)

BGB-3111 (hereinafter “Study Drug”)

Waldenstrémovou makroglobulinémii (WM)
. (déle jen ,, Multicentrické klinické hodnoceni™)

BGB-3111 (dale jen ,,hodnocené lé¢ivo” nebo ,,hodnoceny
1é¢ivy piipravek®)

of

SPONSOR:

BeiGene USA, Inc.

2115 Linwood Avenue, Fort Lee,

NJ 07024, United States

Authorized EU representative is
PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay,

Dublin 2,

Ireland

(hereinafter “BEIGENE” or “SPONSOR”)

ZADAVATEL:
BeiGene USA, Inc.
2115 Linwood Avenue, Fort Lee,
NJ 07024, Spojené staty americké
opravnény zastupce zadavatele pro EU je ..
PAREXEL International (IRL) Limited,
70 Sir John Rogerson's Quay,
Dublin 2,

Ireland

(hereinafter “BEIGENE” or “SPONSOR”)

WHEREAS, in connection with the commercial
development of the Study Drug BEIGENE is sponsoring
the Multi-Center Study to clinically evaluate the Study
Drug and CRO (or its Affiliate) has been retained by
SPONSOR (under a separate written agreement) to act as
SPONSOR’s contractor and designee in managing the
Multi-Center Study for SPONSOR; and

VZHLEDEM K TOMU, ZE v souvislosti s uvadénim studijniho
léciva do prodeje, je spoleénost BEIGENE sponzorem
multicentrického klinického hodnoceni zaméfené¢ho na klinické
posouzeni studijniho 1é¢iva a CRO (nebo jeji sesterska
spole¢nost) byla ZADAVATELEM (na zaklad¢ samostatné
pisemné smlouvy) povéfena, aby pro ZADAVATELE
zajist'ovala vedeni multicentrického klinického hodnoceni; a

WHEREAS, Investigator is an employee of Institution; and

VZHLEDEM K TOMU, ZE zkousejici je zaméstnancem
zdravotnického zafizeni;

WHEREAS, Institution and Investigator each desires to
participate in the conduct the Multi-Center Study at
Institution (such conduct at Institution, hereinafter “Study”)
as described in this Agreement; and

VZHLEDEM K TOMU, ZE zdravotnické zatizeni a zkousejici
maji zajem zacastnit se provadéni multicentrického klinického
hodnoceni ve zdravotnickém zafizeni popsaného v této smlouvé
(pfiCemz toto multicentrické klinické hodnoceni bude v textu
dale oznacovano téz jen jako klinické hodnoceni); a

WHEREAS, this Agreement explains the obligations and
rights of Institution and Investigator, and the obligations
and rights of CRO with respect to the performance of the
Study.

VZHLEDEM K TOMU, ze tato smlouva popisuje povinnosti
zdravotnického zatizeni a zkousSejiciho a povinnosti CRO v
souvislosti s provadénim tohoto klinického hodnoceni.

1. DEFINITIONS

1. DEFINICE

Definitions for terms used in this Agreement are in Exhibit
B (Definitions).

Definice pojmii pouzivanych v této smlouveé jsou uvedeny v
Priloze B.

2. CONDUCT OF THE STUDY

2. CONDUCT OF THE STUDY

2.1 Institution agrees, and commits itself to CRO, to
allow Investigator and Study Personnel to conduct the
Study at Institution, and warrants that Investigator and
other Study Personnel are employed by Institution.

2.1 Zdravotnické zafizeni se zavazuje a ru¢i CRO za to, ze
umozni zkousejicimu a osobdm podilejicim se na klinickém
hodnoceni provedeni klinického hodnoceni ve zdravotnickém
zafizeni a soucasn¢ ruci za to, ze zkouSejici a ostatni osoby
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Institution will be solely responsible for paying Study
Personnel and will ensure that before commencing any
work on the Study, all Study Personnel are subject to
written obligations to Institution and/or Investigator under
which they (a) are bound to obligations of confidentiality
and non-use with respect to Confidential Information that
are consistent with the terms of this Agreement; and (b)
assign and otherwise effectively vest in Institution and/or
Investigator any and all rights that such Study Personnel
might otherwise have in the results of their work without
any obligation of CRO or SPONSOR to pay any royalties
or other consideration to such Study Personnel.

podilejici se na provadéni klinického hodnoceni, jsou
zaméstnanci zdravotnického zafizeni. Zdravotnické zafizeni
nese vyluénou odpovédnost za vyplatu odmény osobam
podilejicim se na provadéni klinického hodnoceni a pied
zapoCetim jakychkoli ukonti na klinickém hodnoceni, se
vSechny osoby podilejici se na provadéni klinického hodnoceni
musi pisemné zavazat vici zdravotnickému zafizeni a/nebo
zkousSejicimu, ze: (a) jsou vazéni povinnostmi mlcenlivosti a
nezneuzivani didvérnych informaci, ve stejném rozsahu, jaky
stanovuje tato smlouva; a (b) Ze na zdravotnické zafizeni a/nebo
zkousejiciho bezplatné a bez toho, aniz by CRO nebo
ZADAVATELI vznikla jakakoli povinnost platit jim jakoukoli
odménu ¢i licenéni poplatky, prevadi veskera prava, které
osobam podilejicim se na provadéni klinického hodnoceni
mohou vzniknout v souvislosti s provadénim jejich ¢innosti v
ramci klinického hodnoceni.

2.2 Investigator agrees, and commits itself to CRO, to
conduct the Study at Institution and warrants that he/she is
employed by Institution. Investigator shall personally
supervise the conduct of the Study by the Study Personnel
to the full extent contemplated by the Protocol and by
Applicable Law.

2.2. Zkousejici souhlasi s provedenim klinického hodnoceni ve
zdravotnickém =zafizeni a ruéi za to, Ze je zaméstnancem
zdravotnického zatizeni. ZkousSejici je povinen osobné dohlizet
nad provadénim klinického hodnoceni ostatnimi Cleny tymu
provadéjiciho klinické hodnoceni, a to v mife stanovené
protokolem a platnymi zakony

2.3 Investigator and Institution
acknowledge that BEIGENE is the sponsor of the Study,
and is an intended authorized third-party beneficiary of this
Agreement.,whereas SPONSOR transfers any or all of the
SPONSOR's trial-related functions to CRO in compliance
with ICH-GCP, sec. 5.2.1. In addition to the foregoing,
Investigator and Institution agree that CRO may disclose
any and all information and/or documents relating to this
Agreement, and/or relating to Investigator’s and
Institution’s participation in the Study (including without
limitation any Reports or other documents or materials
provided by Investigator or Institution to CRO hereunder),
to SPONSOR. All references to SPONSOR herein
(whether in the context of delivery of information,
submission of applications, financial terms, or anything
else) derive from SPONSOR’s status as such, as set out by
Applicable Law and GCP regulations, and Investigator and
Institution agree to all such instances. Investigator and
Institution will Fully Cooperate with CRO’s requests
relating to SPONSOR.

2.3.Zkousejici a zdravotnické zafizeni berou na védomi, ze
spole¢nost BEIGENE je ZADAVATELEM klinického
hodnoceni a z tohoto titulu je povazovan za tieti smluvni
stranu této smlouvy osobu Kromé shora uvedeného, souhlasi
zkouSejici a zdravotnické zatizeni s tim, Ze CRO muze
ZADAVATELI ptedavat jakoukoli informaci a/nebo dokumenty
tykajici se této smlouvy a/nebo tcasti zkouSejiciho Ci
zdravotnického zafizeni v klinickém hodnoceni (v¢etn€, mimo
jiné vSech hlaseni, jinych dokumenti nebo materidlti, které
zkousSejici a/nebo zdravotnické zafizeni na zakladé¢ této smlouvy
poskytli CRO). Veskeré odkazy na ZADAVATELE v této
smlouveé (jak v souvislosti s pfeddvanim informaci, podavanim
zadosti, finanénimi podminkami ¢i jinak) tak vychazi ze shora
uvedeného statutu ZADAVATELE a zkousejici a zdravotnické
zafizeni toto berou na védomi. ZkouSejici a zdravotnické
zafizeni se zavazuji poskytnout CRO veskerou soucinnost v
souvislosti s pozadavky tykajicich se ZADAVATELE.

2.4 Institution and Investigator shall Fully Cooperate
with CRO and shall permit CRO to perform any and all of
the SPONSOR’s Multi-Center Study obligations and to
exercise any and all of SPONSOR’s Multi-Center Study
rights that lie with SPONSOR on the basis of Applicable
Law and GCP regulations as though such rights were
CRO’s own rights, as has been delegated by SPONSOR to
CRO.

2.4 Zdravotnické zafizeni a zkousejici se zavazuji plné
spolupracovat s CRO a umoznit CRO plnit vsechny povinnosti
ZADAVATELE v souvislosti s multicentrickym klinickym
hodnocenim, véetné vykonu vsech prav ZADAVATELE, ktera
ZADAVATELI na zakladé platnych zédkonti a zasad spravné
klinické praxe prfislusi v rozsahu, ve kterém byla CRO
ZADAVATELEM k jejich vykonu povéiena, a to ve stejné
mifte, jako by tyto povinnosti a prava nalezely ptimo CRO; a

230219 _BGB-3111 302_CZE 3702 INST PI CSA_Hajek Bilingual_20171207_v.1,0
Page 3 of 30




2.5 Before the Study is initiated, CRO will ensure that
the Study is approved by the appropriate Ethics Committee
(hereinafter, the “EC”).

2.5 Pred zahgjenim Kklinického hodnoceni se CRO zavazuje
zajistit schvaleni klinického hodnoceni pfislusnou etickou
komisi (dale jen EK).

2.6 Institution and Investigator specifically agree, and
commit themselves to CRO, to (and will ensure that Study
Personnel will) conduct the Study in a diligent, efficient, and
skilful manner, in strict compliance with the terms and
conditions of this Agreement, the Protocol, any specific
Study Instructions, Applicable Law, all requirements of
Institution, and any other professional standards applicable
to their professional industries and fields. Neither
Institution nor Investigator nor any Study Personnel shall
commit any any willful misconduct in connection with the
Study. Neither Institution nor Investigator nor any Study
Personnel shall make any unauthorized warranties to any
person (including Subjects) concerning  the Study.
Institution and Investigator accept responsibility for the acts
and omissions of all Study Personnel in the Study. Under
this Agreement CRO does not act, or purport to act, as
SPONSOR's contractual agent, but rather as SPONSOR's
appointed designee for managing the Study.

2.6 Zdravotnické zafizeni a zkousejici se dale vaéi CRO
vyslovné zavazuji (a zajisti v tomto sméru i za ostatni osoby
podilejici se na provadeéni klinického hodnoceni) provadét
klinické hodnoceni odbornym, ¢innym a fadnym zpiisobem, v
pfisném souladu s ustanovenim této smlouvy, protokolu, véetné
vSech jeho budoucich dodatkli, konkrétnich pokynl pro
provadéni klinického hodnoceni, vSech platnych zakond, vSech
pozadavkli zdravotnického zafizeni a vSemi ostatnimi
profesnimi pfedpisy a normami, které se vztahuji na dané
odbornosti, ve kterych provadi svou cinnost. Zdravotnické
zafizeni, zkouSejici ani c¢lenové tymu provadéjictho klinické
hodnoceni se nesmi v souvislosti s klinickym hodnocenim

dopustit o umyslného pochybeniZdravotnické zafizeni,
zkousejici ani  zadny ¢len tymu provadéjiciho klinické

hodnoceni nesmi zadné osobé (vCetné subjektl hodnoceni)
poskytnout jakékoli neopravnéné zaruky tykajici se klinického
hodnoceni. Zdravotnické zafizeni a zkouSejici pfijimaji
odpovédnost za Ciny a opomenuti vSech ¢lenti tymu, ktery
provadi klinické hodnoceni. Na ziklad¢ této smlouvy CRO
nejedna jako smluvni zastupce ZADAVATELE, ale jako
opravnény zéastupce ZADAVATELE pro ucely fizeni tohoto
klinického hodnoceni.

2.7 CRO or SPONSOR shall obtain the written
approval of the appropriate EC prior to commencement of
the Study and will furnish Investigator with the EC’s letter
of approval.

2.7 CRO a ZADAVATEL obdrzi pied zahajenim klinického
hodnoceni pisemny souhlas pfislusné EK a poskytne
zkousejicimu pisemné schvaleni EK.

2.8 If required by Applicable Law, CRO shall make, or
procure that SPONSOR makes, the necessary submissions
or notifications to the regulatory authorities. The Study
may not commence until the Investigator has been informed
by CRO that such authorization has been granted.

2.8 CRO a zadavatel se zavazuji provadét veSkera nezbytna
podani nebo oznameni regula¢nim ufadim, v souladu s platnymi
zakony. Klinické hodnoceni nesmi byt zahajeno, dokud CRO
zkousejiciho neinformuje, ze potfebna povoleni byla ziskana.

2.9 Investigator shall, prior to a Subject’s participation
in the Study, obtain the Subject's written informed consent
to participate in the Study. Each Subject’s written informed
consent shall be in a form approved by both CRO and the
EC.

2.9 Pifed =zafazenim subjektu hodnoceni do klinického
hodnoceni, je zkousejici povinen ziskat pisemny informovany
souhlas subjektu hodnoceni s jeho tcasti v klinickém hodnoceni.
Pisemny informovany souhlas kazdého jednotlivého subjektu
hodnoceni musi byt ziskan, zdokumentovan a uchovavan v
souladu s ustanovenim protokolu.

2.10 Investigator shall enroll the number of duly
qualified (according to the Protocol) Subjects for the Study
as set forth in Exhibit A (Enrollment, Budget and Payment
Schedule) and shall do so according to the timetable set
forth in Exhibit A. Notwithstanding the foregoing,
Investigator agrees that CRO may unilaterally revise the
number of Subjects that Investigator shall enroll, and/or the
timeframe for such enrollment, via Study Instructions at

2.10 Zkousejici se zavazuje do klinického hodnoceni zaradit
radn¢ zpisobilé subjekty hodnoceni (v souladu s ustanovenim
protokolu), a to dle ustanoveni Pfilohy A (nédbor, rozpocet a
platebni kalendar) a zavazuje se tento nabor provést v souladu s
¢asovym harmonogramem uvedenym v Pfiloze A. Bez ohledu
na vyse uvedené zkousejici souhlasi, ze CRO mohou
jednostranné kdykoli zménit pocéet subjektii hodnoceni, které
zkousSejici do klinického hodnoceni muze zaradit a/nebo Casovy
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any time. harmonogram ndboru, a to prostiednictvim vydani pfislusného
pokynu ke klinickému hodnoceni.
2.11 SPONSOR or its designee will provide the | 2.11 ZADAVATEL nebo jeho zastupce poskytnou studijni

Investigational Products to Institution at no cost to Institution
or Investigator in amounts sufficient for the conduct of the
Study . Institution and Investigator shall (a) verify receipt of
the Investigational Products by signing the appropriate
documentation provided by CRO or its designee; (b) store all
Investigational Products securely as designated in the
Protocol; (c) document the administration of the
Investigational Products to Study Subjects; (d) only dispense
the Investigational Products to Study Subjects in accordance
with the Protocol; (e) upon completion or early termination of
the Study, destroy or return to CRO or its designee, at CRO’s
reasonable expense, all unused Investigational Products, as
well as any containers (whether containing unused
Investigational Products or not) in accordance with CRO’s
provided Study Instructions or as set forth in the Protocol; (f)
keep a detailed and written inventory of all Investigational
Products and equipment provided by CRO or its Affiliates
and shall store such materials according to the Protocol or
Study Instructions, and (g) retain all necessary Subject
records and/or documents whether electronic, paper, or in
any other form relating to the Study for fifteen (15) years
after the end or the premature termination of the Study. In
no event will Institution or Investigator dispose of any such
records without first giving CRO sixty (60) days’ prior
written notice of its intent to do so and an opportunity to
transfer the records to CRO or its designee. In the event the
individual named as Investigator ceases to be an employee
of the Institution, Institution will ensure that such records
remain available to CRO at all times.

The Study Drug shall be stored in the pharmacy of the
Institution, which will comply with the conditions of good
pharmacy practice, the relevant instructions of SUKL and
will ensure the handling of the investigational product by
authorized persons only, in accordance with Decree No.
226/2008 Coll., as amended. The pharmacy of the
Institution shall be responsible for reception of the Study
Drug consignment and its delivery to the Investigator or a
person duly designated by the Investigator.

lé¢ivo zdravotnickému zatizeni a zkouSejicimu bezplatné, a to v
dostatecném mnozstvi pro provedeni klinického
hodnoceni.Zdravotnické zafizeni a zkouSejici se zavazuji (a)
potvrdit ptevzeti studijniho 1é¢iva podpisem na pfislusnych
dokumentech poskytnutych CRO nebo jeho zastupcem; (b)
uchovéavat studijni 1é¢ivo bezpeéné a v souladu s ustanovenim
protokolu; (c) dokumentovat (dokladat) podani studijniho 1é¢iva
subjektim hodnoceni; (d) podavat studijni 1é¢ivo subjektim
hodnoceni vyhradné v souladu s ustanovenim protokolu; (e) po
dokonc¢eni nebo predcasném ukonceni klinického hodnoceni,
zlikvidovat nebo vratit CRO nebo jejimu zmocnénci (na
priméfené naklady CRO), veskeré nevyuzité¢ studijni 1éCivo,
véetné vSech obali (bez ohledu na to zda tyto obaly obsahuji
studijni 1é¢ivo ¢i nikoli), a to v souladu s pokyny CRO pro
klinické hodnoceni a v souladu s ustanovenim protokolu; (f) vést
podrobnou pisemnou evidenci o stavu zasob studijniho 1é¢iva a
zafizeni poskytnutych CRO nebo jejimi  sesterskymi
spole¢nostmi a skladovat tento material v souladu s ustanovenim
protokolu a pokynti ke klinickému hodnoceni; a (g) uchovavat
vSechny potiebné zdznamy subjekti hodnoceni a/nebo
dokumentaci ke klinickému hodnoceni v elektronické, papirové
¢i jakékoli jiné podobé po dobu patnacti (15) let od dokonéeni
nebo  pfed¢asného  ukonceni  klinického  hodnoceni.
Zdravotnické zafizeni ani zkousejici nesmi v zadném piipadé
zlikvidovat zadné z té€chto zaznamu bez toho, aniz by pisemné
alespon Sedesat (60) dni pfedem o tomto svém zaméru
informovali CRO, tak aby CRO méla moznost pfevézt tyto
zaznamy k CRO nebo jejimu opravnénému zastupci. V pripade,
ze osoba, kterd vykondva funkci zkousejiciho, pfestane byt v
zaméestnaneckém poméru ve zdravotnickém zafizeni, je
zdravotnické zafizeni povinno zajistit, aby CRO méla k témto
zaznamum stale za vSech okolnosti pristup.

Studijni 1é¢ivo bude v souladu s vyhlaskou ¢. 226/2008 Sb., v
platném znéni, uskladnéno v 1ékarné zdravotnického zafizeni,
kterd bude dodrzovat podminky spravné lékarenské praxe dle
vyhlasky ¢. 80/2008 Sb., o spravné lékarenské praxi, blizSich
podminkach zachdzeni s 1éCivy v lékarnach, zdravotnickych
zafizenich a u dalSich provozovateld a zafizeni vydavajicich
lé¢ivé pripravky, souvisejici pokyny SUKL a zarucuje
manipulaci s léCivem pouze opravnénymi osobami. Lékérna
zdravotnického zafizeni bude zodpovidat za pfijem zasilky
studijniho 1é¢iva a jeho vydej zkousejicimu nebo jim povétené
0s0bé.

2.12  Institution and Investigator agree that they are not
presently under any agreement or obligation which
conflicts with the duties and obligations owed to CRO
under this Agreement, and further agree not to undertake

2.12.Zdravotnické zatfizeni a zkousSejici prohlasuji, Ze nemaji v
soucasné dob¢ uzavienou zadnou smlouvu ¢i zavazek, ktera by
mohly negativné ovlivnit plnéni povinnosti vic¢i CRO, na
zaklad¢ této smlouvy a soucasné se zavazuji po celou dobu
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any such obligation or agreement during the course of the
Study. Investigator warrants that no Study Personnel are
presently under any agreement or obligation which
conflicts with the duties and obligations owed to CRO
under this Agreement, and shall ensure that no Study
Personnel will undertake any such obligation or agreement
during the course of the Study.

prabéhu klinického hodnoceni Zzadnou takovou smlouvu
neuzaviit ani Zadny takovy zavazek nepfijmout. Zkousejici ruci
za to, ze zadny z ¢lent tymu provadéjiciho klinické hodnoceni
nema v soucasné uzavienou zadnou smlouvu ani zavazek, které
by mohly negativné ovlivnit plnéni povinnosti viici CRO, na
zaklad¢ této smlouvy a soucasné se zavazuje zajistit, ze zadny z
¢lenti tymu provadéjiciho klinické hodnoceni v jeho prib&hu
takovou smlouvu neuzavie ani zadny takovy zavazek nepfijme.

2.13 Institution and Investigator hereby acknowledge
and agree that each has received sufficient information
regarding their participation in the Study. In addition,
Investigator further warrants (i) that he/she has distributed
all relevant information to the Study Personnel who have a
need to know such information in order to perform their
assigned tasks on the Study, and (ii) that he/she, and all
Study Personnel (as applicable), has read and understands
such information.

2.13. Zdravotnické zafizeni a zkousejici berou na védomi a
stvrzuji, ze jim byly poskytnuty dostateéné informace o jejich
ucasti na klinickém hodnoceni. Zkousejici dale ruci: (i) za
predani vSech relevantnich informaci v§em ¢lentiim tymu
provadéjiciho klinické hodnoceni, ktefi tyto informace pottebu;ji
k fadnému plnéni svych povinnosti v rdmeci klinického
hodnoceni; a (ii) za to, Ze si vSichni ¢lenové tymu provadéjiciho
klinické hodnoceni tyto informace ptecetli a porozuméli jim.

2.14  Institution shall, throughout the duration of the
Study, provide and keep available to the Study Personnel
and maintain all necessary Resources for the adequate
performance of the Study. Investigator shall, throughout the
duration of the Study, ensure that adequate Study Personnel
are available to complete the Study. Institution and
Investigator shall inform CRO promptly in writing
(including by email) about all changes impacting the
Resources and/or the Study Personnel.

2.14 Zdravotnické zafizeni se zavazuje po celou dobu trvani
klinického hodnoceni mit k dispozici vsechny nezbytné
pomicky a zdroje pro fadné provedeni klinického hodnoceni a
poskytnout je osobam, které se na provadéni klinického
hodnoceni podili. Zkousejici je povinen zajistit a celou dobu
trvani klinického hodnoceni mit k dispozici dostatecny pocet
osob pro zajisténi fadného provedeni klinického hodnoceni.
Zdravotnické zafizeni a zkouSejici jsou povinni neprodlené
pisemné informovat CRO (a soucasn¢ tuto informaci odeslat
elektronickou postou) o vSech zménach, které maji vliv na
dostupnost zdroji a/nebo osob podilejicich se na provadéni
klinického hodnoceni.

2.15 The Protocol constitutes an integral part of this
Agreement by reference. In case of any inconsistency
between this Agreement or the Protocol, the Protocol shall
take precedence on matters of medicine and science;
otherwise the terms of this Agreement shall prevail.

2.15 Protokol tvoii nedilnou soucast této smlouvy. V piipadé
jakéhokoli rozporu ¢i nesouladu mezi ustanovenim této smlouvy
nebo protokolu, plati ustanoveni protokolu ve vécech tykajicich
se zdravotnictvi a védeckého vyzkumu. V ostatnich piipadech
plati ustanoveni smlouvy.

2.16  Deviations from the Protocol are not permitted
except to the extent necessary to protect the safety, rights or
welfare of Subjects. Any such deviations must be fully,
accurately, and contemporaneously documented in
accordance with established procedures. Institution and/or
Investigator will, within one (1) business day from
occurrence, or as otherwise specified in the Protocol, notify
CRO of any (a) deviation from the Protocol, including any
deviation necessary to protect the safety, rights or welfare of
Subjects; (b) serious adverse event (as defined in the
Protocol) experienced by a Subject; or () communication
with a regulatory agency concerning (i) the Study or the
Study Drug, including any requests to inspect, examine, copy
or remove records of the Study; or (ii) the qualification of
Institution or Investigator to perform the Study. In addition,

2.16 Odchyleni se od ustanoveni protokolu neni piipustné, s
vyjimkou pfipadl nezbytné nutnych k ochrané bezpecnosti, prav
nebo prospéchu subjektli hodnoceni. VSechny takové odchylky
musi byt Uplné, piesné a okamzit¢ zdokumentovany v souladu se
zavedenymi postupy. Zdravotnické zatizeni a/nebo zkousejici se
do jednoho (1) pracovniho dne od vyskytu takové udalosti,
pokud neni v protokolu uvedeno jinak, zavazuji pisemné
informovat CRO (a) o jakémkoli odchyleni se od ustanoveni
protokolu, véetné odchyleni v disledku ochrany bezpecnosti,
prav ¢i prospéchu subjekti hodnoceni; (b) o zdvazné nezadouci
reakci (dle definice v protokolu) u subjektu hodnoceni; a (c) o
komunikaci s organy statniho dozoru ohledné (i) klinického
hodnoceni nebo studijnim 1é¢ivu, véetné piipadnych oznameni
kontrolnich organd o vySetfovani, kontrole ¢i pozadavku na
zkopirovani ¢i odstranéni zaznami z klinického hodnoceni; a (ii)
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Institution and/or Investigator will promptly report to CRO
any adverse event (as defined in the Protocol) experienced by
a Subject, and will assist CRO or its designee in evaluating
such adverse events.

0 zméngé zpusobilosti zdravotnického zafizeni nebo zkousejiciho
k provedeni klinického hodnoceni. Zdravotnické zatizeni a/nebo
zkousejici se navic zavazuji neprodlené oznamit CRO veskeré
nezadouci reakce (ve smyslu definovaném v protokolu) a
zavazuji se poskytnout CRO nebo jeho opravnénému zastupci
soucinnost pfi vyhodnocovani téchto nezadoucich reakci.

2.17  Institution and Investigator warrant that they shall
comply with all applicable anti-corruption and anti-bribery
laws and regulations in performing the Services. Institution
and Investigator shall notify CRO and SPONSOR
immediately upon becoming aware of any breach under this
Section 2.17 and shall Fully Cooperate with any
investigations performed. At any time upon the request of
CRO, Institution and Investigator agree to promptly certify
in writing their ongoing compliance (and the compliance of
all other Study Personnel) with the warranty contained in
this Section 2.17.

2.17 Zdravotnické zatizeni a zkousejici ruci za to, ze budou pii
poskytovani svych sluzeb dodrzovat viechny platné
protikorupéni a protitiplatkové zakony a piedpisy. Zdravotnické
zafizeni a zkousSejici se zavazuji neprodlen¢ informovat CRO a
ZADAVATELE, pokud se dozvi o poruseni ustanoveni tohoto
¢lanku 2.17 a zavazuji se pii pfipadném vysetfovani poskytnout
plnou soucinnost. Na zakladé Zadosti CRO se zdravotnické
zafizeni a zkousSejici zavazuji neprodlené pisemné potvrdit, Zze
stale dodrzuji (a téz ze vSichni ¢lenové tymu provadéjiciho
klinické hodnoceni dodrzuji) vsechny zaruky a ustanoveni
tohoto ¢lanku 2.17.

3. REPORTS, MONITORING AND

3. HLASENI, MONITORING A SPOLUPRACE

COOPERATION

3.1 Investigator shall submit to CRO all completed
eCRFs or CRFs resulting from the Study within a
reasonable time period and in accordance with any Study
Instructions. .Institution and Investigator warrants that all
eCRFs or CRFs submitted to CRO are true, complete,
correct and accurately reflect the results of the Study. At
the request of CRO, Institution or Investigator will
promptly correct any errors and/or omissions to the eCRFs
or CRFs and will make available to CRO the corrected
eCRFs or CRFs and supporting records for further
verification. Institution and Investigator shall also provide
CRO with copies of all Reports, and any updates that are
required by the EC.

3.1 Zkousejici se zavazuje pitedat CRO vsechny vyplnéné
zaznamy pacientll (dokumenty eCRF nebo CRF) z klinického
hodnoceni, a to v pfimétené ¢asové lhité a v souladu s pokyny
pro provadéni klinického hodnoceni. Zdravotnické zafizeni a
Zkousejici ruci za to, ze vSechny zaznamy pacienti (dokumenty
e¢CRF nebo CRF) jsou pravdive, presné a fadné vyplnény a ze
jsou veérnym odrazem skute¢nych vysledkd klinického
hodnoceni. = Na Zzadost CRO se zdravotnické zafizeni a
zkousSejici zavazuji neprodlené opravit vSechny chyby a/nebo
opomenuti v dokumentech eCRF nebo CRF a ptedat CRO
opravené verze dokumentii eCRF nebo CRF, véetné podplirnych
zaznamu pro dal$i ovéfeni. Zdravotnické zafizeni a zkousSejici se
rovnéz zavazuji pfedat CRO kopie vSech zprav, vcetné vSech
aktualizaci a zmén, které si vyzadala eticka komise.

3.2 Institution and Investigator shall Fully Cooperate
with CRO and will meet with representatives of CRO, or its
designee, at mutually convenient times according to a
schedule set forth in Study Instructions for monitoring
visits, consultations and to allow direct inspection of all
Study related records, including Subject medical files and
Study Results, as requested by CRO and for any other
purposes relating to the Study as deemed necessary by
CRO. Investigator shall ensure that all Study Personnel
Fully Cooperates with CRO, including meeting with
personnel of CRO, or its designee, as set forth in the
preceding sentence. Institution and Investigator will take
reasonable and customary precautions, including periodic
backup of computer files, to prevent the loss or alteration of
any such Study related records.

3.2 Zdravotnické zafizeni a zkouSejici se zavazuji plné
spolupracovat s CRO, tcastnit se schlizek se zastupci CRO nebo
subjekty, které CRO k tomuto G¢elu zmocni, a to v terminech
stanovenych na zakladé vzdjemné dohody a v souladu s
¢asovym harmonogramem monitorovacich navstév, ktery je
uvedeny v pokynech k provadéni klinického hodnoceni.
Zdravotnické zafizeni a zkouSejici se dale zavazuji umoznit
CRO pristup do svych prostor za ucelem provedeni kontroly
vSech zaznaml tykajicich se klinického hodnoceni, vcetné
zdravotni dokumentace pacientti (subjekti hodnoceni) a také pro
ostatni tcely souvisejici s provadénim klinického hodnoceni,
které CRO povazuje za nezbytné. Zkousejici se zavazuje
zajistit, aby vSichni ¢lenové tymu provadéjiciho klinické
hodnoceni plné spolupracovali s CRO a ucastnili se schiizek se
zaméstnanci CRO nebo osobami povéfenymi CRO tak jak je
uvedeno v piedchozim odstavci. Zdravotnické zafizeni a
zkousejici se zavazuji pfijmout vhodnd a pfiméfenad opatieni,
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véetné pravidelného zalohovani pocitacovych soubort, za
ucelem zabranéni ztraty nebo poskozeni zaznamu tykajicich se
klinického hodnoceni.

4. AUDITS AND REGULATORY INSPECTIONS

4 AUDITY A KONTROLA ORGANU STATNIHO

DOZORU

4.1 Institution and Investigator shall Fully Cooperate
with audits or inspections performed during or after
completion of the Study, by CRO. To the extent
permitted by applicable laws, Institution and Investigator
shall allow CRO and governmental or regulatory
authorities, including but not limited to the U.S. Food and
Drug Administration, access to Resources used to perform
tasks related to the Study, shall make all requested
documents available to them and shall provide them with
any further information as may be requested.

4.1 Zdravotnické =zafizeni a zkouSejici se zavazuji plné
spolupracovat pii auditech a kontrolach provadénych béhem
klinického hodnoceni CRO. Zdravotnické zafizeni a zkousejici
se zavazuji pokud to platné zdkony umoziuji umoznit CRO,
statnim uradiim a/nebo organtim statniho dozoru, véetné mimo
jiné Utadu Spojenych stat Americkych pro kontrolu potravin a
léciv (FDA) pfistup ke zdrojim a prostfedkiim uzivanym k
plnéni ukond v ramci klinického hodnoceni a poskytnout jim
vsechny pozadované dokumenty a dalsi jimi pozadované
informace.

4.2 In the event the audit or regulatory inspection
identifies a lack of compliance with this Agreement on the
part of Institution or Investigator (or failure by any Study
Personnel to act in accordance with the terms and
conditions of this Agreement), CRO may terminate this
Agreement in accordance with Section 16.1 (a).

4.2 V ptipadé€, ze béhem auditu nebo kontroly organti statniho
dozoru bude zjisténo poruseni ustanoveni této smlouvy ze strany
zdravotnického zafizeni nebo zkousejiciho (nebo nedodrzeni
ustanoveni této smlouvy ze strany kteréhokoli jiného ¢lena tymu
provadéjiciho klinické hodnoceni), maji ZADAVATEL a CRO
pravo tuto smlouvu vypovédét v souladu s ustanovenim ¢lanku
16.1

4.3 Institution and Investigator shall immediately
notify CRO by telephone, email or fax if the EC or a
governmental or regulatory authority, including but not
limited to the State Institute for Drug Control (Statni ustav
pro kontrolu leciv -SUKL) requests to carry out an
inspection of Institution’s facilities, or does so. Institution
and Investigator shall allow SPONSOR or CRO to be
present during such inspection, and shall provide to
SPONSOR or CRO copies of all materials, correspondence,
statements, forms and records that Institution and
Investigator receives, obtains or generates pursuant to or in
connection with any such inspection.

4.3 Zdravotnické zafizeni a zkousSejici se zavazuji neprodlené
telefonicky, e-mailem nebo faxem informovat CRO v ptipadg,
kdy EK nebo statni ufad nebo organ statniho dozoru, vetné
mimo jiné Statnimu wfadu pro kontrolu 1é¢iv ( SUKL) naiidi
provedeni kontroly v prostorach zdravotnického zafizeni nebo
takovou kontrolu zahaji. Zdravotnické zafizeni a zkousSejici se
zavazuji umoznit ZADAVATELI a CRO ucast pfi téchto
kontrolach a zavazuji se poskytnout ZADAVATELI a CRO
kopie vSech materialti, korespondence, prohlaseni, formulait a
zaznamd, které zdravotnické zatizeni a/nebo zkousejici obdrzi,
ziska nebo vytvori na zakladé nebo v souvislosti s kontrolou.

5. FINANCIAL DISCLOSURE

5. ZVEREJNOVANI FINANCNICH INFORMACI

5.1 During the conduct of the Study and for one (1)
year after its completion, Investigator shall, and Institution
shall cause the Sub-Investigator(s) if applicable, and Study
Personnel, to, execute and update such forms, disclosures
and certifications now or subsequently required by CRO or
any applicable regulatory bodies related to his/her financial
interests in the SPONSOR and/or the Study Drug.

5.1 B&hem provadéni klinického hodnoceni a jeden (1) rok po
jeho dokonéeni béhem provadéni studie a pro jeden (1) rok po
jejim dokonceni je zkousejici povinen vyplhiovat a provadét
aktualizaci formulaf, potvrzeni a informaci o jeho finan¢nich
zajmech na firmé ZADAVATELE a/nebo na studijnim 1écivu,
které ZADAVATEL nebo organy statniho dozoru v této
souvislosti vyzaduji. ZkouSejici je rovnéz povinen zajistit, aby
stejné tak Cinili i pfipadni spoluzkouSejici provadéjici toto
klinické hodnoceni.

6. CONFIDENTIAL INFORMATION

6. DUVERNE INFORMACE
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6.1 Institution and Investigator agree that any and all
Confidential Information shall be received and maintained
by them in strict confidence and not disclosed to any third
party (other than SPONSOR) during the conduct of the
Study and for fifteen (15) years thereafter. Except as
expressly provided for in this Agreement. Institution and
Investigator agree to use the Confidential Information only
for the purposes of conducting the Study in accordance
with this Agreement.  Notwithstanding the foregoing,
Institution and Investigator may publish Study Results in
accordance with Section 9 and use Study Results in
connection with Subject care and for internal, non-
commercial research purposes subject to the terms of this
Agreement including this Section 6.

6.1 Zdravotnické zafizeni a zkousejici berou na védomi a
souhlasi s tim, ze vSechny davérné informace, které obdrzi v
souvislosti s touto smlouvou, musi byt uchovavany v tajnosti a
nesmi byt po celou dobu provadéni klinického hodnoceni a
dalSich patnact (15) let po jeho dokonceni sdélovany zadnym
ttetim strandm (s vyjimkou ZADAVATELE).pokud neni
vyslovné v této smlouveé uvedeno jinak. Zdravotnické zafizeni a
zkousejici se zavazuji pouzivat divérné informace vylucné pro
ucely provadéni klinického hodnoceni, v souladu s ustanovenim
této smlouvy. Bez ohledu na vyse uvedené mohou zdravotnické
zafizeni a zkous$ejici zvefejnit vysledky klinického hodnoceni v
souladu s ustanovenim ¢lanku 9 a vyuzivat vysledky klinického
hodnoceni v souvislosti s péci o subjekty hodnoceni a pro
interni, nekomer¢ni vyzkumné ucely, pokud je to v souladu s
ustanovenim této smlouvy, v¢etné jejiho ¢lanku 6.

6.2 Institution and  Investigator may disclose
Confidential Information only to (a) Study Personnel, or
other employees or staff who require access thereto for the
purposes of this Agreement; provided, however, that prior
to making any such disclosures, Institution and/or
Investigator bind such Study Personnel, employees or staff
in writing to the same obligations as are contained herein to
maintain Confidential Information in confidence and not to
use such Confidential Information for any purpose other
than in accordance with the terms of this Agreement, and
(b) the EC,. Further, if Institution or Investigator is required
by a governmental authority or by order of a court of
competent jurisdiction to disclose any Confidential
Information, Institution and/or Investigator will give CRO
prompt written notice of such request or order and
Institution and/or Investigator will take all reasonable and
lawful actions to avoid or minimize the degree of such
disclosure. Institution and/or Investigator will cooperate
reasonably with CRO in any efforts to seek a protective
order.

6.2. Zdravotnické zatizeni a zkouSejici mohou divérné
informace ptedavat pouze (a) ¢lentim tymu provadéjiciho
klinické hodnoceni nebo ostatnim zaméstnanctim ¢i
pracovniktim, ktefi musi mit k t€émto informacim pfistup za
ucelem plnéni ustanoveni této smlouvy, za predpokladu, Ze pred
pfedanim téchto informaci zdravotnické zafizeni a/nebo
zkousejici pisemné zavazi tyto ¢leny tymu provadéjiciho
klinické hodnoceni a/nebo ostatni zaméstnance ¢i pracovniky, ke
stejnym povinnostem ohledné nakladani s divérnymi
informacemi jaké predepisuje tato smlouva a ke stejnym
povinnostem jako pfedepisuje tato smlouva ohledné vyuZivani
téchto divérnych informaci vylu¢né pro ucely plnéni jejich
ustanoveni; (b) pfislusné etické komisi nebo kontrolni komisi
zdravotnického zafizeni, ktera ma provadéni klinického
hodnoceni ve zdravotnickém zafizeni na starosti . Pokud jsou
navic zdravotnické zatizeni nebo zkousSejici na zdkladé¢ natizeni
statniho organu nebo rozhodnuti opravnéného soudu, povinni
zptistupnit divérné informace, zavazuji se zdravotnické zafizeni
a/nebo zkousejici o této skutecnosti neprodlené pisemné
informovat CRO a soucasné se zavazuji pfijmout veskera
pfiméfena opatieni, v souladu s ustanovenim platnych zakond,
vedouci k minimalizaci miry takového zpfistupnéni.
Zdravotnické zafizeni a/nebo zkousejici se zavazuji poskytnout
CRO ptimétenou soudinnost pii obrané viici takovému
rozhodnuti.

6.3 The obligations of non-disclosure and non-use
under this Agreement will not apply to any portion of
Confidential Information which Institution or Investigator
can demonstrate by competent proof:

(@) is generally available in the public domain or
becomes available to the public through no act of]
the party receiving said Confidential Information;

or

6. 3 Povinnost ml¢enlivosti a nevyuzivani davérnych informaci
na zakladé této smlouvy neplati pro divérné informace, které, na
zakladé dikaz ptedlozenych zdravotnickym zafizenim a
zkousejicim:

@ byly vSeobecné vetejné znamé nebo se
stanou vefejné znamymi bez prispéni smluvni strany,
ktera tyto diveérné informace obdrzela; nebo
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(b) is independently known by the party receiving
the Confidential Information, prior to receipt
thereof, which said party can demonstrate by,
documented proof; or

(c) is lawfully given to the receiving party on a non-
confidential basis by a third party who is not
bound by any obligation to preserve it as
confidential.

(b) strana, ktera tyto informace obdrzela, jiz
znala z diivéjSka a mize to prikaznym zplisobem
dokézat; nebo

(c) strana, kterd tyto informace obdrzela, jiz
diive zdkonnym zpiisobem ziskala od jiné tfeti strany,
ktera neni vazana povinnosti mlcenlivosti ve vztahu k
témto dvérnym informacim.

6.4 Upon termination or expiration of this Agreement, or
at any time upon the request of CRO, Institution and
Investigator will return all Confidential Information to CRO
or its designee.

6.4 Po predCasném nebo fadném ukoncéeni platnosti této
smlouvy nebo kdykoli na zakladé zadosti CRO, se zdravotnické
zafizeni a zkouSejici zavazuji vratit divérné informace CRO
nebo jejimu opravnénému zastupci.

7. RIGHTS TO CONFIDENTIAL
INFORMATION AND INVESTIGATIONAL
PRODUCTS

7.PRAVA K DUVERNYM INFORMACIM A
HODNOCENEMU PRiIPRAVKU

7.1 All Confidential Information and Investigational
Products will remain CRO’s/SPONSOR's property.
Institution, Investigator and Study Personnel shall not
acquire any rights of any kind whatsoever with respect to
such Investigational Product(s) or Confidential Information
as a result of performance under this Agreement or
otherwise.

7.1 Vsechny daveérné informace a studijni 1é¢ivo jsou a zustavaji
vyhradnim vlastnictvim CRO/ZADAVATELE. Zdravotnické
zafizeni, zkouSejici a osoby podilejici se na provadéni
klinického hodnoceni neziskavaji v disledku poskytnuti plnéni
dle této smlouvy ¢i jinak ke studijnimu lé¢ivu ani ddvérnym
informacim zadna prava.

7.2 Institution and Investigator shall deliver all Study
Results, and Biological Samples to CRO or its designee, in
a timely manner throughout the performance of the Study,
as provided in the Protocol or Study Instructions, and in no
event later than ten (10) business days after (a) the date of
termination of this Agreement or (b) the date on which
CRO otherwise requests delivery of Study Results and/or
Biological Samples. SPONSOR (and its Affiliates) may use
Study Results in any manner it deems appropriate to
comply with SPONSOR's business interests, both during,
and following termination of, this Agreement.

7.2 Zdravotnické zatizeni a zkousejici se zavazuji piedavat
veskeré vysledky klinického hodnoceni a biologické vzorky
CRO nebo jejimu opravnénému zastupci, a to v¢éas a po celou
dobu provadéni klinického hodnoceni, v souladu s ustanovenim
protokolu nebo pokynti k provadéni klinického hodnoceni, avsak
v z&dném piipadé ne pozdeji nez deset (10) pracovnich dnii po
(a) datu ukonceni platnosti této smlouvy nebo (b) datu kdy si
zadavatel nebo CRO vyzadali predani téchto vysledkl
klinického hodnoceni nebo biologickych vzorku.
ZADAVATEL (a jeho sesterské spoleCnosti) smi vyuzivat
vysledky klinického hodnoceni jakymkoli zpiisobem, ktery uzna
za vhodné a ktery je v souladu s obchodnimi zajmy
ZADAVATELE, a to jak po celou dobu platnosti této smlouvy,
tak po jejim ukonceni.

8. PUBLICITY

8. REKLAMA

Except to the extent required by Applicable Law or the
rules of any stock exchange or listing agency, no party will
use the name of another party (or the name of SPONSOR)
in any form of advertising, promotion or publicity or in any
press release, without the prior written consent of that other
party. Institution and Investigator agree not to answer
inquiries regarding the Study or the Study Drug from

financial analysts. Institution and Investigator expressly

Pokud to neni vyzadovano jinak platnymi zdkony nebo pravidly
burzy ¢i pravidly pro kotovani na burze, nesmi zadna smluvni
strana pouzit nazev druhé smluvni strany (vCetné nazvu
ZADAVATELE) v Zadné inzerci, propagaci, reklamé ¢&i tiskové
zpravé bez ptredchoziho pisemného souhlasu dotyéné druhé
smluvni strany. Zdravotnické zatizeni a zkousejici se zavazuji
neodpovidat na dotazy finan¢nich analytikd ohledné klinického
hodnoceni a studijniho lé¢iva. Zdravotnické zafizeni a zkousejici
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consent to SPONSOR’s listing of information about the
Study on publicly accessible internet sites (for example,
ClinicalTrials.gov, patient recruitment sites, etc.), including
the name and contact information for Institution and/or
Investigator.

timto vyslovné udéluji ZADAVATELI souhlas, aby informace o
klinickém hodnoceni zvefejnil na vefejné dostupnych
internetovych strankach (naptiklad ClinicalTrials.gov, stranky
pro nabor subjektd hodnoceni, apod.), a to v€etné nazvu (jména)
a kontaktnich informaci zdravotnického zafizeni a/nebo
zkousejiciho.

9. PUBLICATION

9. PUBLIKOVANI

9.1 Institution and Investigator may publish the Study
Results only in accordance with this Section 9. Before
submission for publication or presentation, Institution
and/or Investigator shall allow CRO not less than sixty (60)
days to review any manuscript and not less than thirty (30)
days to review any poster presentation, abstract or any other
written or oral material which describes or discloses the
Study Results. If CRO so requests in writing, Institution
and/or Investigator shall withhold any publication or
presentation for an additional sixty (60) days.

9.1 Zdravotnické zafizeni a hlavni zkouSejici smi publikovat
vysledky klinického hodnoceni pouze v souladu s ustanovenim
tohoto ¢lanku 9. Pred zvefejnénim ¢&i prezentaci vysledkl
klinického hodnoceni se zdravotnické zafizeni a/ nebo Hlavni
zkousSejici zavazuje poskytnout ZADAVATELI lhtitu nejméné
Sedesati (60) dni na prezkoumani rukopisu, respektive nejméné
tficet (30) dni na pfezkoumani a kontrolu prezentaci, abstrakti ¢i
jakychkoli jingych dokumentli v pisemné ¢i ustni podobé, ve
kterych jsou popisovany nebo zvetejnovany vysledky klinického
hodnoceni. Pokud o to ZADAVATEL pisemné pozada,
zdravotnické zafizeni a/ nebo Hlavniho zkousejictho musi
pozdrzet vydéani publikace ¢i prezentace o dalSich Sedesat (60)
dnt.

9.2 CRO reserves the right to remove all Confidential
Information from any publications or presentations. In the
event that CRO deems that such removal would not
sufficiently protect its intellectual property rights, then
CRO may require that Institution and/or Investigator defer
such publication or presentation for a period not to exceed
an additional sixty (60) days, to permit CRO or its designee
to file any desired patent or other application.

9.2 CRO si vyhrazuje pravo z materiali uréenych ke zvetejnéni
nebo prezentaci odstranit vSechny davérné informace. V
pripadé, ze CRO usoudi, Ze toto odstranéni nebude dostatecné
chranit jeji prava duSevniho vlastnictvi, pak mize CRO
pozadovat, aby zdravotnické zatizeni a/nebo zkousejici odlozilo
vydani takové publikace nebo prezentace na dobu nepiesahujici
dal$ich Sedesat (60) dnt tak, aby CRO nebo jeji opravnény
zastupce mohli podat piihlasit pfislusny patent nebo si své
dusevni vlastnictvi jinak ochranit.

9.3 Institution and Investigator agree that because the
Study is part of the Multi-Center Study, any publication by
Institution or Investigator of the Study Results shall not be
made until after the first to occur of (a) publication of the
Multi-Center Study results; (b) notification by CRO that the
Multi-Center Study submission is no longer planned; or (c)
the eighteen (18) month anniversary of the completion or
early termination of the Multi-Center Study.

9.3 Vzhledem k tomu, ze toto klinické hodnoceni je soucasti
multicentrického Klinického hodnoceni, souhlasi zdravotnické
zafizeni a zkousSejici s tim, Ze nesmi zvefejnit zadné vysledky z
klinického hodnoceni, dokud (a) nebudou zvefejnény vysledky
za celé multicentrické klinické hodnoceni; (b) neobdrzi od CRO
oznameni, ze zvefejnéni vysledkd za celé multicentrické
klinické hodnoceni se jiz neplanuje; nebo (c) po uplynuti
nejmén¢ osmnacti (18) mésicti od dokonceni nebo ptedCasného
ukonéeni multicentrického klinického hodnoceni, podle toho co
nastane diive.

9.4. The parties agree that the SPONSOR shall provide the
Institution with a list of publications related to the results of
this Study, at the end of the Study.

9.4 Smluvni strany se dohodly, Ze =zadavatel poskytne
zdravotnickému zafizeni po ukonceni klinického hodnoceni
seznam publikaci vztahujicich se k vysledkiim tohoto klinického
hodnoceni.

10. INTELLECTUAL PROPERTY

10.DUSEVNI VLASTNICTVI

10.1  All Study Results together with all inventions,
discoveries, know-how, and improvements (including new

10.1 Vsechny vysledky klinického hodnoceni, vcetné vsech
vynalezil, objevli, know-how a technickych vylepSeni (vCetné
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uses and improvements of the Study Drug), whether or not
protectable under patent, copyright or other intellectual
property law, resulting from the performance of the Study
or the use of the Study Drug or the Confidential
Information by Institution or Investigator or Study
Personnel, alone or jointly with others (collectively, with all
associated intellectual property rights, hereinafter the
“Inventions™) will be the sole and exclusive property of
SPONSOR. Institution and Investigator will promptly
disclose to SPONSOR in writing all Inventions and each
will assign and does assign to SPONSOR all right, title and
interest throughout the world to Inventions. Institution and
Investigator will, and will cause Study Personnel to (a)
cooperate fully in obtaining patent and other proprietary
protection for any patentable or protectable Inventions all in
the name of SPONSOR and at SPONSOR’s cost and
expense; and (b) execute and deliver all requested
applications, assignments, and other documents and take
such other measures as SPONSOR reasonably requests, in
order to perfect and enforce SPONSOR’s rights in the
Inventions.

nového zptisobu vyuziti ¢i vylepseni studijniho 1é¢iva), ziskané
nebo odvozené v souvislosti s provadénim klinického hodnoceni
nebo v souvislosti s vyuzivanim studijniho 1é¢iva ¢i divérnych
informaci zdravotnickym zafizenim, zkousSejicim nebo osobami
podilejicimi se na provadéni klinického hodnoceni, a to jak
spole¢né tak jednotlivé (dale jen spolu se vSemi souvisejicimi
pravy dusevniho vlastnictvi jako "objevy"), bez ohledu na to,
zda je lze chrénit patenty, pravy duSevniho vlastnictvi ¢i jinymi
vlastnickymi pravy ¢i nikoli, jsou vyhradnim a vyluénym
vlastnictvim ZADAVATELE. Zdravotnické zafizeni a
zkouSejici  jsou  povinni neprodlen¢ pisemné  sdélit
ZADAVATELI informace o vsech objevech a timto na
ZADAVATELE pievadi, celosvétoveé vSechna prava, vlastnictvi
a podily k témto objeviim. Zdravotnické zafizeni a zkouSejici se
zavazuji a souCasn¢ jsou povinni zajistit, aby vSechny osoby
podilejici se na provadéni klinického hodnoceni: (a) poskytly
zadavatelovi plnou soucinnost pfi ziskdvani patentd ¢i jiné
vhodné ochrany patentovatelnych ¢i chranénych objevi, a to na
naklady a vydaje zadavatele; a (b) podepsaly a dodaly vsechny
pozadované zadosti, pfevody a ostatni dokumenty a aby ptijaly
ostatni opatfeni, kterd zadavatel v pfiméfené mife mulze
pozadovat za Uclelem zajisténi a vymahani svych prav k
objevim.

10.2  All parties to this Agreement and SPONSOR shall
retain all right, title and interest in any intellectual property
that was owned by such party or SPONSOR prior to or
apart from the commencement of this Agreement. No
license grant or assignment, express or implied, by estoppel
or otherwise, is intended by, or shall be inferred from, this
Agreement except to the extent necessary for each party to
fulfill its obligations under this Agreement or otherwise
give effect to this Agreement.

10.2.  Vsechny strany této smlouvy a ZADAVATEL si
zachovavaji vsechna prava, podily a zajmy k dusevnimu
vlastnictvi, které tyto strany a/nebo ZADAVATEL vlastnily
pfed zahajenim plnéni této smlouvy nebo které byly ziskany
nezavisle na této smlouvé. Touto smlouvou se nepievadi zadné
licence, a to ani vyslovng, ani domnéle ¢i na zaklad¢ zakonné
prekazky ¢i jinak, nad rdmec povinnosti jednotlivych smluvnich
stran dle této smlouvy

11. DATA PROTECTION & PRIVACY.

11. OCHRANA DAT A OSOBNICH UDAJU

11.1  Investigator hereby represent and warrant that they
shall obtain all necessary consents in writing from:

(a) all Subjects as per the informed consent form;
and

(b) the key members of Study Personnel

participating in the Study for administrative /

study management and any other purpose

required by law,

so that such Subjects and Study Personnel’s Personal Data
can be Processed by (including transferred to) CRO, any of
its Affiliates, and SPONSOR or any of its Affiliates and
regulatory authorities in each case within or outside the

country where such data originates. Investigator consents to

11.1 zkousejici timto prohlasuje a rudi za to, Ze ziskaji v§echny
nezbytné souhlasy v pisemné formé od:

(a) vsech subjektt hodnoceni, ve form¢ informovaného
souhlasu; a

(b) vSech hlavnich ¢lent tymu, ktery se podili na provadéni
klinického hodnoceni, v¢etné zkousejiciho, a to pro
administrativni Géely, pro ucely spravy a provadéni
klinického hodnoceni a pro ostatni i¢ely pozadované
zékonem

tak, aby CRO a jeji sesterské spole¢nosti, ZADAVATEL a jeho
dcefiné spole¢nosti a organy statniho dozoru mohly osobni data
subjektd hodnoceniclend tymu provadéjiciho klinické hodnoceni
a zkousejiciho zpracovavat (véetné prevadeéni), a to jak v zemi,
odkud tyto idaje pochazi, tak v zahrani¢i.Zkousejici souhlasi se
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the Processing (including use, disclosure or transfer) of
his/her Personal Data by CRO and/or SPONSOR and their
respective designees, agents and affiliates and national and
foreign governmental or regulatory agencies for the
following purposes (the “Purposes™): (i) the conduct of
clinical trials; (ii) review by governmental or regulatory
agencies, CRO and/or SPONSOR and their respective
designees, agents, and affiliates; (iii) satisfying legal or
regulatory requirements; and (iv) storage in databases for
use in selecting investigators and institutions for future
clinical trials. Investigator also agrees to a transfer of
his/her Personal Data abroad, even if such Personal Data is
transferred to countries that do not ensure an equivalent
level of protection as in the country where the Study is
taking place.

zpracovanim svych osobnich informaci (véetné pouzivani,
sdélovani a ptedavani téchto informaci) CRO a/nebo
ZADAVATELEM a jejich zastupci a sesterskymi spoleénostmi
a narodnimi ¢i zahrani¢nimi statnimi Gfady nebo organy statniho
dozoru pro nasledujici ucely (dale jen "acely"): (i) provadéni
klinickych hodnocenti; (ii) kontrol ze strany statnich ufada ¢i
organt statniho dozoru, CRO a/nebo ZADAVATELE ¢i jejich
zastupct a sesterskych spole¢nosti; (iii) plnéni zakonnych
pozadavkl a pozadavkl organt statniho dozoru; a (iv) ukladani
v databazich pouzivanych pfi vybéru zkousejicich a
zdravotnickych zatfizeni pro budouci klinickd hodnoceni.
Zkousejici také souhlasi s poskytnutim jeho/jejich osobnich
udaji do zahraniéi, a to i v piipadé, kdy budou tyto osobni udaje
poskytovany do zemi, které nezajist'uji stejnou uroven ochrany
jako v zemi, kde klinické hodnoceni probiha

11.2  Institution and Investigator shall notify CRO
immediately in writing (but in no event later than five (5)
days from the date) of any Data Security Breach and shall
assist and cooperate with CRO concerning any disclosures
to affected parties and other remedial measures as requested
by CRO or required under any Applicable Laws.

11.2. Zdravotnické zafizeni a zkousejici se zavazuji neprodlené
a pisemné informovat CRO o jakémkoli poruSeni ustanoveni o
bezpecnosti osobnich udaji (v kazdém piipadé vSak nejpozdéji
do péti 5 dnti od data takového poruseni) a zavazuji se
poskytnout CRO soucinnost pfi informovani doty¢nych stran a
pfijimani napravnych opatfeni vyzadovanych CRO nebo na
zaklad¢ ustanoveni platnych zakont.

11.3  If requested by CRO in order to enable CRO to
comply with any Applicable Law and to Process any
Personal Data, Institution and Investigator will work with
CRO in good faith to address any issue relating to the
Processing of Personal Data.

11.3. Na z&kladé zadosti CRO a za u¢elem umoznéni, aby CRO
mohla dodrzZet ustanoveni platnych zakonti a zpracovavat osobni
udaje, se zdravotnické zafizeni a zkousejici zavazuji v dobré vife
spolupracovat s CRO pii feSeni problémil souvisejicich se
zpracovanim osobnich udajt.

12. INDEMNIFICATION

12. ODSKODNENI

12.1 Institution and Investigator shall immediately
notify CRO in writing of any claim of illness or injury that
is claimed to be due to an adverse reaction to the Study
Drug or any of the clinical intervention or procedures that
are provided for or required by the Protocol to which the
Subjects would not have been exposed but for their
participation in the Study. Institution and Investigator shall
allow SPONSOR to handle such claim (including, if
applicable, settlement negotiations), and shall cooperate
fully with SPONSOR in its handling of the claim.

12.1. Zdravotnické zafizeni a zkousejici se zavazuji neprodlené
pisemné informovat CRO o vSech nérocich v souvislosti s
onemocnénim ¢i zranénim subjektd hodnoceni, které lze pripsat
nezadoucim reakcim na studijni 1é¢ivo ZADAVATELe nebo na
klinicka vySetieni ¢i zakroky provadéné v souladu s protokolem,
kterym by doty¢ny subjekt hodnoceni nebyl vystaven nebo se
jim nemusel podrobit, kdyby se neucastnil klinického
hodnoceni. Zdravotnické zafizeni a zkousSejici se zavazuji
umoznit ZADAVATELI podilet se na feseni téchto naroka
(v€etné, mimo jiné, jednani o vyrovnani) a soucasn¢ se zavazuji
plné se ZADAVATELem spolupracovat pti feseni takovych
narok.

12.2  The CRO warrants that SPONSOR undertakes to
provide the Institution and the Investigator with
compensation for damage to health caused to Subjects in
the amount successfully claimed at competent courts by
concerned Subject. However, this claim must exclusively
relate to unforeseen and unforeseeable health harm to a
Subject, who properly participated in the Study, arising
directly from the use of the Study Drug or from a procedure

12.2 CRO zarucuje ,ze ZADAVATEL se zavazuje poskytnout
zdravotnickému zafizeni a zkousejicimu nahradu skody za jmu
na zdravi zptsobenou Subjektu hodnoceni ve vysi subjektem
hodnoceni tspésné uplatnéného naroku u soudu. Tento narok se
vSak musi vyluéné tykat neptedvidané a nepiedvidatelné Gjmy
na zdravi, ktera subjektu hodnoceni, jenz se fadné ucastnil
klinického hodnoceni, vznikla v ptimé souvislosti s uzivanim
studijniho 1é¢iva ¢i s postupem uzitym v souladu s protokolem
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performed in accordance with the Study Protocol.

Applications must contain the full name of the legal entity
(business name) and the addresses of all parties requesting
to be indemnified from the SPONSOR and must be sent to:

Investigator Contracts

Attention 230219

PAREXEL International (IRL) Limited
70 Sir John Rogerson’s Quay

Dublin 2

Ireland

CRO shall act as the intermediary to coordinate such
requests and shall have no other obligation in connection
therewith.

klinického hodnoceni.

Zédosti musi obsahovat cely nazev pravnické osoby (obchodni
jméno) a adresy vsech smluvnich stran, které zadaji o
odskodnéni ze strany ZADAVATELe, a musi byt zasilany na
adresu:

Investigator Contracts

Attention 231925

PAREXEL International (IRL) Limited
70 Sir John Rogerson’s Quay

Dublin 2

Irsko

CRO bude pro ucely téchto pozadavkl vystupovat pouze jako
prostfednik a nemé v souvislosti s nimi zddnou jinou povinnost.

12.3 Institution and Investigator acknowledge that
SPONSOR has no obligation to indemnify or be responsible
for any third party loss, claim, cost (including reasonable
attorney fees) or demand if and to the extent such losses,
claims or demands arise from any injuries or damages
resulting from Institution’s, Investigator’s or the Study
Personnel’s negligence or willful misconduct, breach of this
Agreement, failure to adhere to the Protocol, failure to
obtain signed informed consent forms, failure to follow
Applicable Law, misuse of the Investigational Products or
provision of unauthorized warranties.

12.3 Zdravotnické zaiizeni a zkousejici berou na védomi, ze
ZADAVATEL nema povinnost odskodnit ani neni odpovédny za
zadné ztraty, naroky a naklady tfetich stran (vEetné pfimétrenych
nakladi na pravni pomoc) ¢i pozadavky, pokud tyto ztraty,
naroky, naklady nebo pozadavky vznikly v disledku nedbalosti
na stran¢ zdravotnického zafizeni, zkouSejicitho a/nebo clent
tymu provadéjiciho klinické hodnoceni a/nebo v dusledku toho,
ze zdravotnické zatizeni, zkouSejici a/nebo néktery ¢len tymu
provadéjiciho klinické hodnoceni porusili ustanoveni této
smlouvy, porusili ustanoveni protokolu, nenechali subjekt
hodnoceni podepsat informovany souhlas, porusili ustanoveni
platnych zakont, chybnym zplsobem pouzili studijni 1é¢ivo,
zpusobili Skodu utmyslnym zavinénim, poskytli neopravnéné
zaruky a/nebo se dopustili umyslného zavinéni.

12.4  Neither CRO nor SPONSOR will be responsible
for any third party loss, claim, or demand arising from any
(2) injuries or damages incurred if they are the result of or
are alleged to be the result of negligence or wilful
misconduct on the part of the Institution, Investigator or
Study Personnel; (b) activities contrary to the Protocol, any
Study Instructions, this Agreement, or Applicable Law; (c)
unauthorized warranties made by the Institution,
Investigator or Study Personnel concerning the Study Drug;
or (d) case in which written informed consent was not
obtained in accordance with the Protocol for the Subject
involved in such case.

12.4 Ani CRO ani ZADAVATEL nenesou odpovédnost za
ztraty, naroky a pozadavky tfetich stran, vzniklé, mimo jiné,: (a)
v disledku zranéni osob nebo $kod, které vznikly (nebo je lze
pfipsat) v disledku nedbalosti ¢i umyslného zavinéni na strané
zdravotnického zafizeni, zkousejiciho nebo osob podilejicich se
na provadéni klinického hodnoceni; (b) v dusledku provadéni
¢innosti v rozporu s protokolem, pokyny pro provadéni
klinického hodnoceni, touto smlouvou nebo platnymi zakony;
(¢) v diasledku poskytnuti neopravnénych zaruk ohledné
studijniho 1é¢iva ze strany zdravotnického zatizeni, zkousejiciho
nebo osob podilejicich se na provadéni klinického hodnoceni;
nebo (d) v disledku skutecnosti, Ze u dotéené¢ho subjektu
hodnoceni, kterého se dany piipad tykal, nebyl tadné ziskan
informovany souhlas v souladu s ustanovenim protokolu.

125 CRO shall be liable under this Agreement for
damages resulting from its negligence or wilful misconduct
in the execution of its services hereunder.

12.5 CRO je na zéklad¢ této smlouvy odpovédna za skody
vzniklé v dtsledku jeji nedbalosti nebo umyslného zavinéni pfi
poskytovani nize uvedenych sluzeb.

13. INSURANCE

13. POJISTENI
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13.1CRO is responsible for ensuring that the SPONSOR
has concluded, in accordance with Section 52, Para. F) of
the Act No. 378/2007 Coll.,, on pharmaceuticals, as
amended, a liability insurance for the SPONSOR and the
Investigator by means of which compensation is also
ensured in the event of death of the Subject and
indemnification for health damage caused to the Subject in
connection with his/her participation in the Study. The
SPONSOR is obliged to maintain the above-mentioned
insurance for the duration of the Study.

13.1 CRO je odpovédna za to, ze ZADAVATEL pied zahjenim
klinického hodnoceni uzaviel dle § 52 odst. 3 pism. f) zakona ¢.
378/2007 Sb., o l1éCivech, v platném znéni, pojisténi
odpovédnosti za Skodu pro ZADAVATELE a zkousejiciho,
jehoz prostfednictvim je zajisténo 1 odskodnéni v pfipad€ smrti
subjektu hodnoceni nebo v piipadé Skody vzniklé na zdravi
subjektu hodnoceni v disledku provadéni klinického hodnoceni.
ZADAVATEL je povinen vyse uvedené pojisténi udrzovat v
platnosti po celou dobu trvani klinického hodnoceni.

13.2  The Institution has, in accordance with Section 45
(2) N) of Act No. 372/2011 Coll., on health services,
concluded a liability insurance covering its liability for
damage caused in connection with the provision of health
services, and will provide evidence of such insurance upon
request by CRO

13.2 Zdravotnické zatizeni ma v souladu s § 45 odst. 2 pism. n)
zakona ¢. 372/2011 Sb., o zdravotnich sluzbach, uzavienou
pojistnou smlouvu o pojisténi své odpoveédnosti za Skodu
zpusobenou v souvislosti s poskytovanim zdravotnich sluzeb.a

na zadost CRO se zavazuje tento dokument poskytnout

14. DEBARMENT

14. ZAKAZ CINNOSTI

14.1 Institution and Investigator hereby certify that to
the best of their knowledge and control, neither Institution,
Investigator nor any person employed by Institution or
Investigator to work on the Study (including any
subcontractor permitted pursuant to Section 17.2) is or has
been:

(a) debarred by any relevant authorities,
pursuant to any Applicable Law, including but not
limited to Section 306(a) and (b) of the US Federal
Food, Drug and Cosmetic Act, or disqualified as a
clinical investigator under the provisions of 21
C.F.R. § 312.70;

(b) listed on any of the following lists as
being suspended, debarred, or excluded, or
otherwise ineligible to participate in Federal
procurement or non-procurement programs:

() the List of Excluded
Individuals/Entities (LEIE)
database
(http://oig.hhs.gov/fraud/exclusion
s/exclusions_list.asp) on the HHS
Office of Inspector General
website;

(i) the U.S. General Services
Administration's Excluded Parties
List System (EPSL) (sometimes
referred to as the “GSA
Debarment List”)

14.1 Zdravotnické zatizeni a zkousejici timto potvrzuji, ze dle
jejich nejlepsiho védomi a,svédomi zdravotnické zafizeni,
zkousSejici ani Zadna jind osoba zaméestnand zdravotnickym
zafizenim nebo zkousSejicim pro t€ely provadéni klinického
hodnoceni (véetné piipadnych povolenych subdodavateld na
zaklad¢ ustanoveni ¢lanku 17.2):

(a) nema ptislusnymi organy, na zakladé platnych zakond,
véetn€, mimo jiné, na zaklad¢ ustanoveni ¢lanku 306
zakona US Federal Food Drug and Cosmetic Act
(Federalni zdkon USA o potravinach, l1é¢ivech a
kosmetickych pripravcich) zakazan vykon funkce
zkousejiciho v souladu s ustanovenim 21 C.F.R. §
312.70;

(b) neni vedena v zadném z niZe uvedenych seznamii
jako osoba se zékazem Ucasti, ¢innosti ¢i jakymkoli
jinym trestem, ktery ji ¢ini nezptisobilou tcastnit se
federalnich zakazek a programi:

() Databéze osob/subjektt (LEIE)
(http://oig.hhs.gov/fraud/exclusion
s/exclusions_list.asp) vylouc¢enych
osob, osob se zakazanou ucasti ¢i
osob zbavenych zpiisobilosti
Ucastnit se federalnich zakazek a
programu:

(i) Seznam vyloucenych
osob/subjektt (LEIE) na
webovych strankach generélniho
inspektora Ministerstva
zdravotnictvi USA (HHS).
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(http://www.epls.qov);

(iii)  the U.S. Food and Drug
Admnistration (FDA) Debarment
List
(http://www.fda.gov/ora/complianc
e ref/debar/default.htm);

(iv)  any of the FDA
Disqualified/Restricted/Restriction
s/Removed/Assurance Lists for
Clinical Investigators
(http://www.fda.gov/ora/complianc
e ref/bimo/dis res assur.htm); or

(V) the Administrative Actions
Listing of the Public Health
Service
(http://silk.nih.gov/public/cbzlbje.
@www.orilist.html).

For purposes of this Section, any of the foregoing shall be
deemed to constitute being “debarred”.

In addition, Institution and Investigator agree to the best of
their knowledge and control that no debarred person will
in the future be employed or otherwise engaged (including
on a contract basis) by Institution or Investigator to work
on the Study. If during the course of the Study, Institution
or Investigator becomes debarred or learns that any person
connected with the Study is debarred, or that there is a
threat of debarment of any such person, then Institution
and Investigator must immediately notify CRO. CRO may
immediately terminate this Agreement in the event any of
the foregoing occurs.

(http://www.epls.qov)

(iii) Seznam subjektt vyloucenych
vladou USA z tcasti na statnich
zakazkach (U.S. General Services
Administration's Excluded Parties
List System - EPSL) (n€kdy téz
oznacovan jako "Seznam
vylouc¢enych osob GSA - GSA
Debarment List")
(http://www.fda.gov/ora/complian

ce_ref/debar/default.htm);

(iv) Seznam subjekt zbavenych
zpiisobilosti Uradem USA pro
kontrolu potravin a 1é¢iv (U.S.
Food and Drug Admnistration
(FDA) Debarment List)
(http://www.fda.gov/ora/complian
ce_ref/bimo/dis_res assur.htm)

nebo

(v) V seznamu subjektd proti nimz
je vedeno disciplinarni fizeni na
webovych strankach Vetejné
zdravotni sluzby (Public Health
Service)
(http://silk.nih.gov/public/cbzlbje.

@www.orilist.html).

Pro ucely tohoto ¢lanku plati, ze zapis ve kterémkoli ze shora
uvedenych seznamti znamena "ztratu zptsobilosti".

Zdravotnické zafizeni a zkousSejici dale souhlasi a zavazuji se, ze
dle svého nejlepsiho védomi a sv€domi nezaméstnaji ani
neangazuji (véetn¢ angazovani na zakladé smlouvy) zadnou
osobu, ktera je zbavena zpisobilosti pro vykon jakékoli ¢innosti
v souvislosti s provadénim klinického hodnoceni. Pokud se v
priabéhu klinického hodnoceni zdravotnické zafizeni nebo
zkousejici stanou nezpusobili k provadéni klinického hodnoceni
nebo pokud se zdravotnické zatizeni a/nebo zkousejici dozvi, Ze
nektera z osob podilejicich se na provadéni klinického
hodnoceni byla zbavena zptsobilosti k jeho provadéni nebo ji
zbaveni zptisobilosti hrozi, jsou povinni o této skute¢nosti
neprodlené informovat ZADAVATELe a CRO. V piipadé, ze
dojde ke shora popsané situaci, miize CRO tuto smlouvu
vypovedét s okamzitou platnosti.

15. PAYMENTS TERMS AND CONDITIONS

15. PLATEBNI USTANOVENI A PODMINKY

15.1 In full consideration for the Services of Institution,
Investigator and Study Personnel rendered in compliance
with this Agreement, CRO agrees to pay the fees and

15.1 Jako kone¢nou a Uplnou Uplatu za f4dné a v souladu s
protokolem poskytnuté sluzby ze strany zdravotnického
zafizeni, zkouSejictho a osob podilejicich se na provadéni
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expenses set forth in Exhibit A. Such fees and expenses will
be paid solely to Institution.. The parties agree that Exhibit
A is part of this Agreement and clarifies the schedule of
payments associated with this Agreement and that the fees
and expenses set forth in Exhibit A represent the fair
market value for the Services provided by Institution and
Investigator. CRO will not be required to pay any amount
that exceeds the amount specified in Exhibit A. Payments
shall be made in accordance with the provisions set forth in
Exhibit A, with the last payment being made after
Institution and Investigator complete all of their obligations
under this Agreement and any Exhibits thereto. Institution
and Investigator shall not seek reimbursement from any
national healthcare program or third party payer for any
amounts paid by CRO to Institution in connection with the
Study.

klinického hodnoceni, se CRO zavazuje vyplatit odménu a
zajistit Ghradu nakladl, a to dle ustanoveni pfilohy A této
smlouvy. Tato odména a naklady budou vyplaceny vyluéné
zdravotnickému zafizeni. Smluvni strany berou na védomi a
souhlasi s tim Ze Ptiloha A - Harmonogram plateb tvofi nedilnou
soucast této smlouvy a je v ni uveden platebni kalendar
veskerych plateb souvisejicich s touto smlouvou. CRO neni
povinna vyplatit jakoukoli ¢astku, kterd prevySuje Ccastky
uvedené v Ptiloze A. Vyplata odmén bude probihat v souladu s
ustanovenim této piilohy A s tim, Ze posledni odména bude
vyplacena az poté, co zdravotnické zafizeni a zkouSejici splni
vsechny své povinnosti dle ustanoveni této smlouvy a vsech
jejich priloh.. Zdravotnické =zafizeni a zkouSejici nesmi
pozadovat zddnou uhradu ¢astek, které CRO jiz zdravotnickému
zafizeni zaplatila, ze zdravotniho pojisténi nebo od tretich stran.

15.2  Institution and Investigator shall comply with all
obligations with respect to taxes, amounts to be withheld and
social security contributions, if applicable, which relate to the
subject matter of this Agreement including, without
limitation, those that relate to any payments made hereunder
to Institution, Investigator, Study Personnel or, as the case
may be, those that relate to any payments made by Institution
or Investigator to Study Personnel.

15.2 Zdravotnické zaiizeni a zkousejici se zavazuji splnit
veskeré povinnosti v oblasti odvodl dani, socialniho pojisténi a
dalsich zakonem stanovenych odvodt, a to, mimo jiné, ze vSech
plateb, které jsou na zékladé¢ této smlouvy zdravotnickému
zafizeni, zkouSejicimu ¢&i  tymu provadéjicimu  klinické
hodnoceni vyplaceny a ze vsech plateb, které zdravotnicke
zafizeni vyplaci zkouSejicimu a ¢lenim tymu provadéjicimu
klinické hodnoceni.

15.3  Institution and Investigator acknowledge and agree
that its, his or her judgment with respect to its, his or her
advice to and care of each Subject is not and shall not be
affected by the compensation Institution and/or Investigator
receive in connection with the Study.

15.3 Zdravotnické zafizeni a zkouSejici berou na védomi a
souhlasi, Ze odména, kterou ziskavaji na zaklad¢ této smlouvy
za poskytované sluzby, zadnym zpisobem nesmi ovlivnit jejich
medicinsky tsudek a kvalitu zdravotni péce poskytovanou
pacientiim.

154 Institution and Investigator agree that
SPONSOR and CRO may disclose the fees and expenses
payable or paid under this Agreement to any governmental
authorities according to Applicable Law.

15.4. Zdravotnické zafizeni a zkousejici berou na védomi a
souhlasi s tim, ze ZADAVATEL a CRO mohou sdélit informace
o odménach a nakladech vyplacenych na zaklad¢ této smlouvy
statnim organiim na zaklad¢ platnych zakont

15,5 SPONSOR, through CRO, will provide Institution
and/or Investigator with (2) the Investigational Products, (b)
eCRFs/CRFs and (c) support services (e.g., laboratory
services) as specified in the Protocol.

155 ZADAVATEL, prostfednictvim CRO, poskytne
zdravotnickému zafizeni a/nebo zkousejicimu: (a) studijni 1é¢ivo
(b) formulate zdznamt pacientti (dokumenty eCRF/CRF) a (c)
podpiirné sluzby (napf. laboratorni sluzby) uvedené v protokolu.

15.6  Subject to the confidentiality obligations under this
Agreement, Institution and Investigator agree to accurately
describe SPONSOR’s support for the Study in accordance
with any Applicable Law and institutional or publication
policies applicable to activities authorized by this
Agreement.

15.6 S ohledem na povinnost mlcenlivosti na zakladé této
smlouvy, se zdravotnické zafizeni a zkouSejici zavazuji presné
informovat o podpoie ZADAVATELE poskytnuté pro ucely
klinického hodnoceni, a to v souladu s ustanovenim platnych
zakonli a zasad pro zvefejnovani informaci popsanych v této
smlouvé.

15.7  Notwithstanding anything in this Agreement to the
contrary, CRO reserves the right to terminate enroliment at
Institution when the total number of subjects enrolled in the
Multi-Center Study reaches the level specified in the

15.7 Bez ohledu na protikladnd ustanoveni této smlouvy, si
CRO vyhrazuje pravo ukonéit nabor pacientd do klinického
hodnoceni ve zdravotnickém zatizeni, poté co bude do
multicentrického klinického hodnoceni zafazen pocet pacientl

230219 _BGB-3111 302_CZE 3702 INST PI CSA_Hajek Bilingual_20171207_v.1,0
Page 17 of 30




Protocol.

uvedeny v protokolu.

15.8.To the extent required by and in accordance with Act
No. 340/2015 Coll.,, on Registry of Contracts, this
Agreement and/or any amendment to it, will be published
on the Contract Registry within thirty (30) days from the
date of last signature of this Agreement and/or any
amendment to it. The parties agree that if publication on
the Contract Registry is required, Institution will, in
accordance with applicable law and this Section 15.8, make
such publication, including this Agreement, its attachments
(excluding the Protocol) and any future amendments
thereto within the above-mentioned thirty (30) day time
period. Institution will limit what it publishes on the
Contract Registry to the information it is required to
publish by the act referenced above. Prior to publication,
CRO shall redact all information comprising or related to
Confidential Information, Personal Data and business and
trade secrets, as defined by the Civil Code from the
Agreement  (“Excluded  Information”).  Excluded
Information does not include the expected aggregate total
Study budget (contract value). CRO shall prepare the final
form of the Agreement and/or any amendment that will be
published (“Publication Agreement”), which Publication
Agreement shall not contain any Excluded Information,

15.8  V rozsahu pozadovaném zdkonem ¢islo 340/2015 Sh. o
registru smluv a v souladu s timto zakonem bude tato smlouva
a/nebo veskeré dodatky k ni, zvefejnény v Registru smluv, a to
do tficeti (30) dnil od data, kdy tuto smlouvu a/nebo pfislusny
dodatek podepise posledni smluvni strana. Smluvni strany se
dohodly, ze pokud je vyzadovéno zvetejnéni v Registru smluv,
provede toto zvefejnéni v souladu s ustanovenim platnych
zakonl a tohoto ¢lanku 15.8 zdravotnické zafizeni. To se tyka
jak této smlouvy, tak jejich ptiloh (s vyjimkou protokolu) a
veskerych piipadnych budoucich dodatkd k t€émto dokumentim.
Zvetejnéni musi byt provedeno ve shora uvedené 1hité tiiceti
(30) dnti. Zdravotnické zafizeni se zavazuje zvetejnit v Registru
smluv pouze informace, které ma povinnost zvetejnit na zaklade
ustanoveni shora uvedeného zékona. Pred zvefejnénim odstrani
CRO ze smlouvy veskeré daveérné informace, osobni informace
a obchodni tajemstvi, ve smyslu Obcanského zakoniku (dale jen
"vylou€ené informace"). Za vyloucené informace se
nepovazuje celkova predpokladana vyse rozpoctu klinického
hodnoceni (hodnota zakazky). CRO pfipravi kone¢nou verzi
smlouvy a/nebo dodatkli ke zvefejnéni (dale jen "smlouva
urcena ke zverejnéni"). Tato smlouva urcend ke zvefejnéni
nebude obsahovat vylou¢ené informace.

16. TERMINATION

16. UKONCENI PLATNOSTI SMLOUVY

16.1  This Agreement will become effective upon the
date of publication the Agreement in Central Register of
Agreements according the law, and shall continue in effect
for the full duration of the Study according to the Protocol
unless sooner terminated in accordance with the provisions
of this Section. CRO may terminate this Agreement without
cause upon thirty (30) days prior written notice to
Institution and Investigator and immediately upon written
notice to Institution and Investigator upon any of the
following occurrences:

(a) Institution or Investigator has failed to cure a breach
to this Agreement within thirty (30) days of receipt
of written notice, specifying such breach; or
(b) the individual serving as Investigator becomes
personally unavailable to conduct the Study and a
CRO-approved replacement has not been identified
by Institution; or

(c) if, two months after shipment of the Investigational
Products, Investigator has failed to meet the
enrolment target for Subjects set forth in Exhibit A,
or has recruited such a low number of Subjects that

it can be reasonably assumed by CRO that the

16.1.Tato smlouva nabyva G¢innosti k datuzvefejnéni dle zakona
o registru smluv a jeji platnost a uc¢innost trva po celou dobu
provadéni klinického hodnoceni v souladu s ustanovenim
protokolu, pokud nebude pied¢asné ukoncena v souladu s
ustanovenim tohoto ¢lanku této smlouvy.

CRO miize tuto smlouvu vypoveédét bez udani ditvodu, a to s
tficeti (30) denni vypovedni lhtitou, na zakladé pisemné
vypovédi zaslané zdravotnickému zafizeni a zkousejicimu, a to v
nasledujicich pripadech:

(a) zdravotnické zafizeni nebo zkousejici nezjednali
napravu pfi poruseni ustanoveni této smlouvy do tficeti
(30) dnt1 od obdrZeni pisemného upozornéni na konkrétni
poruseni smlouvy a/nebo

(b) stavajici zkousSejici neni schopen dale pokracovat v
provadéni klinického hodnoceni a zdravotnickému
zafizeni se nepodafilo ziskat nahradniho zkousejiciho,
kterého by CRO schvélila; nebo

(¢) pokud do dvou mésicti po dodani studijniho 1é¢iva
nesplni zkousejici cilovy pocet zatfazenych subjektti do
klinického hodnoceni dle prilohy A nebo pokud do
klinického hodnoceni zafadi tak nizky pocet subjekti, ze
CRO muize divodné predpokladat, ze se do klinického
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agreed number of Subjects will not be reached in
accordance with the schedule set forth in Exhibit A;
or
(d) the authorization and approval to perform the Study
is withdrawn by the EC or competent regulatory
authority; or

the audit or regulatory inspection identifies a serious
breach or lack of compliance with this Agreement

(€)

() if any of the circumstances permitting termination
pursuant to Section 14.1 occur.

hodnoceni nepodafi zatadit cilovy pocet subjektu dle
prilohy A; nebo

(d) orgén statniho dozoru a/nebo etickd komise
zdravotnického zafizeni odvolaji své povoleni nebo
souhlas s provedenim klinického hodnoceni; nebo

(e) pokud audit nebo kontrola ze strany organii statniho
dozoru zjisti zavazné nedostatky v dodrzovani ustanoveni
této smlouvy

(f)pokud nastane nektera z okolnosti dle ¢lanku 14.1,
umoziiujici ukonc€eni této smlouvy.

16.2  This Agreement may be terminated by Institution
or Investigator, upon sixty (60) days’ prior written notice to
CRO, for breach of this Agreement by CRO if the breach is
not cured within thirty (30) days of such notification

16.2. Zdravotnické zafizeni nebo zkousejici mohou tuto
smlouvu vypoveédét na zaklade pisemné vypovedi se Sedesati
(60) denni vypovédni lhtitou zaslané CRO, a to v ptipadé
poruseni ustanoveni této smlouvy CRO, pokud tato do tficeti
(30) dnti od obdrzeni upozornéni na takové poruseni nezjedna
napravu.

16.3 If this Agreement is terminated prematurely in
accordance with Section 16.1 or 16.2, Institution and
Investigator shall use its, his or her best efforts to:

(@) minimize further costs while maintaining
good medical care of the Subjects; and,;
(b) immediately stop enrolling subjects into the

Study and cease administering
Investigational Products to Subjects and
conducting Study procedures on Subjects, to
the extent medically advisable.

16.3. V ptipad¢ predcasného ukonceni této smlouvy v souladu s
ustanovenim ¢lankd 16.1 nebo 16.2 se zdravotnické zafizeni a
zkousSejici zavazuji vyvinout pfimétené usili ve smyslu:

a) minimalizace dal$ich nakladd, av$ak s ohledem na
zachovani fadné zdravotni péce o subjekty hodnoceni; a

b) neprodlené ukoncit nabor subjektu do klinického
hodnoceni a pfestat podavat studijni 1é¢ivo subjektiim
hodnoceni a provadét I€kaiské zadkroky pfedepsané pro
klinické hodnoceni na subjektech hodnoceni, pokud je
to z 1€kai'ského hlediska vhodné.

16.4  Should Investigator conclude that continuation of the
Study is no longer medically justifiable, due to (a)
unexpected results, (b) the severity or prevalence of serious
adverse events, or (c) the efficacy of the treatment with
Study Drug appears to be insufficient, then he/she will
promptly notify CRO and the EC in writing, and may
suspend treatment of Subjects until such time as CRO (based
on consultations with SPONSOR) and Investigator reach
agreement as to the best course of action.

16.4. Pokud zkousejici dospéje k zavéru, Ze pokraovani
klinického hodnoceni jiz neni medicinsky opodstatnéné z
dtvodu (i) neoc¢ekavanych vysledkd, (ii) zavaznosti nebo
Cetnosti vyskytu zavaznych nezadoucich reakci nebo (iii)
zjisténi, Ze ucinnost 1éCby studijnim 1é¢ivem ZADAVATELe
neni dostatecnd; zavazuje se neprodlené o této skutecnosti
pisemné informovat CRO a etickou komisi a miize prerusit
1é¢bu subjektti hodnoceni, dokud se CRO (na zakladé jednani se
ZADAVATELem) a zkousejici nedohodnou na dalsim postupu.

16,5 Termination of this Agreement by any party shall
not affect the rights and obligations of the parties accrued
prior to the effective date of termination of this Agreement.
Any provision of this Agreement that should survive
expiration or termination of this Agreement in order to give
proper effect to its intent, shall survive expiration or
termination of this Agreement.

16.5 Vypovézeni této smlouvy kteroukoli smluvni stranou
neovliviluje prava a povinnosti smluvnich stran vzniklé pted
datem nabyti G¢innosti vypovedi této smlouvy. VSechna
ustanoveni této smlouvy, ktera by méla mit pretrvavajici
platnost i po ukonceni platnosti této smlouvy, aby byl naplnén
jejich zamysleny pravni vyznam, maji ptetrvavajici platnost i po
fadném ¢i predcasném ukonceni této smlouvy.
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16.6.The expected duration of the Study is from the date of
execution of this Agreement to ... Any derogation from the
effective duration beyond that period of more than 6
months requires a written notification from the CRO.

16.6 Piedpokladana doba trvani klinického hodnoceni je od
podpisu této smlouvy do ...... Pfipadna odchylka skute¢né doby
trvani od pfedpokladané doby trvani presahujici tuto dobu o vice
nez 6 mesicl vyzaduje pisemné oznameni od CRO

17. INDEPENDENT CONTRACTOR

17. INDEPENDENT CONTRACTOR

17.1  The relationship of Institution and Investigator to
CRO is that of independent contractor. Institution and
Investigator shall perform the Services only as independent
contractors and nothing contained herein shall be construed
to be inconsistent with that relationship or status.
Institution, Investigator, and Study Personnel, shall not be
considered employees or agents of CRO and, as such, shall
not be entitled to any benefits available to employees of
CRO. No party is authorized or empowered to act as agent
for any other party for any purpose and will not, on behalf
of another party, enter into any contract, warranty or
representation as to any matter.

17.1. Vztah zdravotnického zafizeni a zkousejiciho vii¢i CRO je
vztahem nezavislého dodavatele. Zdravotnické zafizeni a
zkousSejici poskytuji své sluzby na zakladé této smlouvy jako
nezavisli smluvni partnefi a zddné z ustanoveni této smlouvy
neni s timto vztahem v rozporu. Zdravotnické zafizeni,
zkousSejici a vSichni ostatni ¢lenové tymu provadéjici klinické
hodnoceni nejsou zaméstnanci ani zastupci CRO a z tohoto
divodu nemaji narok na zadné zaméstnanecké vyhody
poskytované CRO. Zadna ze smluvnich stran nema pravo jednat
jako zastupce druhé smluvni strany, ani jménem druhé smluvni
strany a nesmi jménem druhé smluvni strany uzavirat zadné
smlouvy, poskytovat zaruky ¢i jakakoli prohlaseni.

17.2  Institution and Investigator shall not retain any
subcontractor to perform any of its obligations under this
Agreement without the prior written consent of CRO. Any
such consent shall not relieve Institution and Investigator of
its obligations hereunder, and Institution and Investigator
shall remain fully liable for all acts and omissions of any
such subcontractor.

17.2. Bez piedchoziho pisemného souhlasu CRO nesmi
zdravotnické zafizeni ani zkouSejici vyuzit k plnéni svych
povinnosti dle této smlouvy sluzeb Z&dného subdodavatele.
Udéleni takového souhlasu vSak zdravotnické zafizeni ani
zkousejicitho nezprostuje jejich povinnosti dle této smlouvy a
zdravotnické zafizeni a zkousejici nesou plnou odpovédnost za
vSechny skutky ¢i pochybeni svych subdodavateld.

17.3  This Agreement shall not constitute, create or in
any way be interpreted as, a joint venture, partnership, or
business organization of any kind.

17.3.Tato smlouva nezakladd, nepfedstavuje ani ji nelze
vykladat jako zaloZeni spole¢ného podniku, uzavieni partnerstvi
¢i zalozeni obchodni organizace jakéhokoli druhu.

18. CONTRACTUAL

18. SMLUVNI NALEZITOSTI

18.1  Titles to the Sections of this Agreement are solely
for convenience and do not constitute a substantive part of
this Agreement.

18.1.Nadpisy jednotlivych ¢lanki této smlouvy slouZi pouze k
usnadnéni orientace a nepiedstavuji pravni podstatu této
smlouvy

18.2  Failure to insist upon compliance with any of the
terms and conditions of this Agreement shall not constitute
a general waiver or relinquishment of any such terms or
conditions, and the same shall remain at all times in full
force and effect.

18.2 V ptipad¢é, ze néktera ze smluvnich stran netrva ¢i
nevymahd dodrzovani nékterych ustanoveni této smlouvy,
neznamena to, Zze by se téchto ustanoveni vzdala nebo se jich
ziekla a vSechna tato ustanoveni zustavaji i nadale plné platna a
uéinna.

18.3 Institution and Investigator understand and agree
that, as set forth in Section 2.3, SPONSOR is an intended
authorized third-party beneficiary of this Agreement.

18.3 Zdravotnické zatizeni a zkouSejici berou na védomi a
souhlasi, Ze na zaklad¢ ustanoveni ¢lanku 2.3. je ZADAVATEL
povazovan za opravnénou tieti stranu této smlouvy

18.4  The respective signatories of the parties to this
Agreement represent and warrant that they have the
authority and ability to enter into the terms, provisions and
conditions of this Agreement on behalf of their respective

18.4 Osoby podepisujici za jednotlivé smluvni strany tuto
smlouvu prohlasuji a ru¢i za to, Ze maji pravomoc a opravnéni
jménem piisluSnych smluvnich stran uzavfit tuto smlouvu za zde
uvedenych podminek.
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parties.

18.5 No party shall be responsible for any default under
this Agreement by reason of strikes, riots, hostilities, wars,
fire, acts of terrorism, acts of God, death of Investigator, or
any other cause beyond its reasonable control.

18.5 zadna ze smluvnich stran neni odpovédna za nedodrzeni
ustanoveni této smlouvy, pokud k nému doSlo v duasledku
stavky, nepokoji, nepfatelskych utokt, valek, pozard,
teroristickych ¢inti, zésahti vy$§i moci, umrti zkousejiciho nebo
z jakékoli jiné pfi¢iny mimo pfiméfenou kontrolu dotycné
smluvni strany.

18.6  This Agreement may not be assigned by Institution
or Investigator without the prior written consent of CRO
(whether directly or through CRO). CRO may assign, in
whole or in part, the discharge of obligations it assumed
under this Agreement to any of its Affiliates (or adequately
qualified third party subcontractors), without releasing
CRO from its responsibility for the appropriate
performance of such assigned obligations towards
Institution and Investigator. Institution and Investigator
acknowledge and accept that PAREXEL enters into this
Agreement as SPONSOR’s appointed designee for manage
the Study. SPONSOR may at any time and upon written
notice to Institution and Investigator, assume (or have one
of its Affiliates assume) the duties and functions, and the
obligations and rights of CRO under this Agreement or
substitute PAREXEL with another independent contractor.
For avoidance of doubt, any assumption of the obligations
and rights of PAREXEL under this Agreement by the
SPONSOR (or one of its Affiliates) or another independent
contractor will be from and after the effective date of such
written notice.

18.6 Zdravotnické zatizeni ani zkousejici nesmi tuto smlouvu
postoupit na zadny tieti subjekt bez piedchoziho pisemného
souhlasu ZADAVATELE, ktery mize byt udélen bud’ pifimo
ZADAVATELEM nebo prostfednictvim CRO. CRO ma pravo
postoupit veskeré své povinnosti na zakladé této smlouvy nebo
jejich ¢ast na kteroukoli ze svych sesterskych spolecnosti (nebo
na jiné ftadn¢ zplsobilé tfeti subdodavatele), avSak za
predpokladu, Ze takové postoupeni CRO nezbavuje
odpovédnosti za fadné plnéni téchto postoupenych smluvnich
povinnosti vic¢i zdravotnickému zafizeni a zkouSejicimu.
Zdravotnické zatizeni a zkouSejici berou na védomi a souhlasi s
tim, Ze spole¢nost PAREXEL wuzavird tuto smlouvu jako
opravnény zastupce ZADAVATELE pro vedeni klinického
hodnoceni. ZADAVATEL muze kdykoli, na zdklad¢ pisemného
oznameni zdravotnickému zafizeni nebo zkouSejicimu, prevzit
sdm (nebo nechat nékterou ze svych sesterskych spolecnosti
prevzit) povinnosti a prava CRO, na zaklad¢ této smlouvy, nebo
nahradit  spolecnost =~ PAREXEL  jinym  nezavislym
poskytovatelem. Aby se piedeslo pochybnostem, jakékoli
prevzeti povinnosti a prav spole¢nosti PAREXEL na zakladé
této smlouvy ZADAVATELEM (nebo jeho sesterskou
spolecnosti) nebo jinym nezavislym poskytovatelem plati, ze za
datum ucinnosti takového prevzeti se povazuje datum doruceni
pfislu§ného pisemného oznameni.

18.7  Each provision in this Agreement is independent
and severable from the others, and no provision will be
rendered unenforceable because any other provision is
found by a proper authority to be invalid or unenforceable
in whole or in part. If any provision of this Agreement is
found by such an authority to be invalid or unenforceable in
whole or in part, such provision will be changed and
interpreted so as to best accomplish the objectives of such
unenforceable or invalid provision and the intent of the
parties, within the limits of Applicable Law.

18.7 Vsechna ustanoveni této smlouvy jsou samostatnd a
oddélitelna od ostatnich a Zadné z ustanoveni této smlouvy se
nestane nevymahatelnym z dtivodu ¢astec¢né ¢i tiplné neplatnosti
nebo nevymahatelnosti jiného ustanoveni této smlouvy. Pokud
se nékteré z ustanoveni této smlouvy stane zcela nebo ¢astené
neplatné nebo nevymahatelné, bude toto ustanoveni nahrazeno,
v mezich moznosti stanovenych platnymi zakony, ustanovenim
novym, platnym a vymahatelnym, které se z hlediska pravniho
vyznamu co nejvice blizi ptivodnimu neplatnému ustanoveni a
puvodnimu zaméru smluvnich stran.

18.8  This Agreement constitutes the entire agreement
and final understanding of the parties with respect to the
subject matter hereof and supersedes and terminates all
prior and/or contemporaneous understandings and/or
discussions between the parties, whether written or verbal,
express or implied, relating in any way to the subject
matter hereof. This Agreement may not be altered,
amended, modified or otherwise changed in any way except

18.8 Tato smlouva pifedstavuje iplné a konecné ujednani mezi
smluvnimi stranami ve véci pfedmétu této smlouvy a nahrazuje
a ukoncuje vSechna pfedchozi a/nebo stavajici pisemna i Gstni
vyslovna ¢i domnéla ujednani mezi smluvnimi stranami ve véci
pfedmétu této smlouvy. Tuto smlouvu lze ménit ¢i upravovat
pouze formou pisemnych dodatkli, podepsanych vSemi
smluvnimi stranami.
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by a written agreement, signed by all parties.

18.9 Except as otherwise expressly provided in this
Agreement, all notices must be in writing and sent to the
address for the recipient set forth below or at such other
address as the recipient may specify in writing under this
procedure. All notices must be given (a) by personal
delivery, with receipt acknowledged; or (b) prepaid
certified or registered mail, return receipt requested; or (c)
by prepaid recognized express delivery service. Notices
will be effective upon receipt or at a later date stated in the
notice:

To CRO:
PAREXEL International (IRL) Limited
One Kilmainham Square
Inchicore Road
Kilmainham
Dublin 8
Ireland
Attn: study 230219

To Investigator:

Fakultni nemocnice Ostrava

Klinika hematoonkologie
17.listopadu 1790

708 52 Ostrava

Czech Republic

Attn:.Prof. MUDr.Roman Hajek , CSc

To Institution:

Fakultni nemocnice Ostrava
Centrum Klinickych studii
17.listopadu 1790

708 52 Ostrava

Czech Republic

18.9 Pokud neni vyslovné uvedeno v této smlouvé jinak, musi
mit veskerd oznameni pisemnou formu a musi byt odeslana na
shora uvedenou adresu pfislusného pfijemce nebo na adresu,
kterou pfislusny piijemce predtim pisemné urcil pro piijimani
takovych oznameni. VSechna ozndmeni musi byt dorucena (a)
osobnim doru¢enim s potvrzenim piijmu; nebo (b) doporuc¢enou
postou s doru¢enkou; nebo (¢) pfedplacenou uznavanou expresni
dorucovatelskou sluzbou s potvrzenim o doruceni. Oznameni
nabyva uéinnosti dnem doruéeni nebo k pozdéjsimu datu, které
je v dotyéném oznameni uvedeno:

CRO:
PAREXEL International (IRL) Limited
One Kilmainham Square
Inchicore Road
Kilmainham
Dublin 8
Ireland
Attn: Study 230219

Zkousejici:

Fakultni nemocnice Ostrava

Klinika hematoonkologie

17.listopadu 1790

708 52 Ostrava

Ceska republika

k rukam Prof. MUDr.Roman Hajek , CSc

To Institution:

Fakultni nemocnice Ostrava
Centrum klinickych studii
17.listopadu 1790

708 52 Ostrava

Ceska republika

18.10 This Agreement is executed in both English and
Czech language. In case of any incoherence, contradiction
or discrepancy between the English and the Czech version
of this Agreement, the terms of the Czech version will
prevail.

18.10 Tato smlouva je vyhotovena v anglickém a Ceském
jazyce. V pripadé nesouladu, rozporu nebo nejednoznacnosti
mezi anglickym a ¢eskym znénim této smlouvy, plati ustanoveni
v Ceském jazyce.

18.11 The parties agree that this Agreement shall be
governed by the laws of Czech Republic, without regard to
the conflicts of law provisions thereof. In case a dispute is
brought before a court of law, the courts of Prague will
have sole jurisdiction over the litigation.

18.11 Smluvni strany se dohodly, ze se tato smlouva fidi
pravnim fadem Ceské republiky, bez ohledu na konfliktni
ustanoveni jednotlivych zakont. V pfipadé, ze bude spor
pfednesen soudu, jsou mistem soudni pfisluSnosti vyhradné
vécné a mistné prisluiné soudy Ceské republiky.

18.12 This Agreement is executed in three (5)
counterparts, with one (1) counterpart for the Institution,
one (1) for the Investigator and one (3) for the CRO. Each
counterpart shall be deemed to be an original, and all of

18.12 Tato smlouva je vyhotovena ve péti (5) stejnopisech,
pfi¢emz jeden (1) stejnopis obdrzi zdravotnické zafizeni, jeden
(1) zkousejici a jeden (3) CRO. Kazdy z téchto stejnopist je
povazovan za originalni dokument a pfedstavuje tuto smlouvu.
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such counterparts shall together constitute one and the same
Agreement.

18.13. CRO, the SPONSOR (through CRO) and the
Investigator represent that they will not enter into any
mutual legal relationship, regardless of whether it relates to
the Study or not, without prior express written consent of
the Institution. The Parties hereby declare that there is no
conflict of interest of a financial or non-financial nature on
their part, which would impede the proper conduct of the
Study, in accordance with generally applicable legal
regulations and regulatory requirements (in particular with
Good Clinical Practice).

18.13 CRO, a jejim prostfednictvi také ZADAVATEL, a
zkousSejici prohlasuji, Ze mezi sebou neuzaviou zadny pravni
vztah bez ohledu na to, zda se vztahuje k tomuto kinickému
hodnoceni, aniz by s tim zdravotnické zatizeni vyjadtilo souhlas.
Smluvni strany timto prohlasuji, Ze z jejich strany neexistuje
zadny stiet zajmu finanéni ¢i nefinanéni povahy, ktery by branil
fadné realizaci klinického hodnoceni v souladu s obecné
platnymi predpisy a regulaénimi pozadavky (zejména se
spravnou klinickou praxi).

[SIGNATURES ON FOLLOWING PAGE]

[PODPISY NA NASLEDUJICI STRANE]
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IN WITNESS WHEREOF, the parties hereto have set NA DUKAZ SOUHLASU s ustanovenim této smlouvy, ji
their hands in quintuplicate with the intention that thisisa | opravnéni zastupci smluvnich stran v péti stejnopisech

binding agreement as provided herein. podepsali.
(@) PAREXEL International
(IRL) Limited

(Signature of Authorized Official/Podpis
opravnéné osoby)

(Typed or Printed Name/ Jméno a piijmeni Date/Datum
hilkovym pismem)

2 Institution Name/Nazev
zdravotnického zaiizeni:

MUDr. Josef Srovnal)

Date/Datum

3) Investigator/Zkousejici:

Prof..MUDr.Roman Hajek , CSc

Date/Datum
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Exhibit A — Enrolment, Budget and Payment Schedule

Priloha A - Nabor pacienti, rozpocet a platebni
kalendar
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Exhibit B — Definitions

Priloha B - Definice pojmu

“Affiliate” means in relation to either party to this
Agreement, any company, partnership or other entity
which directly or indirectly controls, is controlled by, or
is under common control with such party. For purposes
of this definition, “control” means the beneficial
ownership of more than fifty (50) per cent of the issued
voting shares or the legal power to direct or cause the
direction of the general management of the company,
partnership or other entity in question, and “controlled”
shall be construed accordingly.

"Sesterskd spolecnost" ve vztahu Kk nékteré ze
smluvnich stran této smlouvy znamena firmu,
partnerstvi nebo jakykoli jiny subjekt, ktery pfimo ¢i
nepiimo danou smluvni stranu ovlada, je ji ovladan
nebo je s doty¢nou smluvni stranou pod spole¢nym
ovladanim. Pro ucely této definice pojem "ovladat"
znamena vlastnit vice nez padesati (50) procentni podil
na akciich s hlasovacimi pravy nebo mit vice nez
padesati (50) procentni rozhodovaci pravomoc v
doty¢né spolecnosti, partnerstvi ¢i subjektu. Vyznam
pojmu "ovladany" lze vysvétlit stejnym zpiisobem.

“Applicable Law” means any international, national, or
local government law, statute, rule, requirement, code,
regulation, or ordinance and the following regulations in
force in Czech Republic: 378/2007 Coll . of
Pharmaceutivlas

372/2001 — Coll . of Medical Healthcare As amended
And 101/2000 Coll Data protection Law , as well as the
current good clinical practices  guidelines  of  the
International Conference on Harmonization of
Technical  Requirements  for  Registration  of
Pharmaceuticals for Human Use Topic E6: Guidelines
on Good Clinical Practice, and applicable version(s) of
the World Medical Association Declaration of Helsinki,
and, where applicable, rules governing good
manufacturing practice and good laboratory practice,
and rules governing the collection and processing of
Personal Data and the collection and storage of human
tissue samples and the performance of DNA testing.

"Platné zakony" jsou viechny mezinarodni, narodni ¢i
mistni zakony, smérnice, pfedpisy, pozadavky, normy,
kodexy ¢&i nafizeni, které jsou platné na uzemi Ceské
republiky, zejména zakon ¢. 378/2007 Sb. o 1éCivech,
v platném znéni, zakon ¢. 372/2011 Sb., o zdravotnich
sluzbach, v platném znéni, vyhlaska ¢. 226/2008 Sb. o
spravné Kklinické praxi a podminkach Kklinického
hodnoceni 1&¢iv, v platném znéni a zdkon ¢. 101/2000
Sb., o ochrané osobnich udajl, v platném znéni. Patii
sem také aktualné platné zasady spravné klinické
praxe Mezinarodni konference o harmonizaci
technickych pozadavkli na registrace humannich
1é¢ivych piipravki - ¢lanek E6: Pokyny pro spravnou
klinickou praxi a platné znéni Helsinské deklarace
Svétové 1ékarské asociace a téz predpisy pro spravnou
vyrobni a laboratorni praxi a piedpisy, kterymi se fidi
shromazd'ovani a zpracovani osobnich udaju,
odebirani a uchovavani vzorkl lidskych tkani a
zpracovani a testovani DNA.

“Biological Samples” means blood, fluid and/or tissue
samples collected from Subjects as may be set forth in
the Protocol, and tangible materials directly or indirectly
derived from such samples.

“Biologické vzorky” predstavuji vzorky krve,
télesnych tekutin a/nebo tkani odebiranych subjektim
hodnoceni na zaklad¢ ustanoveni protokolu a veskeré
hmotné materialy, které jsou z téchto vzorkt ptimo ¢i
neptfimo odvozeny.

“Completed Subject” means any Subject who has
completed the prescribed course of treatment for a
subject in the Study in accordance with the Protocol.

"Dokonéeny pacient” je kazdy 1é¢eny pacient, ktery
dokon¢il 1é¢bu piedepsanou v ramci klinického
hodnoceni, v souladu s protokolem.

“Confidential Information” refers to any and all non-
public information which is (a) provided, disclosed or
submitted by or on behalf of CRO or SPONSOR to
Institution or Investigator; or (b) generated, learned or
otherwise obtained by Institution or Investigator during
the conduct of the Study. For the purpose of clarity and
without limiting the generality of the foregoing,
Confidential Information includes the financial terms of

"Davérné informace” jsou vsechny nevefejné
informace, které (a) byly jménem CRO nebo
ZADAVATELE poskytnuty, sdéleny nebo piedany
zdravotnickému zafizeni nebo zkousejicimu; nebo (b)
odvozeny, zjiStény nebo jakymkoli jinym zplisobem
zdravotnickym zafizenim nebo zkouSejicim ziskany v
souvislosti s provadénim klinického hodnoceni. Pro
zamezeni pochybnostem a aniz by tim byla dotCena
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this Agreement, all approvals and correspondence with
or from an EC or other entities with oversight
responsibilities for the Study, including or data safety
monitoring committees, and all Study Results.

vseobecnost vyse uvedeného ustanoveni, se za
davérné informace povazuji také finan¢ni ustanoveni
této smlouvy, veskeré souhlasy a korespondence s/od
kontrolni komise zdravotnického zafizeni (EK) nebo
ostatnich organti statniho dozoru nad provadénim
klinickych hodnoceni, véetné¢ vyborli pro monitoring
bezpecnosti dat a také veSkeré vysledky klinického
hodnoceni.

“Data Security Breach” means: (a) the loss or misuse
(by any means) of Personal Data; (b) the inadvertent,
unauthorized, and/or unlawful Processing, disclosure,
access, alteration, corruption, transfer, or sale or rental,
destruction, or use of Personal Data; or (c) any other act
or omission that compromises the security,
confidentiality, or integrity of Personal Data.

“Porusenim bezpe€nosti dat” se rozumi: (a) ztrata
nebo zneuziti osobnich udaju (jakymkoli zptsobem);
(b) nedbalé, neopravnéné a/nebo nezakonné
zpracovani, sdéleni, zpfistupnéni, zména, prevod,
prodej, pronajem, znieni ¢i vyuziti osobnich udajt;
nebo (c) jakykoli jiny skutek ¢i pochybeni, které
ovliviiuje bezpecnost, divérnost ¢i celistvost osobnich
udaju.

“eCRFs/CRFs” (Electronic Case Report Forms or Case
Report Forms) are paper or electronic questionnaires
specifically used by Institution and Investigator
pursuant to the Protocol for Subject data reporting.

“eCRFs/CRFs” (Electronic Case Report Forms/Case
Report Forms) jsou papirové nebo elektronické
dotazniky, které zdravotnické zafizeni a zkouSejici
pouzivaji v souladu s ustanovenim protokolu pro
zaznamenavani Udaji o subjektech hodnoceni
(z&znamy pacienta).

“Fully Cooperate” means to assist in completing a
specified end or purpose.

"Poskytnout plnou souéinnost" znamenad pomahat pii
dokonceni konkrétniho ikonu nebo cile.

“Investigational Products” means the Study Drug and
the comparator drug, ibrutinib.

"Hodnocené ptipravky" timto pojmem se rozumi
studijni 1é¢ivo a srovnavaci l1é¢ivo ibrutinib.

“Investigator” is the individual named in item (3) in the
introduction to this Agreement, and is the person
responsible for the conduct of the Study at Institution. If
a Study is conducted by a team of individuals at an
Institution, Investigator is the responsible leader of the
team and may be called the principal investigator.

"Zkousejici" je fyzicka osoba uvedena v odstavci (3)
Gvodnich ustanoveni této smlouvy a jedné se o osobu
odpovédnou za provedeni klinického hodnoceni ve
zdravotnickém zatizeni. Pokud je klinické hodnoceni
provadéno ve zdravotnickém zatizeni tymem nékolika
osob, je zkousejici odpovédny vedouci tohoto tymu a
mize byt nazyvan téz hlavnim zkousejicim.

“Investigator Request Form” (IRF) shall mean the form
containing the information that PAREXEL Finance
Department requires from the payee prior to being able
to process payments for said payee.

"Formulat pro zkousejiciho (IRF)" je formulaf
obsahujici informace, které finanéni usek firmy
PAREXEL potiebuje k tomu, aby mohl fadné
zpracovavat vyplaty odmén danému ptijemci odmeény.

“Personal Data” means any information relating to an
identified or identifiable natural person; an identifiable
person is one who can be identified, directly or
indirectly, in particular by reference to an identification
number or to one or more factors specific to his
physical, physiological, mental, economic, cultural or
social identity.

“Osobni udaje” jsou vsechny informace tykajici se
totoznosti nebo ztotoznitelnosti  fyzické osoby.
Ztotoznitelna fyzicka osoba je osoba, jejiz totoznost
lze ptimo ¢i nepfimo ur€it, zejména dle
identifikaéniho  ¢isla nebo  jinych  télesnych,
fyziologickych, dusevnich, ekonomickych, kulturnich
¢i ekonomickych parametrii.

“Process” or “ Processing” means any operation or set

Zpracovani" znamena operaci nebo soubor operaci
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of operations which is performed upon Personal Data,
whether or not by automatic means, such as collection,
recording, organization, storage, adaptation or
alteration, retrieval, consultation, use, disclosure by
transmission, dissemination or otherwise making
available, alignment or combination, blocking, erasure
or destruction.

provadénych s osobnimi Gdaji (jak automaticky tak
manualn¢), jako jsou napiiklad sbér, nahravani,
tfidéni, uskladnéni, pfizpisobeni, zména, vyjmuti,
zkoumdni, pouzivani, piedavani formou pienosu,
distribuce ¢i jakymkoli jinym zplisobem umoziujicim
zptistupnéni téchto informaci, srovnani, slouceni,
zablokovani, vymazani nebo likvidace.

“Reports” means any reports that are required by the
applicable regulatory committee to close out the Study.

"Hlaseni" je zprdva nebo zpravy, které pfislusné
organy statniho dozoru vyzaduji pro ucely uzavieni
klinického hodnoceni.

“Resources” refers to any facilities and equipment that
are utilized for the conduct of the Study.

"Zdroje" jsou prostory a vybaveni pouzivané pro
provadéni klinického hodnoceni.

“Services” means the services to be provided by the
Institution, the Investigator and/or the Study Personnel
under the terms of this Agreement.

"Sluzby" jsou sluzby poskytované zdravotnickym
zafizenim, zkouSejicim a/nebo tymem provadéjicim
klinické hodnoceni na zaklad¢ této smlouvy.

“Study Instructions” means any written document, other
than the Protocol, issued by CRO that specifically
relates to and references the Study and which provides
additional information and/or instructions on how the
Institution and Investigator shall conduct the Study.
Study Instructions may be transmitted from CRO to
Institution and/or Investigator by personal delivery, fax,
e-mail, registered post, certified post or courier.

"Pokyny pro provadéni klinického hodnoceni" jsou
vsechny pisemné dokumenty, jiné nez protokol,
vydané CRO, které se tykaji klinického hodnoceni a
které poskytuji dalsi informace a/nebo pokyny jak maji
zdravotnické zafizeni a zkousejici klinické hodnoceni
provadét. Pokyny pro provadéni klinického hodnoceni
mohou byt CRO zdravotnickému zafizeni a/nebo
zkouSejicimu ptfedany formou osobniho doruceni,
faxem, elektronickou postou, doporuc¢enou postou s
doruéenkou nebo kuryrem.

“Study Personnel” means any employees of Institution
or Investigator, and/or contractors engaged by
Institution or Investigator, who are involved in
performing the Study, including Sub-Investigator(s),
Study coordinator(s), and any other contractors, agents
and employees of Institution or Investigator who assist
Institution and Investigator with the Study.

Osoby podilejici  se na provadéni klinického
hodnoceni" je tym, ktery zahrnuje zaméstnance
zdravotnického zatizeni, zkousejiciho a/nebo smluvni
partnery zdravotnického zafizeni a/nebo zkousejiciho,
kteti se podili na provadéni klinického hodnoceni,
véetné vSech ostatnich smluvnich partnert, zastupct ¢i
zaméstnanci  zdravotnického  zafizeni  a/nebo
zkouSejiciho, ktefi zdravotnickému zafizeni a/nebo
zkousejicimu pomahaji s provadénim klinického
hodnoceni.

“Study Results” refers to any and all data, information,
and reports generated as a result of conducting the
Study. Subject medical records are not included in
Study Results.

"Vysledky klinického hodnoceni" jsou veskera data,
informace a zpravy vytvofené v souvislosti s
provadénim klinického hodnoceni. Lékatské zdznamy
pfedméti  nejsou soucasti vysledkd klinického
hodnoceni.

“Sub-Investigator” is any individual member of the
Study team designated and supervised by the
Investigator at Institution to perform critical trial-related
procedures and/or to make important trial-related
decisions (e.g., associates, residents, research fellows).

"Spoluzkousejici" je jakakoli fyzicka osoba, ktera je
¢lenem tymu provadéjiciho klinické hodnoceni a ktera
je podtizena zkouSejicimu ve zdravotnickém zatizeni,
a kterda provadi dulezitda vySetfeni a Cinnosti v
souvislosti s klinickym hodnocenim a/nebo pftijima
rozhodnuti tykajici se klinického hodnoceni (naptiklad
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pomocni neatestovani 1ékafi, atestovani lékafi,
pomocni vyzkumni pracovnici).

“Subject” is a person participating in the Study and | "Subjekt hodnoceni” je osoba (pacient) tiGastnici se
identified in the signed informed consent form. klinického hodnoceni, ktera je uvedena ve formulafi
informovaném souhlasu.
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Exhibit C/Priloha C

[INSERT NAME OF PAYEE/UVEDTE NAZEV PRIJEMCE ODMENY]
[INSERT ADDRESS/UVEDTE ADRESU]
[INSERT ADDRESS UVEDTE ADRESU]
[INSERT ADDRESS UVEDTE ADRESU]
[INSERT VAT NUMBER (if any)/UVEDTE DIC (pokud jej mate)]

Issued to/Adresat: PAREXEL International (IRL) Limited
One Kilmainham Square
Inchicore Road
Kilmainham
Dublin 8
Ireland

Irish VAT Number/Irské DIC: IE 3249971HH
Invoice No./Cislo faktury:

Date/Datum:

Template #1/Vzor ¢. 1

Protocol Number/ﬁl’slo protokolu:
Project Number/Cislo projektu:
Site Number/Cislo centra:

Services in relation to the carrying out of a clinical trial in the period from [insert Currency]/[Uve

date] to [insert date].

Poskytnuté sluzby v ramci provadéni klinického hodnoceni za obdobi od [uved'te
datum] do [uved’te datum].

“Reverse Charge” / “Preneseni daifiové povinnosti”

[Insert exchange rate if invoice is issued in a different currency to contract currency]

[Pokud je faktura vystavena v jiné méné, nez je ména uvedend ve smlouvé, uved'te
pfevodni kurz]

Total due / Celkem k iuhradé

[Insert

d’te ménu]
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