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CLINICAL TRIAL AGREEMENT WITH

SMLOUVA SE ZDRAVOTNICKYM

INSTITUTION ZARIZENIM O KLINICKEM ZKOUSENI
PROTOCOL CisLo
NUMBER: PRAN-16-52 PROTOKOLU: PRAN-16-52
A Phase I, Double- Faze I dvojiteé
Blind, Placebo- zaslepené, placebem
Controlled, Multicenter, kontrolované,
Randomized Study of multicentrické,
Pracinostat in randomizované studie
Combination with pracinostatu %
Azacitidine in Patients kombinaci S
PROTOCOL >18 Years with Newly | | NAZEV azacitidinem u
TITLE: Diagnosed Acute | | PROTOKOLU: pacienti ve véku od 18
Myeloid Leukemia unfit let S nove
for Standard Induction diagnostikovanou
Chemotherapy akutni myeloidni
leukémii
nezpusobilych pro
standardni induk¢ni
chemoterapii
INVESTIGATOR: ZKOUSEJICI:
Vseobecna fakultni ZDRAVOTNICKE | Vieobecna fakultni
INSTITUTION: nemocnice v Praze ZARIZENI: nemocnice v Praze
SPONSOR: Helsinn Healthcare SA ZADAVATEL: Helsinn Healthcare SA
SITE NUMBER: | 4102 CISLO CENTRA: | 4102
_ _ NAZEV SMLUVNI
CRO NAME: Paragon  Biomedical | | yyZKUMNE Paragon  Biomedical
Limited ORGANIZACE Limited
DATE: 22 January 2019 (DCART%)M: 22.ledna 2019

This Clinical Trial Agreement (this “Agreement”)
effective as of the date of its publication in the
Register of Contracts (the “Effective Date”) shall
be concluded by and between V§eobecna fakultni
nemocnice v Praze, ID: 000 64 165 with a place
of business at U Nemocnice 499/2, 128 08, Prague

2, Czech Republic represented by
I Statutory representative of
the Director (collectively, “Institution”) and
Paragon Biomedical Limited, a wholly owned
subsidiary of Clinipace, Inc., with a place of
business at Aston Court, Kingsmead Business

Park, Frederick Place, High Wycombe,
Buckinghamshire, HP11 1JU, UK and Tax
number: GB 823720937, Business number:

04896951 (hereinafter referred to as “CRQO”). For
purposes of this Agreement, Institution and CRO

Tuto Smlouvu o klinickém hodnoceni (dale jen
»smlouva®) G¢innou od data jejiho uvefejnéni v
registru smluv (dale jen ,,datum G¢innosti) uzavira
Vieobecna fakultni nemocnice v Praze, IC: 000
64 165, se sidlem na adrese U Nemocnice 499/2,
128 08, Praha 2, Ceska Republika, zastoupena

statutarnim  zastupcem
feditelky (dale jen ,,zdravotnické zatizeni”) a
spole¢nost Paragon Biomedical Limited, kterou
jako dcefinou spolecnost pIn¢ vlastni holding
Clinipace, Inc. se sidlem na adrese Aston Court,
Kingsmead Business Park, Frederick Place, High
Wycombe, Buckinghamshire, HP11 1JU, Velka
Britanie a DIC: GB 823720937, IC: 04896951
(dale jen ,,CRO*). Pro ucely této smlouvy budou
zdravotnické zafizent a CRO samostatné
oznaCovany jako ,,strana* a spolecné jako ,,strany*.
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shall each be defined as a “Party” or collectively as
the “Parties”.

WITNESSETH:

WHEREAS, CRO is a clinical research
organization that provides services relating to the
design, setup, and management of human clinical
trials and other related services, on behalf of the
owners and/or manufacturers of pharmaceutical
products;

WHEREAS, HELSINN HEALTHCARE SA
(“Sponsor”), with a place of business at Via Pian
Scairolo 9, 6912 Pazzallo-Lugano, Switzerland, is
developing an investigational product designated
as Pracinostat (the “Investigational Product”) for
use in humans;

WHEREAS, Sponsor is sponsoring a human
clinical trial (the “Study”) to evaluate the effect of
the Investigational Product in human subjects (the
“Study Subjects”);

WHEREAS, CRO has been engaged by Sponsor to
provide the services described herein in connection
with the Study titled “A Phase 1ll, Double-Blind,
Placebo-Controlled, Multicenter, Randomized
Study of Pracinostat in Combination with
Azacitidine in Patients >18 Years with Newly
Diagnosed Acute Myeloid Leukemia unfit for
Standard  Induction = Chemotherapy”  (the
“Protocol”) to evaluate the effect of the
Investigational Product in Study Subjects;

WHEREAS, the Institution has adequate facilities
and expertise available to conduct the Study under
the qualified direction of | who is
responsible for conducting the Study in accordance
with the Protocol (the name investigator above
together with any replacement investigator
replacing the such named investigator in
accordance with Section 1.5 shall be hereinafter
defined as the “Principal Investigator”);

WHEREAS, the Institution will perform the Study
utilizing its employees and contractors (hereinafter
“Study Staff”), and Institution shall ensure that all

STRANY STVRZUJI NASLEDUJICI:

VZHLEDEM K TOMU, ZE CRO je smluvni
vyzkumnou organizaci, kterd poskytuje sluzby
souvisejici s navrhovanim, spusténim a fizenim

klinickych  hodnoceni  humannich  1éCivych
pfipravkii a jiné souvisejici sluzby jménem
vlastnikii  anebo  vyrobcl = farmaceutickych
produkti,

VZHLEDEM K TOMU, ZE spole¢nost HELSINN
HEALTHCARE SA (,,zadavatel) se sidlem na
adrese Via Pian Scairolo 9, 6912 Pazzallo-Lugano,
Svycarsko vyviji zkouSeny ptipravek oznaceny
jako pracinostat (dale jen ,,zkouseny piipravek) k
uzivani u lidi,

VZHLEDEM K TOMU, ZE zadavatel je
zadavatelem klinického hodnoceni humanniho
1é¢ivého pripravku (dale jen ,,studie”) za ucelem
vyhodnoceni u¢inku zkouSeného ptipravku u lidi
(dale jen ,,subjekty studie),

VZHLEDEM K TOMU, ZE zadavatel najal CRO
k poskytovani sluzeb popsanych v této smlouvé v
souvislosti se studii nazvanou ,,Fdze IIl dvojite
zaslepené, placebem kontrolované, multicentricke,
randomizovand studie pracinostatu v kombinaci s
azacitidinem u pacientii ve véku od 18 let s nové
diagnostikovanou akutni myeloidni  leukémii
(AML) nezpusobilych pro standardni indukcni
chemoterapii“ (dale jen ,,protokol”) za ucelem
vyhodnoceni t¢inku zkouSeného ptipravku u lidi,

VZHLEDEM K TOMU, ZE zdravotnické zafizeni
ma k dispozici odpovidajici zafizeni a odborné
znalosti k provedeni studie pod odbornym vedenim
i, ktera je odpovédna za provedeni
studie v souladu s protokolem (vySe uvedeny
zkousejici spolu s  jakymkoli nahradnim
zkousejicim, jenz mtze nahradit vySe uvedeného
zkousejiciho v souladu s odstavcem 1.5, bude dale
oznacovan jako ,,hlavni zkousejici®),

VZHLEDEM K TOMU, ZE zdravotnické zafizeni
bude provadét studii s vyuzitim svych zaméstnanct
a smluvnich dodavatelii, (dale jen ,,pracovnici
studie®), a zdravotnické zatizeni zajisti, aby vSichni
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such Study Staff members are appropriately trained
and qualified to assist in the conduct of the Study;

WHEREAS, the CRO has entered into, or will
enter into, a separate agreement with Principal
Investigator (“PI Agreement”), which shall
enumerate the Principal Investigator’s obligations
in the conduct of the Study;

WHEREAS, in furtherance of its scientific and
clinical missions, the Institution has agreed to
undertake the aforementioned Study; and

NOW, THEREFORE, in consideration of the
mutual covenants herein contained and intending
to be legally bound hereby, the Parties hereto agree
as follows:

1. STUDY PERFORMANCE AND
REPORTING
1.1 Clinical Study. Through the use of the

Principal Investigator and its Study Staff, the
Institution shall undertake and complete in a timely
fashion the Study within the agreed period for
performance in strict accordance with this
Agreement, the Protocol (including all
amendments hereto, as may be notified to the
Institution in writing) and the budget outlined in
Exhibit A hereto (the “Budget”). Institution shall
not subcontract any of the services to be performed
by it in accordance with the Study, the Protocol, or
this Agreement, without the prior written consent
of CRO.

1.2 Handling and Use. CRO shall provide the
Institution with formulated and appropriately
labeled Investigational Product in sufficient
guantities and at no expense to Institution, for the
Study, together with certificates of analysis and
data safety sheets, or other relevant documents, as
may be required by Regulations. For purposes of
this Agreement, “Regulations” shall mean all laws,
ordinances, legally binding rules and regulations of
any applicable regulatory authority or any other
local or national governmental authority that
applies to the conduct of the Study or the activities
contemplated hereunder including: (a) Czech
Republic regulatory authority regulations and

pracovnici studie prosli odpovidajicim zaskolenim
a byli fadn¢ kvalifikovani pro pomoc pfi provadéni
studie,

VZHLEDEM K TOMU, ZE CRO uzaviela nebo
uzavie samostatnou smlouvu s  hlavnim
zkousejicim (,,smlouva s HZ“), ktera stanovi
povinnosti hlavniho zkousSejicitho pifi provadéni
studie,

VZHLEDEM K TOMU, ZE v z4jmu splnéni svého
veédeckého a klinického poslani zdravotnické
zafizeni souhlasilo s provedenim vysSe uvedené
studie,

PROCEZ se zifetelem ke vzajemnym umluvam
obsazenym v této smlouvé, jimiz se strany hodlaji
pravné vazat, strany timto souhlasi s nasledujicim:

1. PROVADENI STUDIE A ZPRAVY O
STUDII

1.1 Klinicka studie. Zdravotnické zafizeni
prostfednictvim  hlavniho  zkouSejiciho  a
pracovniki studie provede a dokonéi studii v
dohodnuté 1htité pro jeji provedeni ptisné v souladu
s touto smlouvou, protokolem (v¢etné vSech jeho
uprav a dopliku tak, jak budou zdravotnickému
zafizeni pisemné¢ oznameny) a s rozpoctem
uvedenym v piiloze A této smlouvy (dile jen
,rozpocet™). Bez ptedchoziho pisemného souhlasu
CRO nebude zdravotnické zatizeni z&dnou ze
svych sluzeb poskytovanych v souladu se studii,
protokolem nebo touto smlouvou poskytovat s
vyuzitim subdodavatele.

1.2 Nakldddni a pouzivani. CRO doda
zdravotnickému zatizeni bezplatn€ fadn€ oznaceny
zkouseny pfipravek v patficné formé v mnozstvi
dostatecném k provedeni studie, spolu s
osvédCenimi o analyze a bezpecnostnimi listy,
ptipadné jimymi pfislusnymi dokumenty tak, jak to
budou pozadovat platné predpisy. Pro ucely této
smlouvy budou ,predpisy” oznacCovat vSechny
zékony, vyhlasky, pravné zavazna pravidla a
nafizeni libovolného kompetentniho regulacniho
organu nebo jiného mistniho ¢i narodniho vladniho
utradu, které se budou vztahovat k provadéni studie
nebo cinnostem zamyslenym touto smlouvou,
véetne: (a) nafizeni a pokynil regulacnich orgénii
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guidelines and United States Food and Drug
Administration regulations and guidelines (the
provisions of the United States Food and Drug
Administration (FDA) does not apply directly to
Site, however, CRO undertakes to transmit to Site
appropriate instructions in order to allow the Site
to adhere to the requirements of the FDA)
(collectively the “Governmental Authority”); (b)
all generally accepted standards of good clinical
practice, including without limitation the current
International Conference on Harmonisation of
Technical Requirements for Registration of
Pharmaceuticals for Human Use, E6 Guidance for
Industry Good Clinical  Practice (“ICH
Guidelines”), the provision of the ‘ICH Guideline’
for Good Clinical Practices (“GCP”), and the
ethical principles of the World Medical
Association Declaration of Helsinki; and (c)
applicable privacy laws and regulations in relation
to personal data, including but not limited to the
EU-US Privacy Shield Framework Agreement.
Regarding performance of this Agreement, Parties
hereto also undertake to act in compliance with the
General Data Protection Regulation (“GDPR”), as
well as with legislation enacted either by the
European Commission or Czech Republic for the
purpose of implementation or adaptation of the
GDPR and/or other Regulations in that are similar,
equivalent to or that are intended to or implement
the laws that are identified in above (“Data
Protection Laws”).

Unless otherwise indicated in Exhibit A, CRO will
also arrange for Institution to receive, at no charge,
or will cover the costs of any other Protocol
required drugs, including Pracinostat, placebo and
Azacitidine, where the Protocol-required drugs are
not reimbursable under the Study Subject’s
insurance provider in the amount and at time
intervals sufficient for the proper conduct of the
Study. Protocol-required drug that CRO or the
Sponsor provides or covers the cost of is, together
with the Investigational Drug, considered "Study
Drug".

CRO declares that it has provided the
Institution prior to the signature of this Agreement
any special storage and handling instructions it
deems advisable. The Institution shall comply with
all Regulations and written instructions of CRO
provided prior to signing this Agreement and

Ceské republiky a nafizeni amerického Utadu pro
kontrolu potravin a 1€k (nafizeni amerického
Utadu pro kontrolu potravin a 1ékii neplati ptimo
pro Centrum, avS§ak CRO se zavazuje piedat Centru
instrukce, aby Centrum jednalo v souladu s
nafizenim FDA) (spolecné dale jen ,,vladni Giad*),
(b) vSech vSeobecné¢ prtijimanych standardd
spravné klinické praxe, vcetné, nikoliv vyhradné,
stavajici smérnice E6 pro spravnou klinickou praxi
v oboru Mezinarodni konference o harmonizaci
technickych pozadavkil na registrace humannich
1é¢ivych pripravk (dale jen ,,smérnice ICH®),
ustanoveni smérnice ICH pro spravnou klinickou
praxi (Good Clinical Practice —,,GCP*) a etickych
principti helsinské deklarace Svétové 1ékaiské
asociace a (c¢) platnych pravnich ptedpisi a
nafizeni o ochrané soukromi a osobnich daju,
véetné, nikoliv vyhradné, ramcové smlouvy mezi
EU a USA na ochranu soukromi (tzv. Privacy
Shield). Pokud jde o plnéni této smlouvy, strany se
rovnéz zavazuji jednat v souladu s obecnym
nafizenim o ochrané udaju (dale jen "GDPR"),
jakoz 1 s pravnimi piedpisy pfijatymi bud
Evropskou komisi nebo Ceskou republikou za
ucelem provedeni nebo pfizptisobeni GDPR a /
nebo jinych piedpisid, které jsou podobné,
odpovidaji nebo jsou urfeny nebo provadény
zakony, které jsou uvedeny vysSe (“Zakony na
ochranu dat”).

Neni-li v pfiloze A uvedeno jinak, CRO také
zajisti, aby zdravotnické zafizeni bezplatné
obdrzelo veskeré dalsi léky pozadované podle
protokolu, nebo zajisti uhradu jejich naklada
pracinostat, placebo a azacitidin, v pfipadé, ze
nebudou léky pozadované podle protokolu
proplaceny poskytovatelem pojisténi nékterého ze
subjektd v mnozstvi a v ¢asovych intervalech, které
dostacuji pro fadné provedeni studie. Lék
pozadovany podle protokolu, ktery CRO nebo
zadavatel poskytne nebo jehoz naklady uhradi,
budou spolecné se zkousenym piipravkem
povazovany za ,,hodnoceny ptipravek™.

CRO prohlasuje, ze zdravotnickému
zafizeni predal pied podpisem této smlouvy
vSechny specidlni pokyny pro skladovani a
manipulaci, které povazuje za  vhodné.
Zdravotnické zatizeni bude dodrzovat vSechny
pravni predpisy a pisemné pokyny CRO predané
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during the Study concerning shipping, storage, and
handling. Institution and its Study Staff will use
the Investigational Product solely for purposes of
the Study in accordance with the Protocol. The
Institution shall safeguard such Investigational
Product with the same degree of care used for its
own similar property but in no case less than with
reasonable care.

CRO will ensure the distribution of the
Investigational Product to the Institution’s
Pharmacy where it will be checked and received by
the responsible pharmacist (as with other
shipments) — i.e., if it is not damaged, in case of
special transport requirements whether these
requirements have been met and receipt of the
shipment.

Then the Principal Investigator or a member of the
Study Staff appointed by her will, upon request,
collect the Investigational Product at the
Institution’s Pharmacy.

The CRO will provide delivery to the following
address:
Nemocnicéni 1ékdrna

Pharmacist

Institution will keep the Investigational Product in
a safe and secure location and will not provide
access to the Investigational Product to anyone
except the Principal Investigator or the Study Staff
for use in performance of the Study.

Upon completion or termination of the Study, the
Institution ~ shall  return any  remaining
Investigational Product and other unused
medications given for Study purposes to the CRO.
The Institution is not responsible for disposal of
any Study Drug-in the Study.

CRO declares that all the conditions laid down by
the relevant legislation for the manufacture

pfed podpisem této smlouvy a béhem této studie
tykajici se prepravy, skladovani a manipulace.
Zdravotnické zatizeni a pracovnici studie budou
pouzivat zkouSeny piipravek vyhradné pro ucely
studie a v souladu s protokolem. Zdravotnické
zafizeni bude chranit tento zkouseny pripravek se
stejnym stupném péce, jako chrani obdobny vlastni
majetek, avSak v kazdém piipadé alespon s
primétenou péci.

CRO zajisti distribuci zasilky hodnoceného
pripravku do 1ékarny zdravotnického zatizeni, kde
je odpovédny farmaceut pfevezme a zkontroluje
(jako jiné zasilky - tzn., neni-li poskozena, v
piipadé zvlastnich poZzadavkl na transport, byly-li
tyto pozadavky dodrzeny, ptijem zasilky potvrdi).

Nasledné si na zadanku hlavni zkousSejici nebo jim
povéfeny clen zkuSebniho tymu hodnoceny
ptipravek vyzvedne na centrum.

CRO zajisti doddvku na adresu:

Nemocniéni lékarna

farmaceut
Tel.

Zdravotnické zatizeni bude skladovat zkouSeny
pfipravek na bezpecném a zajiSténém misté a
neposkytne pfistup ke zkousenému piipravku
zadné osobé, s vyjimkou hlavniho zkousejiciho
nebo pracovnikiim studie, ktefi ho budou pouzivat
pti provadéni studie.

Po dokonceni nebo ukonceni studie zdravotnické
zafizeni vrati vesSkery zbyvajici zkouSeny
ptipravek a jina nepouzita 1é¢iva predana pro ucely
studie CRO. Zdravotnické zafizeni neni
zodpovédné za likvidaci jakéhokoliv ptipravku v
ramci studie.

CRO prohlaSuje, ze jsou splnény veskeré
podminky stanovené pfisluSnymi pravnimi
predpisy pro vyrobu (dovoz) dodavanych
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(import) of the supplied Investigational Product
and the distribution thereof to the Institution have
been met.

CRO undertakes on behalf of the sponsor to ensure

hodnocenych piipravka a jejich distribuci do
zdravotnického zatizeni.

CRO se jménem Zadavatele zavazuje, Ze zajisti na
vlastni naklady, jak v prubéhu, tak i po skonceni

that during and after the end of the clinical trial, the

klinického hodnoceni, pfedani nepouzitelného a

transfer of an used and unused investigational

nepouzitého 1é¢ivého piipravku opravnéné osobé v

product to an authorized person in accordance with

souladu s ustanovenimi zdkona ¢. 185/2001 Sb.. o

the provisions of Act No. 185/2001 Coll., On

odpadech a jeho provadécimi piedpisy v platném

Wastes and its Implementing Rules as amended at

znéni.

its own expense.

1.3 Restriction on Use. The Investigational
Product supplied to the Institution shall remain the
exclusive property of Sponsor or its affiliates.
Except for, and limited to the use specified in the
Protocol, Sponsor grants Institution no express or
implied intellectual property rights in the
Investigational Product or in any methods of
making or using the Investigational Product.

The Institution and its Study Staff shall not
use the Investigational Product for any purpose
other than as required by the Protocol, unless
otherwise agreed to in writing by CRO. The
Institution and the Principal Investigator shall not
transfer or otherwise make the Investigational
Product available to any third party, except as
provided in the Protocol or with CRO’s express
prior written approval. Institution and its Study
Staff, either individually or collectively, will not
chemically, physically, or otherwise modify or
reverse engineer the Investigational Product.
Additionally, Institution will not administer or
dispense the Investigational Product to anyone who
is not a Study Subject, or provide access to it to
anyone except Study Staff.

1.4 Investigational Product Records.
Institution and Institution’s Representatives (as
defined below) will keep and maintain complete
and accurate records regarding the Investigational
Product (records submitted to the CRO under this
Agreement) or the records created during the Study
at the Institution) and at the completion of the
Study or upon CRO’s written request, Institution
shall provide to CRO a written account of all
Investigational Product used in the Study.

1.3 Omezeni uzivani. ZkouSeny pripravek
dodany  zdravotnickému  zafizeni  zUstane
vyhradnim vlastnictvim zadavatele nebo jeho
pobocek. S vyjimkou a vyhradou pouzivani
popsaného v protokolu neud€luje zadavatel
zdravotnickému zatizeni z4dna vyslovna ani
odvozena prava na duSevni vlastnictvi zkouseného
pripravku ¢i jakychkoli metod pfipravy nebo
pouzivani zkouSeného ptipravku.

Zdravotnické zafizeni a jeho pracovnici
studie nebudou pouzivat zkouseny ptipravek k
zadnému jinému ucelu, nez jak to pozaduje
protokol, nedohodnou-li se s CRO pisemné jinak.
Zdravotnické zafizeni a hlavni zkouSejici
neptevedou ani jinak nezpfistupni zkouSeny
piipravek zadné tfeti strané, s vyjimkou piipadd
uvedenych v protokolu nebo na zakladé
predchoziho  pisemného  souhlasu =~ CRO.
Zdravotnické zatizeni a jeho pracovnici studie,
jednotlivé ani spole¢né, nebudou zkouSeny
pripravek chemicky, fyzicky ani jinak modifikovat
¢1 zpétn€ analyzovat. Navic zdravotnické zafizeni
nepodd ani nevyda zkouSeny ptipravek nikomu,
kdo nebude subjektem studie, ani k nému
neposkytne nikomu pfistup, s vyjimkou pracovniki
studie.

1.4 Zaznamy o  zkouSeném  piipravku.
Zdravotnické zafizeni a zastupci zdravotnického
zafizeni (definovani nize) budou uchovavat
kompletni a presné zaznamy o zkouseném
pfipravku (zdznamy ptedané CRO dle této
smlouvy, pfipadné zdznamy vytvofené v prubéhu
provadéni studie ve zdravotnickém zatizeni) a po
dokonceni studie nebo na pisemnou zadost CRO
zdravotnické zatizeni pfedlozi CRO pisemny vycet
vsech zkouSenych ptipravkll pouzitych v ramci
studie.
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For purposes of this Agreement, “Representatives”
shall mean a Party’s respective directors, officers,
employees, contractors, agents, consultants, and
advisors, including, without limitation in the case
of the Institution, its Study Staff. Institution shall
maintain records of (a) the dates and amounts of
Investigational Product received by the Institution,
(b) the dates, amounts, and Study Subjects to whom
Investigational Product has been dispensed, (c) the
dates and amount of Investigational Product
broken, spilled, or lost, (d) the dates and amounts
of Investigational Product being returned to
Sponsor, and (e) any other records required by
Regulations.

1.5 Principal Investigator.

Principal Investigator is an employee of the
Institution which will warrant the proper
performance of all his/her obligations hereunder.

Institution shall be responsible for the oversight of
Principal Investigator (and any sub-investigators)
in accordance with its policies and procedures and
Institution agrees that it is and remains liable for
the actions of the Principal Investigator and its
Study Staff within the limits of employment law.

The Principal Investigator shall be responsible for
direct supervision of the Study. If the Principal
Investigator should cease to supervise the Study for
any reason, the Institution shall use its reasonable
efforts to immediately identify and substitute
another investigator with similar qualifications
acceptable to CRO. Upon acceptance by CRO in
writing, such substitute investigator shall become
the Principal Investigator for all purposes of this
Agreement. If the Institution is not able to identify
and substitute another investigator acceptable to
CRO within thirty (30) days, CRO may terminate
the Study and this Agreement. Institution’s
cooperation in finding an acceptable replacement
does not release Institution from its obligations to
perform this Agreement up to and including the
effective date of termination. The CRO agrees that
termination of the Principal Investigator's
employment relationship with the Institution is
Institution’s right and shall not be considered to be
a breach of this Agreement but a cause for CRO to

Pro ucely této smlouvy budou ,,zastupci®
oznacovat feditele ufedniky, zaméstnance, smluvni
dodavatele, zastupce, poradce a konzultanty
prislusné strany, vcetné, nikoliv vyhradng, v
ptipadé zdravotnického zatfizeni jeho pracovniki
studie. Zdravotnické zafizeni bude uchovavat
zaznamy o (a) datech a mnozstvich zkouSeného
ptipravku, kterd zdravotnické zatizeni obdrzi, (b)
datech, mnozstvich a subjektech studie, jimz byl
zkouSeny piipravek vydan, (c) datech a mnozstvich
zkouseného ptipravku, ktery byl po§kozen, znicen
nebo ztracen, (d) datech a mnozstvich zkouseného
pripravku, ktery byl vracen zadavateli, a (e) vSech
ostatnich zdznamech pozadovanych predpisy.

15 Hlavni zkouSejici.

Hlavni zkousejici je zaméstnancem zdravotnického
zafizeni, které se zaruci za fadny vykon vSech jeho
povinnosti podle této smlouvy.

Zdravotnické zatizeni bude odpovédné za dohled
nad hlavnim zkousejicim (a v§emi zkou$ejicimi) v
souladu se zasadami a postupy, a zdravotnické
zafizeni souhlasi, ze je a bude odpovédné za
jednani hlavniho zkousejiciho a svych pracovniki
studie v ramci a v mezich pracovnépravnich
piedpisi.

Hlavni zkousSejici je odpovédny za pfimy dohled
nad studii. Pfestane-li hlavni zkouSejici z
libovolného diivodu provadét dohled nad studii,
vynalozi zdravotnické zafizeni pfiméfenou snahu,
aby neprodlené naslo jiného zkousSejicitho s
podobnou kvalifikaci, kterd bude pfijatelna pro
CRO, a nahradilo jim hlavniho zkouseciho. Po
pisemném piijeti ze strany CRO se tento ndhradni
zkousejici stane hlavnim zkousSejicim pro vSechny
ucely této smlouvy. Nebude-li zdravotnické
zafizeni schopno najit ndhradniho zkousejiciho,
ktery bude pftijatelny pro CRO, do tficeti (30) dn,
mize CRO ukonCit studii a vypovédét tuto
smlouvu. Spoluprace zdravotnického zafizeni pii
hledani ptijatelné nahrady nezprosti zdravotnické
zafizeni povinnosti plnit tuto smlouvu az do data
uc¢inného ukonceni jeji platnosti vcetné. CRO
souhlasi, Ze ukonceni pracovnépravniho vztahu
hlavniho zkouSejiciho se zdravotnickym zafizenim
je pravem zdravotnického =zafizeni a nebude
povazovano za poruSeni této Smlouvy, ale bude
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terminate the Study in accordance with section 4 of
this Agreement.

Enrollment: Reports. The Institution shall ensure
that the Principal Investigator uses reasonable
efforts to enroll as Study Subjects the required
number of subjects meeting the requirements in the
Protocol. Institution shall ensure that the Principal
Investigator obtains from Study Subjects properly
executed informed consents in a form that has been
provided by CRO. The CRO undertakes to provide
the Principal Investigator for the purposes of the
Study with an up to date informed consent form
containing all the requirements of the Sponsor, the
Protocol and the Regulations, including applicable
Data Protection Laws, which has been approved by
SUKL and the relevant Ethics Committees and in
full compliance with the requirements imposed by
the applicable Data Protection Laws.

CRO reserves the right to limit enrollment of Study
Subjects at any time. During the course of the
Study, the Institution shall ensure that the Principal
Investigator advises CRO of the progress of the
Study by written report as reasonably requested by
CRO and by a complete and accurate written report
for each Study Subject in a format specified in the
Protocol (the “Case Report Form™). Such oral
reports and Case Report Forms shall be prepared
for each Study Subject under the supervision of the
Principal Investigator.

1.6 Adverse Event. The Institution agrees that
it shall ensure that the Principal Investigator reports
in writing to CRO all Adverse Events and Serious
Adverse Events (both as defined in the Protocol
and under the Regulations) occurring during the
course of the Study. The Institution shall ensure
that the Principal Investigator reports promptly all
Serious Adverse Events to CRO and EC (as defined
below) in accordance with the provisions of the
Protocol and the requirements under the applicable
Regulations, whichever reporting timeframe is
earlier. It is the responsibility of the Parties to
comply with any EC requirement. “EC” shall mean
Institution’s board, committee, or other group that
is formally designated to review, to approve the
initiation of, and to conduct periodic review of
biomedical research involving human subjects.

divodem pro ukonceni studie ze strany CRO v
souladu s ¢lankem 4 této smlouvy.

Zatrazovani: Zpravy. Zdravotnické zatizeni zajisti,
aby hlavni zkouSejici vynalozil pfiméfené Usili na
zafazeni pozadovaného poctu pacientt, ktefi budou
spliiovat pozadavky protokolu. Zdravotnické
zafizeni zajisti, aby hlavni zkouSejici ziskal od
subjektd studie tadné¢ podepsany informovany
souhlas ve formé predané CRO. CRO se zavazuje
predat hlavnimu zkouSejicimu pro ucely studie
aktualni formulaf, formulafe, informovaného
souhlasu, ktery obsahuje veskeré pozadavky
zadavatele, Protokolu a ptedpist, véetné platnych
zakont o ochrang dat a ktery byl schvalen SUKL a
ptislusnymi etickymi komisemi a v plném souladu
s pozadavky vyplyvajicimi z platnych zakond o
ochrané osobnich udaja.

CRO si vyhrazuje pravo kdykoliv omezit
zafazovani subjektd studie. V prub&hu provadéni
studie zdravotnické zafizeni zajisti, aby hlavni
zkousSejici informoval CRO o0 postupu studie ve
forme¢ pisemné zpravy, jak to bude pfiméfene
pozadovat CRO, a ve formé kompletni a presné
pisemné zpravy o kazdém subjektu studie ve
formatu specifikovaném v protokolu (dale jen
,formulaf pro zaznamy o subjektech hodnoceni” —
Case Report Form). Tyto ustni zpravy a formulaie
pro zaznamy o subjektech hodnoceni budou
ptipraveny pro kazdy subjekt studie pod dohledem
hlavniho zkouSejiciho.

1.6 Nezadouci piihoda. Zdravotnické zatizeni
souhlasi, ze zajisti, aby hlavni zkouSejici pisemné
informoval CRO o vSech nezadoucich piihodach a
vaznych nezédoucich ptihodach (definovany v
protokolu a v predpisech), k nimz dojde v pribéhu
studie. Zdravotnické zatizeni zajisti, aby hlavni
zkousejici neprodlené¢ informoval CRO a EC
(definovano nize) o vSech zavaznych nezddoucich
ptihodach v souladu s ustanovenimi protokolu a
pozadavky platnych pfedpisti podle toho, ktery

vvvvvv

Smluvni strany maji povinnost dodrzovat vSechny
pozadavky EC. ,,EC” oznacuje komisi, vybor nebo
jinou skupinu zdravotnického zatizeni, ktera je
formaln€¢ povéfena prezkumem a schvalenim
zahdjeni biomedicinského vyzkumu zahrnujiciho
lidské pacienty a provadénim pravidelnych kontrol.
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1.7 Association for the Accreditation of

Human Research Protection Programs (AAHRPP).

1.7 Sdruzeni pro akreditaci programu ochrany
humanniho  vyzkumu (Association for the

During the Institution’s performance of the Study,
the CRO, on Sponsor’s behalf, shall promptly
report to the Principal Investigator any information
that is reasonably likely to directly and materially
affect the health or safety of past or current Study
Subjects or materially influence the conduct of the
Study. In each case, the Principal Investigator shall
be free to communicate these findings to each
Study Subject and the EC and other authorities as
required under Regulations.

1.8 Regulatory Compliance. The Institution
shall perform the Study in compliance with all
Regulations in order for CRO to make submissions
to applicable regulatory or governmental agencies
or authorities. The Institution shall ensure
compliance with the informed consent and EC
requirements set forth in the Regulations.

The CRO undertakes to inform the Institution
immediately of the termination of the Study.

In addition, the CRO is obliged to inform the
Institution immediately if SUKL suspends or
forbids the conduct of the Study and/or if the Ethics
Committee’s consent (temporary or permanent) is
revoked.

The CRO is also required to promptly inform the
Institution of any facts that may adversely affect
the safety or health of the Study Subject or affect
the further conduct of the Study, including
information arising from the Study conducted at
other Sites, and to inform the Institution of any
reported suspicions of undesirable effects of the
Investigational Product.

1.8 Study Samples. Institution agrees to use any
bodily fluids, tissue biopsies, data, materials,
and/or samples (collectively “Study Samples”)
collected by the Institution from any Study Subject
in the course of conducting the Study solely for the
purposes of the Study and in accordance with the
Protocol and the informed consent form, unless
agreed to otherwise in writing by CRO.

Accreditation _of Human Research Protection
Programs — AAHRPP). V pribéhu provadéni
studie zdravotnickym zafizenim oznami CRO
jménem  zadavatele neprodlené¢  hlavnimu
zkouSejicimu vSechny informace, které by s
pfimétenou pravdépodobnosti mohly pfimo nebo
materialné neptiznivé ovlivnit zdravi nebo
bezpecnost minulych ¢i stavajicich subjektd studie
nebo materidln¢ nepfiznice ovlivnit provadéni
studie. V kazdém piipadé¢ mize hlavni zkousejici
voln¢ sdélovat tato zjisténi v§em subjektiim studie
a EC, jakoz i dalSim organim, jak to budou
vyzadovat piedpisy.

1.8 Dodrzovani pravnich piedpisd.
Zdravotnické zatizeni bude provadét studii v
souladu se vSemi pfedpisy a tak, aby CRO mohla
radné podavat vSechny pozadované zpravy
vladnim organiim a ufadtim. Zdravotnické zafizeni
zajisti dodrzeni podminek informovaného souhlasu
a pozadavki EC uvedenych v predpisech.

CRO se zavazuje neprodlené¢ informovat
zdravotnické zatizeni o ukonceni studie.

Dale je CRO povinen zdravotnické =zafizeni
neprodlené informovat v pripadé, Ze SUKL
pozastavi nebo zakaze provadéni Studie a dale
bude-li souhlas etickych komisi (do¢asné nebo
trvale) odvolan.

CRO je rovnéz povinen neprodlené informovat
zdravotnické zatizeni o veSkerych skutecnostech,
které mohou nepfiznivé ovlivnit bezpecnost nebo
zdravi Studijnich subjektt hodnoceni nebo mit vliv
na dalsi provadéni studie, vcetné¢ informaci
vzeslych ze studie provadéné na jinych mistech
hodnoceni a informovat Zdravotnické zatizeni o
vsech jemu oznamenych podezienich na nezadouci
ucinky hodnoceného ptipravku.

1.8 Vzorky ve studii. Zdravotnické zafizeni
souhlasi, ze bude pouzivat veskeré télesné tekutiny,
biopsie tkani, udaje, materidly anebo vzorky
(spolecné dale jen ,,vzorky ve studii”’) shromazdeéné
zdravotnickym zafizenim od subjektt studie v
priabéhu provadéni studie vyhradné pro ucely
studie a v souladu s protokolem a formulafem
informovaného souhlasu, nerozhodne-li CRO
pisemné jinak.
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1.9 Equipment.
A separate Loan Agreement will be signed between

the Parties by which an ECG valued in 2950 $ will
be provided for the performance of the Study.

1.10  Study Site. The Study shall be conducted
at the following facility: Internal Medicine Ward
No. 1 of the University General Hospital in Prague
— Hematological Clinic (“Study Site”).

Institution represents and certifies that it has and,
throughout the term of the Agreement, will have
authority and control over Study Site’s facilities,
equipment, inventory, and supplies necessary to
carry out the Study and has the authority to bind
any of Study Site’s employees who are engaged in
the performance of any aspect of the Study to the
obligations and duties set forth herein, within the
limits set by the applicable Regulations.

It shall be Institution’s duty to ensure Study Site’s
compliance with this Agreement and the Protocol,
and Institution is considered responsible and
accountable for any action and or omission of the
Study Site.

1.11  Ancillary Facility.

No ancillary service centers will be required in the
conduct of the Study.

2 INSPECTIONS
RECORDS

AND AUDITS;

2.1 Audits and Monitoring. CRO, the Sponsor,
and their Representatives may audit, monitor,
and/or meet with the Principal Investigator and the
Study Staff at the Institution and Study Facility
during normal business hours and with reasonable
frequency for audits and visits to monitor the
progress of the Study and to review Study records,
documents, information, data, and materials
(including the data collected during the course of
the Study, as specified in the Protocol, and
submitted to CRO and/or Sponsor (hereinafter,

1.9 Vybaveni.
Mezi smluvnimi stranami bude podepsana

samostatna smlouva o vypujcce, na zakladé které
bude poskytnuto EKG v cen¢ 2950 USD pro tcely
provadéni Studie.

1.10  Centra studie. Studie se bude provadét v
nasledujicim zafizeni I. interni klinika VSeobecné
fakultni nemocnice v Praze - Klinika Hematologie
(,,centrum studie®).

Zdravotnické zafizeni prohlasuje a dosvédcuje, Ze
ma a v prubéhu celé doby platnosti této smlouvy
bude mit pravomoc a kontrolu nad pracovisti centra
studie, a dale nad vybavenim, inventafem a
dodavkami nezbytnymi k provadéni studie, a ma
pravomoc zavazat zaméstnance centra studie, ktefi
jsou zapojeni do provadéni libovolného z aspektt
studie, k povinnostem a zavazkiim uvedenym v této
smlouvé, a to v mezich stanovenych platnymi
pravnimi predpisy.

Zdravotnické zatizeni bude povinno zajistit, aby
centrum studie dodrZzovalo ustanoveni této
smlouvy a protokolu, a zdravotnické zatizeni bude
povazovano za odpovédné za vesSkeré jednani a
opomenuti center studie.

1.12  Pridruzené pracovisté.

K provedeni studie nebude vyuzito zadné centrum
doplitkovych sluzeb.

2 INSPEKCE A AUDITY, ZAZNAMY

2.1 Audity a  monitorovani. CRO,
zadavatel a jejich zdstupci mohou provést audit
hlavniho zkou$ejiciho a pracovnik studie,
monitorovat je anebo se s nimi setkat ve
zdravotnickém zatizeni a zafizeni, kde probiha
studie, v pribéhu bézné pracovni doby a s Cetnosti
pfiméfenou pro audity a navstévy za tucelem
monitorovani postupu studie a kontroly zdznamtl,
dokumentti, informaci, idaji a materidlii ze studie
(vCetné udaji shromazdénych v prubehu provadeni
studie, jak je definovano v protokolu, a
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“Study Data”). The Institution shall assist and
ensure that the Principal Investigator and the Study
Staff assist CRO, the Sponsor, and their
Representative(s) in scheduling such visits.

CRO, the Sponsor, and their
Representative(s) shall be entitled to: (a) examine
and inspect the facilities required for the
performance of the Study; (b) inspect Source
Documents (as defined under ICH Guidelines; and
(c) inspect, request correction of, and copy all
Study Data (in monitoring / auditing, the monitors
of the sponsor have the right to look into the source
documention including patient’s healh records and
compare them each other. However, the monitors
of the sponsor are not authorized to make any
records / copies, extracts from the source
documentation. It is also not permissible for the
monitors of the sposnor to request the borrowing of
source documentation. The above obligations
apply mutatis mutandis to the monitoring / audit
performed by the CRO. The investigator or other
member of the study team will always be present
during the monitoring and audit) including, without
limitation, Case Report Forms, original reports of
laboratory tests and examination findings, and all
other notes, charts, reports, or memoranda related
to the Study Subjects or to the conduct of the
Study), which CRO and the Sponsor are authorized
to access by the signed informed consent form,
and/or the Regulations. The Institution shall
cooperate, and shall ensure that the Principal
Investigator cooperates, with CRO and the Sponsor
during audits and monitoring visits and in the
resolution of any questions regarding the Study
Data.

When conducting monitoring, inspection and
auditing activities under this Section directly at the
Institution, the CRO and its authorised agents are
obliged to respect the operating conditions of the
Study Site, where the the location and time of the
inspection is determined by the Principal
Investigator in agreement with the CRO.

Study monitoring and audit activities by the CRO
will always be carried out respecting the legal
obligations of the Institution, in particular the

predkladanych CRO anebo zadavateli (dale jen
,udaje ze studie®). Zdravotnické zatizeni poskytne
soucinnost a zajisti, aby i hlavni zkouSejici a
pracovnici studie poskytli soucinnost CRO,
zadavateli a jejich zastupcim pifi planovani
takovych navstév.

CRO, =zadavatel a jejich zastupce
(zastupci) budou mit pravo: (a) provadét kontroly a
inspekce zatizeni potiebnych k provadéni studie,
(b) provadét inspekce zdrojovych dokumentt, jak
jsou uvedeny ve smérnicich ICH, a (c) provadét
inspekce, zadat opravy a kopirovat tdaje (pfi

provadéni monitoringu/auditu = maji  monitofi
zadavatele pravo  nahlizet do  zdrojové
dokumentace, vCetné =zdravotni dokumentace

pacientl, a tyto navzajem porovnavat. Monitofi
zadavatele vSak nejsou opravnéni pofizovat si
jakékoli zaznamy/kopie, vypisy ze zdrojové
dokumentace. Rovnéz neni ptipustné, aby monitofi
zadavatele zadali o zapQjeni zdrojové
dokumentace. VySe uvedené povinnosti se
ze strany CRO. Zkousejici ¢i jiny ¢len studijniho
tymu bude vzdy pfitomen pii provadéni
monitoringu a auditu) ze studie (véetné, nikoliv
vyhradné, formulait pro zaznamy o subjektech
hodnoceni, originalnich zprav z laboratornich testt
a vysledkt Setfeni, jakoZ 1 vSech ostatnich
poznamek, grafli nebo zapisti souvisejicich se
subjekty studie nebo s provadénim studie), k nimz
budou mit CRO a zadavatel opravnény ptistup na
zaklad¢ podepsaného informovaného souhlasu
anebo predpisii. Zdravotnické =zafizeni bude
spolupracovat a zajisti, aby hlavni zkouSejici
spolupracoval s CRO a se zadavatelem v prib¢hu
auditi a navstév za ucelem monitorovani a pii
hledani feSeni vSech probléma tykajicich se tidaji
ze studie.

Pfi provadéni monitorovani, kontroly a auditu dle
tohoto clanku smlouvy pfimo ve zdravotnickém
zatizeni je CRO, a jim povéfené osoby, povinen
respektovat provozni podminky centra studie s tim,
Ze misto a ¢as kontroly stanovuje hlavni zkousSejici
po dohodé s CRO.

Monitorovani a audit Studie ze strany CRO bude
vzdy provadén pti respektovani zakonnych
povinnosti zdravotnického =zafizeni, predevSim
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confidentiality and protection of personal data, as
agreed under Section 5 of this Agreement.

The CRO, the Sponsor and other authorised
persons will be given access to personal data
relating to Study Subjects or other information that
could identify the Study Subjects only on the basis
of the prior written consent of the Study Subjects
concerned (and only if such consent is not
withdrawn) and only to the extent laid down in the
informed consent.

When performing monitoring/audit visis, the CRO
Monitors or the Sponsor shall have the right to
consult and compare the source documentation.

However, the monitors are not authorised to make
any records/copies, or extracts from those
documents unless the personal data are
anonymized and such copying and/or recording is
authorized by Regulations and in full compliance
with the requirements imposed by the applicable
Data Protection Laws.

It is also not permissible for the monitors of the
CRO to borrow the source documents. The
Principal Investigator (or his / her appointed
person) will always be present during monitoring,
or audit visits.

Access by CRO to Study Site for the purpose of
performing an audit will only be possible to rooms
where the Study is conducted or where the Study
Drug is stored and/or handled; after the completion
of the Study, access will only be granted to rooms
designated by the Institution for the purpose of
auditing the Study documentation; provided
however, that if there is a quality concern relating
to the facilities that is discovered after the end of
the Study that must be investigated by the Sponsor
for compliance or legal purposes, the Study Site
shall provide access to those rooms to the extent
needed for Sponsor to fulfill its legal and/or
compliance obligations.

2.2 Requlatory Inspections. Institution
acknowledges that the Study is subject to
inspection by regulatory authorities worldwide,
including the Governmental Authority, and that

povinnosti mlcenlivosti a ochrany osobnich udaju
jak dohodnuto v ¢lanku 5 této smlouvy.

CRO, zadavateli, a jinym povéfenym osobam,
budou zpfistupnény osobni udaje tykajici se
studijnich subjektti nebo jiné informace, na zakladé
kterych by bylo mozné identifikovat studijni
subjekty, pouze na zakladé¢ pfedchoziho pisemného
souhlasu prislu$ného pacienta (a nebude-li tento
souhlas odvolan) a pouze v rozsahu stanoveném
informovanym souhlasem.

Pfi provadéni monitoringu/auditnich schizek
budou mit monitofi CRO nebo zadavatel pravo
nahlizet do zdrojovych dokumentd a tyto navzajem
porovnavat.

Monitofi vSak nejsou opravnéni pofizovat si
jakékoli zaznamy/kopie nebo vypisy z uvedenych
dokumentli, ledaze osobni udaje  jsou
anonymizovana a takovéto kopie a/nebo zaznamy
jsou povoleny predpisy a plné v souladu s
pozadavky stanoveny platnymi zdkony o ochrané
udaju.

Rovnéz neni piipustné, aby si monitoii CRO
zapujéovali dokumenty. Hlavni zkousSejici (nebo
jim povéfena osoba) bude vzdy pritomen pii
provadéni monitoringu, kontroly ¢i navstév pro
ucely auditu.

Ptistup CRO do centra studie pro ucely provedeni
auditu bude umoznén pouze do mistnosti, ve
kterych se studie provadi; po ukonceni studie bude
umoznén piistup pouze do mistnosti uréenych
zdravotnickym zafizenim pro Gcely auditu
dokumentace Studie; avSak za piedpokladu, Ze
existuje pochybnost o kvalité tykajici se zafizeni,
kterd byla objevena po ukonceni studie, kterou
musi sponzor provéfit z divodu splnéni nebo
pravniho ucelu, centrum poskytne ptistup do téchto
mistnosti v rozsahu nezbytném pro Sponzora, aby
splnil své pravni zdvazky a povinnosti souvisejici s
dodrzovanim predpist.

2.2 Regulaéni  inspekce. Zdravotnické
zafizeni bere na védomi, Ze studie podléha inspekci
regulacnich organi na celém svété, vcetné
vladniho ufadu a ze takové inspekce mohou
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such inspections may occur after completion of the
Study and may include auditing of Study records.
The Institution shall notify CRO as soon as
reasonably possible of any inspection or
investigation relating to the Study by any
regulatory, governmental, or law agency of which
it becomes officially informed. CRO, the Sponsor,
and/or their Representatives shall have the right to
be present at and/or participate in any such
inspection or investigation, unless prohibited by
law. Institution will cooperate with the regulatory
authority and CRO or Sponsor Representatives in
the conduct of inspections and will ensure that
Study records are maintained in a way that
facilitates such activities. Institution will promptly
forward to CRO and Sponsor copies of any
inspection findings that Institution receives from a
regulatory authority in relation to the Study.

Before the Institution or the Principal Investigator
submits any materials or information to an agency
in connection with an inspection or investigation,
CRO and the Sponsor shall have the right to
review, provide, and/or comment on any such
materials and/or information within the reasonable
timelines required by Institution in order for the
Institution to answer the regulatory authority in a
timely manner.

2.3 Records  Retention. The
Institution shall maintain accurate, complete, and
current records of all Study Data, including copies
of Case Report Forms and written records,
accounts, notes, reports relating to the Study, and
any other essential documents or materials as
required by the Protocol, the Regulations, and
written CRO’s instructions (collectively the
“Records™).

The Records shall be retained by the Institution for
periods consistent with Regulations, but in any
event no less than a period of fifteen (15) years
following the completion of the Study (“Records
Retention Time”). The Institution may destroy the
Records at the end of the Records Retention Time.

In the event that the Sponsor is interested in
Institution’s further archiving the documentation,
Sponsor will submit its request in writing to the
Institution at least two (2) months before the expiry

probéhnout i po dokonceni studie a mohou také
zahrnovat audit zdznamil ze studie. Zdravotnické
zafizeni bude informovat CRO o kazdé inspekci a
Seteni, o nichz bude oficialn¢ informovano, které
se budou tykat studie a jez bude provadeét jakakoliv
regulacni, vladni nebo pravnicka organizace, a to v
nejkrat$i ptimérené lhuté. CRO, zadavatel anebo
jejich zastupci budou mit pravo byt pfitomni a
ucastnit se takové inspekce nebo Setfeni kromé
pfipadi, kdy to bude zakazovat zakon.
Zdravotnické zafizeni bude spolupracovat s
regulaénim organem a se zastupci CRO nebo
zadavatele pti provadéni inspekci a zajisti, aby
zdznamy ze studie byly uchovavany zpasobem,
ktery tyto ¢innosti usnadni. Zdravotnické zafizeni
neprodlené¢ zasle CRO a zadavateli kopie vSech
vysledkti inspekce, které zdravotnické zafizeni
obdrzi od regulacniho organu v souvislosti se
studii.

Pted tim, nez zdravotnické zatizeni nebo hlavni
zkousejici predlozi jakémukoliv ufadu materialy
nebo informace v souvislosti s inspekci nebo
Setfenim, CRO a zadavatel budou mit pravo
piezkoumat, predlozit anebo komentovat vSechny
tyto materialy anebo informace v pfiméfenych
Ihatach, které bude zdravotnické ziizeni
pozadovat, aby zdravotnické zatizeni mohlo vcas
reagovat na regula¢ni organ.

2.3 Uchovavani zadznamti. Zdravotnické
zafizeni bude uchovavat presné, kompletni a fadné
zadznamy o vSech udajich ze studie, véetné kopii
formulai pro zdznamy o subjektech hodnoceni a
pisemnych zaznamt, ucth, pozndmek, zprav ke
studii, jakoz i vSech dalSich zasadnich dokumentt
nebo materialti, které bude pozadovat protokol,
predpisy a pismemné pokyny CRO (spole¢né dale
jen ,,zdznamy*).

Zaznamy bude zdravotnické zatizeni uchovavat v
souladu se lhiitami stanovenymi v piedpisech,
avSak v kazdém ptipadé minimalné po dobu
patnacti (15) let od data dokonceni studie ("Doba
uchovavani  zaznami"). Na konci  Doby
uchovavani zdznaml miize zdravotnické zatizeni
tyto zaznamy znicit.

V ptipadé, ze ma zadavatel zajem, aby
zdravotnické  zafizeni nadéale  archivovalo
dokumentaci, ptedlozi zadavatel sviij pozadavek
pisemn¢ zdravotnickému zafizeni nejméné dva
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of the agreed archiving period, provided that the
Institution uses reasonable efforts to provide
notification to the Sponsor of the start of the two
(2) month timeframe, and the Institution shall
provide further archiving at the expense of the
Sponsor if agreed. If Sponsor does not reply to Site
by the end of the Records Retention Time, Site may
destroy the Records.

24 Approval and Review. The CRO
on behalf of the Sponsor shall submit the Protocol,
the informed consent form, and any other
documentation required by the Regulations to the
EC for review and approval of the Study. Prior to
initiation of the Study, CRO shall provide
Institution with written evidence of review and
approval by the EC of the Study and the Protocol,
including the Study Subject informed consent form
to be used in connection with the Study. The CRO
shall also provide to Institution documentation
approved by the EC.

In the context of the Study, the CRO is responsible
for fulfilling all legal obligations related to
reporting duties, in relation to the State Institute for
Drug Control (SUKL) and the Ethics Committee
(EC) or other supervisory authorities, as well as for
negotiations with SUKL and ethics committees in
connection with this Study.

2.5 Study Subject Data. Institution
shall not provide to CRO or Sponsor any personally
identifiable information of Study Subjects. CRO
agrees to collect, use, and disclose Study Subject
data contained in Case Report Forms and other data
collected or produced in connection with the Study
only in accordance with the informed consent
obtained from the Study Subject and in compliance
with Regulations.

3 COMPENSATION AND PAYMENT

3.1 Funding. CRO will pay the Institution
(hereinafter the “Payee”) the amounts stated in the
Budget in accordance with the compensation and
payment terms set forth in the Budget which
formsExhibit A hereto. Payments made by CRO to
the Payee are consideration for the performance of
the Study by the Institution and as reimbursement

meésice pfed uplynutim sjednané doby archivace, za
predpokladu, Ze zdravotnické zatizeni vynalozi
primétené usili, aby poskytla sponzorovi oznameni
o zacatku dvoumési¢niho casového ramce, a
zdravotnické zafizeni zajisti dal$i archivaci na
naklady zadavatele, bude-li tak dohodnuto. Pokud

Zadavatel centru neodpovi na konci Doba
uchovavani zaznami mize Centrum zni¢it
Zéaznamy.

2.4 Schvéleni a ptezkum. CRO

predlozi EC jménem zadavatele protokol, formulaf
informovaného souhlasu a veSkeré dalsi
dokumenty pozadované predpisy ke kontrole a
schvaleni studie. Pfed zahajenim studie ptedlozi
CRO zdravotnickému zafizeni pisemné doklady o
prezkumu a schvaleni studie a protokolu ze strany
EC, v€etné¢ formulafe informovaného souhlasu
pacientt studie, ktery bude pouzit v souvislosti se
studii. CRO také ptedlozi zdravotnickému zafizeni
dokumentaci schvalenou EC.

V souvislosti se studii je CRO odpovédna za plnéni
veskerych zakonnych povinnosti, které souviseji s
informaénimi povinnostmi, ve vztahu ke Statnimu
ustavu pro kontrolu 1é¢iv (SUKL) a etickou komisi
(EC), ptipadn¢ k jinym kontrolnim ufadtim, a také
za jedndni se SUKL a etickymi komisemi v
souvislosti s touto studii.

2.5 Udaje subjektt studie.
Zdravotnické zafizeni nepfedlozi CRO ani
zadavateli zadné informace o subjektech studie,
podle nich by bylo mozné identifikovat jejich
identitu. CRO souhlasi, ze bude shromazd ovat,
pouzivat a zpfistupiiovat udaje o subjektech studie
obsazené ve formulatich pro zaznamy o subjektech
hodnoceni, jakoz i dal$i udaje shromazdéné nebo
vytvorené v souvislosti se studii vyhradné na
zaklad¢ informovaného souhlasu ziskaného od
subjektu studie a v souladu s piedpisy.

3 NAHRADY A PLATBY

3.1 Financovéni. CRO bude zdravotnickému
zafizeni (dale jen ,pfijemce”) vyplacet castky
uvedené v rozpoctu v souladu s podminkami
nahrad a plateb uvedenymi v rozpoctu k této
smlouvée, ktery tvofi Prilohu A této smlouvy.
Platby, které provede CRO ve prospéch piijemce,
pfedstavuji  odménu za provadéni studie
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for costs of the Study outlined herein inclusive of
all indirect and overhead expenses. CRO will make
payments to the Principal Investigator in
consideration for the performance of the Study by
the Principal Investigator under a separate
agreement with the Principal Investigator. Sponsor
and/or CRO shall not be liable to make any
payments to anyone, other than the Payee. If direct
payments are to be made by CRO to Principal
Investigator and/or Study Staff, such payments
shall be handled under the Pl Agreement.

Payee agrees that it shall be solely
responsible for all payments to Institution. Payee
shall monitor expenditures, in accordance with its
policies and Regulations, to ensure that the funds
provided by CRO are spent in accordance with this
Agreement and the approved Budget. Payee agrees
to use the funding provided under this Agreement
solely for the purposes of carrying out the Study.

The Parties acknowledge and agree that the funds
paid to Payee under the Budget represent the fair
market value for the services performed by the
Institution under this Agreement and have not been
determined in any manner that takes into account
the volume or value of any referrals or business

otherwise generated between or among the
Institution, CRO, and/or Sponsor.
All  payments hereunder shall be

contingent upon completion, in accordance with
the Protocol, of all outstanding Case Report Forms
up to the date of the request for payment, including
all data entry for all Study Subject visits performed
into the applicable electronic data capture system
(“EDC System”) and the provision of such other
documentation as Sponsor or CRO may reasonably
request. Institution agrees that in the event of a
good faith payment dispute, Institution will not
withhold Study Data or information pending
resolution of the dispute because such withholding
may cause irreparable harm to the Study.

3.2 Limitation. No payment will be due or
payable by CRO in respect of: (a) recruited but not

zdravotnickym zafizenim, nahradu nakladi na
provedeni studie, které jsou zde definovany a
zahrnuji vSechny nepfimé i rezijni vydaje. CRO
provede platby hlavnimu zkouSejicimu za
provedeni klinické studie hlavnim zkouSejicim na
zakladé separatni smlouvy s hlavnim zkousejicim.
Zadavatel anebo CRO nebudou odpovédni za
provadeéni plateb jakékoliv osobé€ jiné nez piijemci.
Vsechny piimé platby uhradi CRO hlavnimu
zkouSejicimu a/nebo pracovnikim studie; tyto
platby budou zpracovany v souladu se smlouvou s
HZ.

Piijemce souhlasi, Zze bude vyhradné
odpovédny za  vSechny platby  hrazené
zdravotnickému  zafizeni,  Pfijemce  bude
monitorovat vydaje v souladu se svymi zasadami a
s predpisy, aby zajistil, Ze finan¢ni prostiedky,
které poskytne CRO, budou pouzity v souladu s
touto smlouvou a se schvalenym rozpoctem.
Ptijemce souhlasi, Ze finan¢ni prostfedky, jez
obdrzi na zakladé této smlouvy, pouZzije vyhradné
pro ucely provadéni studie.

Strany berou na védomi a souhlasi, Ze finané¢ni
prostfedky uhrazené piijemci na zakladé rozpoctu,
pfedstavuji poctivou trzni cenu za sluzby
poskytnuté zdravotnickym zafizenim na zakladé
této smlouvy, a v zaddném piipadé se nema za to, ze
by jejich vyse byla jakkoliv zavisla na objemu nebo
hodnoté ptipadnych doporuceni nebo obchodd
jinak vytvotenych mezi zdravotnickym zatizenim,
CRO anebo zadavatelem.

Vsechny platby provadéné na zdkladé této
smlouvy budou podminéné vyplnénim vsech
formulait pro zaznamy o subjektech hodnoceni v
souladu s protokolem az do data zadosti o platbu,
véetné vlozeni vSech daji o vSech navstévach
subjektd studie do pfislusného elektronického
systému pro zaznam dat (,systtm EDC®) a
predlozenim takové dalsi dokumentace, kterou
budou zadavatel nebo CRO piiméiené pozadovat
Zdravotnické zatizeni souhlasi, Ze v ptipadé sporu
ohledné nékteré z plateb provedenych v dobré vite
nebude zdravotnické zatizeni v pribehu jednani ve
sporné véci zadrzovat udaje ze studie ani
informace, protoze takové zadrzeni by mohlo studii
nenapravitelné poskodit.

3.2 Omezeni. CRO nebude povinna uhradit
zaddnou platbu, pokud jde o: (a)prijaté ale
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randomized Study Subjects, except for screen
failures as provided for in the Budget, (b) costs not
included in the Budget, (c) any costs relating to the
Study or the Study Subjects resulting from the
Study Staff failure to follow the Protocol, except
for Necessary Deviations (as defined below), (d) a
Study Subject who cannot be evaluated under GCP
or whose medical data cannot be used due to the
failure of the Institution to comply with medical
data protection provisions of Regulations, or (e)
Institution’s breach of this Agreement.

For purposes of this Agreement, a
“Necessary Deviation” means a deviation from the
Protocol conducted in an emergency situation
where a deviation from the Protocol was necessary
to protect the Study Subject from an imminent
threat to his or her safety, and due to such
emergency circumstances, the Institution was
unable to consult and obtain prior approval from
CRO for the deviation; provided, however, that
such deviation is reported to CRO in writing within
twenty-four (24) hours after its occurrence.

3.3 Per Subject Costs. If CRO determines that
a Study Subject failed to complete treatment under
the Protocol through no fault of the Institution,
CRO shall pay a pro-rated amount based on visits
completed in accordance with the amounts set forth
in the Budget.

The total estimated budget based on six (6) patients
and six (6) cycles of treatment per patient is 891512
CzK

3.4 Standard of Care. Institution shall not
charge any Study Subject or third-party payor for
any materials or for Study procedures for which
payment has or will be made under this Agreement.
It is the Institution’s obligation to determine which
tests and/or services are Standard of Care (“SOC”)
for a Study Subject’s diagnosis and treatment and
to implement the appropriate third-party billing
procedures for such tests/services in accordance
with all applicable billing requirements of the
payor.. Azacitidine will be provided by the
Sponsor The Institution agrees that any tests and/or
services required to be performed under the
Protocol that are not considered SOC for the
diagnosis and treatment of the Study Subject are
intended to be included within the Budget set forth

nerandomizované subjekty studie, s vyjimkou
osob, které neprosly screeningem (screen failures),
jak je stanoveno v rozpoctu, (b)naklady
nezahrnuté do rozpoctu, (c) naklady souvisejici se
studii nebo subjekty studie, které vyplynou z
nedodrzeni protokolu pracovniky studie, s
vyjimkou nezbytnych odchylek (jak jsou
definovany nize), (d) subjekt studie, ktery neni
mozné vyhodnotit v ramci GCP nebo jehoz
zdravotni daje neni mozné pouzit v disledku
nedodrzeni ustanoveni o ochrané zdravotnich
udaju ze strany zdravotnického zafizeni, nebo (e)
poruseni této smlouvy zdravotnickym zatizenim.

Pro ucely této smlouvy oznaCuje vyraz
»hezbytna odchylka“ odchylku od protokolu
provedenou v naléhavé situaci, kdy byla odchylka
od protokolu nezbytna z diivodu ochrany subjektu
studie pred bezprostiednim ohrozenim jeho
bezpecnosti, a kvili naléhavosti okolnosti nemohlo
zdravotnické zatizeni konzultovat s CRO a ziskat
jeji predchozi souhlas s touto odchylkou, avsak za
piedpokladu, Ze takova odchylka bude pisemné
oznamena CRO do dvaceti ¢tyt (24) hodin od jejiho
vzniku.

3.3 Naklady na pacienta. Pokud CRO stanovi,
ze subjekt studie nedokongil 1é¢bu podle protokolu
bez zavinéni zdravotnického zafizeni, uhradi CRO
pomérnou ¢astku podle dokoncenych navstév v
souladu s ¢astkami uvedenymi v rozpoctu.

Celkovy odhadovany rozpocet vychazejici ze Sesti
(6) pacietti a Sesti (6) cykla 1écby na pacienta je
891 512,- K¢.

3.4 Standard péce. Zdravotnické zafizeni
nebude subjektu studie ani tfeti strané¢ Uctovat
zadné materialy ani postupy ve studii, za néz byla
provedena uhrada podle této smlouvy. Je
povinnosti zdravotnického zafizeni urcit, ktera
vySetfeni anebo sluzby jsou standardem péce
(Standard of Care — ,,SOC*) pro stanoveni
diagnoézy a lécbu, a zavést vhodné postupy pro
vyuctovani vysetfeni/sluzeb treti strané v souladu s
platnymi pozadavky platce na fakturaci. Azacitidin

bude poskytnut zadavatelem. Zdravotnické
zafizeni souhlasi, ze vSechny sluzby anebo
vySetfeni, které maji byt provedeny podle

protokolu, jez nejsou povazovany za SOC pro
ucely stanoveni diagn6zy a 1écbu subjektu studie,
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herein and will not be billed to the applicable
payor. The Institution acknowledges and agrees
that SOC tests and/or services that are not covered
under the Budget should be reimbursed by the
Study Subject’s insurance.

35 Additional  Testing, Treatment, or

Procedures. Payee will not be reimbursed for any
additional testing, treatment, or procedures not
required by the Protocol or specified in the Budget
unless such additional testing, treatment, or
procedures are requested/pre-approved by CRO in
writing.

3.6 Transparency. Pursuant to Regulations,
including those on disclosure of transfers of values
from pharmaceutical companies to healthcare
professionals and healthcare organizations,
Sponsor and CRO reserve the right to disclose all
information required to be disclosed pertaining to
this Agreement. Sponsor and CRO reserve the
right to publish on their website or otherwise
distribute information published on state and/or
federal agency websites. Sponsor and CRO
disclaim all liability stemming from or related to
the publication of such information on state and
federal government agencies’ websites.

4 TERM AND TERMINATION

4.1 Term. This Agreement shall commence and
become effective as of the second day following
the publication of this Agreement duly executed by
the Parties pursuant to relevant provisions of Czech
law, including, but not limited to provisions of Act
No. 340/2015 on “Special Conditions for the
Effectiveness of Certain Contracts, the Disclosure
of These Contracts and the Register of Contracts”
(“Effective Date”) on the Effective Date and shall
continue in force, unless earlier terminated or
extended pursuant to the terms and conditions
hereof, until the final Study documentation
required to be provided under the Protocol is
received and accepted by CRO, and CRO has
performed a closeout visit at the Institution.

CRO undetrakes to provide Institution with a
redacted copy of the Agreement for the purpose of

budou zahrnuty do rozpoctu stanoveného v této
smlouvé a nebudou u¢tovany ptislusnému platci.
Zdravotnické zatizeni bere na védomi a souhlasi s
tim, Ze testy standardni péce a / nebo sluzby
standardni péce, které nejsou zahrnuty do rozpoctu,
by mély byt hrazeny pojisténim subjektu studie.

3.5 Doplikova vySetieni, 1é¢ba nebo postupy.
Ptijemci nebudou uhrazeny zadné doplikové
postupy, vySetieni, nebo 1é¢ba, které nebudou
pozadovany podle protokolu nebo uvedeny v
rozpoCtu, s vyjimkou pfipadd, kdy byly tyto
dopliikové zkousky, 1écba nebo postupy predem
pisemné vyzadany/schvaleny CRO.

3.6 Transparentnost. Podle piredpisti, vcetné
téch, které se tykaji pfiznani pievodi hodnot od
farmaceutickych spole¢nosti zdravotnikim a
zdravotnickym organizacim, si zadavatel a CRO
vyhrazuji pravo zpfistupnit veskeré informace, jez
maji byt zpfistupnény podle této smlouvy.
Zadavatel a CRO si vyhrazuji pravo zverejnit na
svych webovych strankach nebo jinak distribuovat
informace zvefejnéné na webovych strankach
statnich anebo federalnich organizaci. Zadavatel a
CRO se vzdavaji odpovédnosti vyplyvajici ze
zvefejnéni takovych informaci na webovych
strankach statni anebo federalnich organizaci nebo
v souvislosti s nim.

4 DOBA
PLATNOSTI

TRVANI A UKONCENI

4.1 Doba trvani. Tato smlouva bude G¢inna od
druhého dne nasledujiciho po dni Uvefejnéni této
smlouvy fadné wuzaviené stranami V souladu
s piislu§nymi ustanovenimi prava Ceské republiky
a to zejména v souladu s podminkami zakona ¢.
340/2015 Sb., o zvlastnich podminkach t¢innosti
nekterych smluv, uvetejiovani téchto smluv a o
registru smluv (“Datum u€innosti”) a bude v
platnosti, pokud nedojde k jejimu predcasnému
ukonCeni nebo prodlouzeni v souladu s
podminkami v ni uvedenymi az do to doby, nez
CRO pfevezme a akceptuje zavérecnou
dokumentaci studie, ktera ma byt predlozena na
zaklad¢ protokolu, a provede uzaviraci navstévu ve
zdravotnickém zafizeni.

CRO se zavazuje, ze doda zdravotnickému zatizeni
modifikovanou verzi smlouvy urCenou k
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publication in the Register of Contracts by no later
than on the date of signature of the complete
version of this Agreement to following email
address [ nstitution undertakes to
publish the redacted version of the Agreement
within five (5) days from Institution’s signature of
the Agreement. Should Institution fail to publish
the Agreement within the stated period, CRO shall
be entitled to publish the Agreement.

4.2 Termination Rights.

(@ Termination by CRO. CRO may terminate
this Agreement with immediate effect upon
delivery of written termination notice to the
Institution (i) if the Institution breaches this
Agreement and fails to cure such breach within
fifteen (15) calendar days from the receipt of
written notice; (ii) if CRO or the Sponsor, in good
faith, believes the Study Drugs or continuation of
the Study presents an unreasonable medical risk to
the Study Subjects or if there are efficacy or safety
concerns; (iii) if the Study is suspended or not
initiated at the Institution for any reason; (iv) if the
agreement between the Sponsor and CRO
regarding the Study is terminated; or (v) if
Principal Investigator becomes unable to work for
the Study and no replacement of him/her
acceptable to CRO is available in accordance with
Section 1.5 (Principal Investigator) hereunder, (vi)
if Institution enters into bankruptcy in accordance
with applicable Bankruptcy Regulation (vii) if the
necessary authorisation, permission or consent
from applicable authorities is revoked, its validity
is postponed or the period for which it was issued
expires without being prolonged accordingly.

CRO may also terminate this Agreement without
cause upon thirty (30) calendar days’ written
notice, which shall commence on the date of
receipt of the termination notice by the Institution.

(b) Termination by the Institution. The
Institution may terminate this Agreement with
immediate effect by written notification to the
CRO (i) if CRO breaches this Agreement and fails
to cure such breach within fifteen (15) calendar

uverejnéni v registru smluv, a to nejpozdéji ke dni
podpisu plné verze smlouvy, a to na emailovou
adresu | Zdravotnické zafizeni se
zavazuje, ze redigovanou verzi smlouvy uveiejni
nejpozdéji do 5-ti dnd od podpisu smlouvy
zdravotnickym zatizenim. Neuvetejni-li
zdravotnické zafizeni smlouvu v dohodnutém
terminu, je CRO opravnéna smlouvu uverejnit

4.2  Pravo na ukonceni platnosti.

(@) Ukonceni platnosti ze strany CRO. CRO
mize vypovédét tuto smlouvu s okamzitou
platnosti na zaklad¢ doruceni pisemného oznameni
0 vypovédi zdravotnickému zafizeni: (i) pokud
zdravotnické zafizeni porusi tuto smlouvu a toto
své poruseni nenapravi do patnacti (15)
kalendafnich dni od data pfijeti prislusného
pisemného oznameni, (ii) pokud jsou CRO nebo
zadavatel v dobré viie ptesvédceni, ze hodnocené
léky nebo pokraCovani studie predstavuji
nepiiméfené zdravotni riziko pro subjekty studie,
nebo pokud existuji obavy ohledné jejich Gi¢innosti
nebo bezpe€nosti, (iii) byla-li studie z jakychkoli
divodi  pozastavena nebo nebyla-li  ve
zdravotnickém zafizeni zahajena, (iv) bude-li
vypovézena smlouva mezi zadavatelem a CRO
tykajici se studie nebo (v) nebude-li hlavni
zkousejici nadale moci pracovat v ramci studie a
nebude-li v souladu s odstavcem 1.5 (hlavni
zkousejici) této smlouvy k dispozici nahradni
hlavni zkousejici ptijatelny pro CRO, (vi) pokud je
zdravotnické zafizeni v upadku podle platnych
predpist o upadku, (Vii) jsou-li potiebné opravnéni,
povoleni nebo souhlas pfislusnych organu
odvolany, odloZena jejich platnost, nebo uplyne-li
doba, na kterou byly vydany, aniz by byly piislusné
prodlouzeny.

CRO muze také vypovedét tuto smlouvu bez udani
ditvodu na zéklad¢ pisemné vypovédi s vypoveédni
lhitou tticeti (30) kalendatfnich dnd, ktera pocne
bézet dnem doruceni vypoveédi zdravotnickému
zafizeni.

(b) Ukonceni platnosti ze strany zdravotnického
zafizeni. Zdravotnické zafizeni miize ukoncit
platnost této smlouvy s okamzitou platnosti
doru¢enim pisemné vypovédi CRO, (i) pokud CRO
porusi tuto smlouvu a nenapravi toto poruseni do
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days from the receipt of written notice; (ii) if
requested to do so by the responsible EC; or (iii) if
the Institution, in good faith, believes that the
continuation of the Study presents an unreasonable
medical risk to the Study Subjects; (iv) Institution
is in bankruptcy under the applicable bankruptcy
law or CRO is in bankruptcy within the meaning of
applicable law in the country in which the CRO has
its registered office (v) if the necessary
authorisation, permission or consent from
applicable Governmental Authorities is revoked,
its validity is postponed or the period for which it
was issued expires without being prolonged
accordingly.

(c) Debarment and Anti-Corruption. Inthe event
that CRO and/or Sponsor (i) receives notice from
the Institution or Principal Investigator or
otherwise becomes aware that a debarment action
has been brought against the Institution or the
Study Staff or that such Party is threatened with
debarment action by the applicable regulatory
authority (including the Governmental Authority)
or (ii) receives written notice that Institution or any
member of the Study Staff has violated Regulations
with respect to applicable anti-corruption laws or
breached Section 11.16 of this Agreement, then
CRO (with respect to terminating its own rights and
obligations under the Agreement only) shall have
the option, in its sole discretion, to either (1)
immediately terminate, as applicable, this
Agreement and/or the Study upon notice to the
Institution or (2) in any case where such action is
brought against the Principal Investigator, accept a
substitute Principal Investigator pursuant to
Section 1.5.

4.3 Post-termination Obligations.  Upon its
receipt of notice of termination of the Agreement
as provided in Section 4.2, the Institution shall act
in accordance with CRO’s instructions including,
if so instructed by CRO, ceasing treatment of
enrolled Study Subjects to the extent medically
permissible. The Institution shall exert its
reasonable efforts to limit ongoing performance of
the terminated Study and to cancel any conditional
commitments related to the Study.
Notwithstanding termination of the Study, the
Institution shall provide complete records of Study
Subjects’ data within thirty (30) days. Neither
CRO nor Sponsor will be obligated to reimburse

patnacti (15) kalendafnich dnti od data pfijeti
ptislusného pisemného oznameni, (ii) pokud o to
pozada kompetentni EC nebo (iii) je-li
zdravotnické zatizeni v dobré vife presvédceno, Ze
pokracovani studie predstavuje nepfiméiené
zdravotni riziko pro subjekty studie, (iv) pokud je
zdravotnické zafizeni v Upadku podle platnych
predpisi o Upadku, nebo je CRO v upadku ve
smyslu pfislusnych pravnich predpist platnych ve
staté, ve kterém ma CRO sidlo (V) jsou-li potfebné
opravnéni, povoleni nebo souhlas pfislusnych
vladnich organi odvolany, odlozena jejich
platnost, nebo uplyne-li doba, na kterou byly
vydany, aniz by byly pfislusné prodlouzeny.

() Vylouceni a boj proti korupci. V ptipadé, ze
CRO anebo zadavatel (i) obdrzi oznameni od
zdravotnického zafizeni nebo hlavniho
zkousejiciho nebo se jinak dozvédi o tom, Ze proti
zdravotnickému zafizeni nebo pracovnikiim studie
bylo zahajeno fizeni o vylouceni nebo Ze takové
strané hrozi Zaloba o vylouc¢eni, kterou hodla podat
kompetentni regula¢ni organ (vCetné vladniho
ufadu), nebo (ii) obdrzi pisemné oznameni, Ze
zdravotnické zafizeni nebo néktery z pracovniki
studie poruSili predpisy v oblasti platnych
protikorup¢nich zakond, nebo ze porusili odstavec
11.16 této smlouvy, bude mit CRO pravo dle svého
vlastniho uvazeni (které se bude tykat vyhradné
prav a povinnosti CRO vyplyvajicich z této
smlouvy) bud’ 1) s okamzitou platnosti vypoveédét
tuto smlouvu anebo studii na zakladé¢ ozndmeni
doruc¢eného zdravotnickému zafizeni nebo 2) v
ptipadé, kdy bude vyse uvedend zaloba vznesena
proti  hlavnimu  zkouSejicimu,  akceptovat
nahradniho hlavniho zkousejicitho v souladu s
odstavcem 1.5.

4.3 Povinnosti po ukonceni platnosti. Po piijeti
oznameni o ukonceni smlouvy dle odstavce 4.2
bude zdravotnické zatfizeni jednat v souladu s
pokyny CRO, vcetné ukonceni 1é¢by zarazenych
subjektd studie do medicinsky pfipustné miry,
pokud tak CRO rozhodne. Zdravotnické zatizeni
vynalozi pfiméfené usili na omezeni dalSiho
provadéni ukonéené studie a na zruseni ptipadnych
podminecnych zavazki souvisejicich se studii. Bez
ohledu na ukonceni studie piedlozi zdravotnické
zatizeni ve lhaté tiiceti (30) dntt kompletni
zaznamy s udaji subjekti studie. CRO ani
zadavatel nebudou povinni nahradit
zdravotnickému zatizeni zadné vydaje fakturované
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Institution for expenses invoiced to CRO more than
ninety (90) days after the termination date of this
Agreement.

4.4 Settlement. If the Study and/or this
Agreement is terminated by CRO, Sponsor’s and
CRO’s obligations to the Institution in respect of
the terminated Study and/or this Agreement shall
be satisfied in full upon payment by CRO to the
Payee for portions of the terminated Study
completed in accordance with this Agreement and
the Protocol and for reasonable demobilization
costs in accordance with the terms hereof. The
excess of any amount paid by CRO in advance of
commencement of the Study over the amount for
which CRO is obligated to pay to Payee under the
preceding clause shall be returned to CRO within
thirty (30) days of Study termination at the
Institution.

4.5 Survival. Expiration or earlier termination of
this Agreement shall not affect the rights and
obligations of the Parties accrued prior thereto (or
the remedies of the Parties otherwise available at
law or in equity in relation to such rights and
obligations) including, but not limited to, the terms
and conditions of Sections 1.5, 1.8, 2, 3.6, 4.3, 4.4,
45,5, 6,7, 8,9, 10.1, 10.2, 10.3, and 11 (except
11.2 and 11.6), which shall survive after expiration
or termination of this Agreement indefinitely.
Terms of survival with regard to insurance
obligations under Section 10.4 shall survive for
periods required under applicable Regulations.

5. CONFIDENTIAL
STUDY DATA

INFORMATION;

5.1. During the course of the Study,
Institution may receive or generate information
that is confidential to CRO, Sponsor, or a Sponsor
affiliate; such “Confidential Information” may
include all confidential or proprietary information
or data, of any kind whatsoever and however
memorialized, that is (a) disclosed by or on behalf
of CRO and/or the Sponsor to the Institution, the
Principal Investigator, or the Study Staff in
connection with this Agreement; or (b) obtained,
developed, or generated by the Institution, and/or

CRO po uplynuti vice nez devadesati (90) dnti od
data ukonceni platnosti této smlouvy.

4.4 Vyporadani. Bude-li studie anebo tato
smlouva ukonc¢ena zadavatelem nebo CRO, budou
povinnosti CRO vi¢i zdravotnickému zatizeni
tykajici se ukoncené studie anebo této smlouvy
plné uspokojeny ve formé¢ uhrady provedené CRO
ve prospéch piijemce za ty Casti ukoncené studie,
které byly dokonceny Vv souladu s touto smlouvou
a protokolem, a za piiméfené vydaje na jeji
zastaveni v souladu s podminkami této smlouvy.
Castky uhrazené ze strany CRO pred zahajenim
této studie nad ramec ¢astky, kterou bude CRO
skuten¢  povinna uhradit pfijemci podle
predchoziho odstavce, budou vraceny na ucet CRO
do triceti (30) dnli od data ukonceni studie ve
zdravotnickém zafizeni.

4.5 Pietrvani platnosti. Uplynuti doby nebo
piedCasné vypovézeni této smlouvy neovlivni
prava a povinnosti stran, které vznikly pfed datem
ukonCeni platnosti smlouvy (ani opravné
prostiedky stran, jez maji strany v souvislosti s
takovymi pravy a povinnostmi k dispozici ze
zakona nebo na zakladé principu spravedlnosti),
vCetné, nikoliv vyhradné, podminek a ustanoveni
odstavci 1.5, 1.8,2,3.6,4.3,4.4,4.5,5,6,7,8,9,
10.1, 10.2 a2 10.3 a ¢lanku 11 (s vyjimkou odstavct
11.2 a 11.6), které pretrvaji v platnosti po dobu
neurCitou i po uplynuti doby platnosti nebo
vypoveédi této smlouvy. Podminky pretrvani
platnosti, které se tykaji pojisténi podle odstavce
10.4, pretrvaji v platnosti po obdobi uvedend v
platnych ptedpisech.

5. DUVERNE INFORMACE: UDAJE ZE
STUDIE
5.1. V pribéhu provadéni studie mize
zdravotnické zafizeni ziskat nebo vytvorit
informace, které budou davérmé pro CRO,
zadavatele nebo jeho pobocky; tyto ,davérné
informace™ mohou zahrnovat vSechny davérné
nebo chranéné majetkové informace nebo udaje
libovolného typu a v jakékoliv formé, to znamena
(a) zptistupnéné jménem CRO anebo zadavatele
zdravotnickému zatizeni, hlavnimu zkouSejicimu
nebo pracovnikim studie v souvislosti s touto
smlouvou nebo (b) ziskané, vyvinuté nebo

PRAN-16-52 CZE | 24ultni Nemocnice CTA FINAL 22 Jan 2019 CLIWORUS_1901_010_AA

Strana 20 ze 36



Confidential / DGvérné

the Study Staff as a result of performing the Study.
The Confidential Information shall include,
without limitation, the Study, the Study Drugs, the
Protocol, the Investigator’s Brochure, the Study
Data, the Intellectual Property (defined below) and
information regarding the Sponsor, CRO, or either
of their affiliates.

All Confidential Information shall belong solely
and exclusively to CRO or the Sponsor, as the case
may be.

5.2. Exclusions. Confidential
Information (other than where this constitutes
Personal Data) does not include information that:

@) is in the public domain at the time
of disclosure or during the term of this
confidentiality obligation by means other than
breach of this Agreement by Institution;

(b) is, as evidenced by written records
or other competent proof, already known to
Institution at the time of disclosure and is free of
any obligations of confidentiality;

©) is obtained by Institution, free of
any obligations of confidentiality, from a third
party who has a lawful right to disclose it; or

(d) is independently developed, as
documented by written records, by individuals
within Institution who had no access to
Confidential Information.

5.3. Obligations of Confidentiality.
Unless CRO or Sponsor provides prior written
consent, Institution may not use, and shall adopt all
reasonable safeguards to prevent unauthorized use
or disclosure of, Confidential Information for any
purpose other than that authorized in this
Agreement, nor may Institution disclose
Confidential Information to any third party except
to those members of the Study Staff who need to
know the Confidential Information for the conduct
of the Study and are subject to written obligations
of confidentiality no less stringent than those
contained in this Agreement. The Institution shall
advise the Principal Investigator and the Study
Staff of the confidential nature of the Confidential
Information and remain liable for any breach by the

vytvofené  zdravotnickym  zafizenim  anebo
pracovniky studie jako vysledek provadéni studie.
Duvérné informace budou mimo jiné zahrnovat
studii, hodnocené I¢ky, protokol, brozuru
zkousejiciho, udaje ze studie, duSevni vlastnictvi
(jak je definovano nize) a informace tykajici se
zadavatele, CRO nebo kazdé z jejich pobocek.
Vsechny divérné informace budou nalezet
vyhradné a vyslovn¢ CRO nebo zadavateli, dle
prislusného ptipadu.

5.2. Vyjimky. Duvérné informace (jiné
nez kde to predstavuje personalni data ) nezahrnuji
informace, které:

(@) budou v  okamziku jejich
zptistupnéni nebo béhem doby platnosti povinnosti
zachovavat divérnost vefejné znamé, aniz by k
tomu doslo na zakladé poruSeni této smlouvy
zdravotnickym zafizenim,

(b) budou v okamziku jejich
zptistupnéni zdravotnickému zafizeni jiz zndmé a
tedy zproStény povinnosti zachovani divérnosti,
jak to bude dolozeno pisemnymi zaznamy nebo
jinymi prisluSnymi doklady,

(©) zdravotnické zatizeni ziska od tieti
strany, ktera ma zakonné pravo je zpiistupnit, bez
povinnosti zachovavat dtvérnost nebo

(d) budou nezavisle vyvinuty osobami
pracujicimi pro zdravotnické zatizeni, které nemaji
pfistup k divérnym informacim, a pisemné
zdokumentovany.

5.3. Povinnost zachovéavat davérnost.
Neposkytne-li CRO nebo zadavatel piedchozi
pisemny souhlas, nesmi zdravotnické zafizeni
pouzivat ani zpfistupnit didvérné informace k
zadnému jinému tucelu, nez je uvedeno v této
smlouvée, a zdravotnické zafizeni pfijme vSechna
pfiméfena ochrannd opatieni, aby takovému
neopravnénému  pouzivani a  zpfistupnéni
zabranilo; zdravotnické zafizeni dale nesmi
zptistupnit daveérné informace zadné tieti strané, s
vyjimkou pracovnikli studie, ktefi budou divérné
informace potifebovat znat k provadéni studie a
kteti podléhaji pisemné dolozenym povinnostem
zachovavat dvérnost, jeZ jsou minimalné stejné
ptisné jako povinnosti obsazené v této smlouve.
Zdravotnické zafizeni bude informovat hlavniho
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Principal Investigator or a Study Staff.

5.4. Disclosure Required by Law.
Should the Institution or any Study Staff receive a
court order or other legally binding request to
disclose Confidential Information, the Institution
shall immediately inform CRO upon the discovery
of such request and before any Confidential
Information is disclosed. The Institution shall
cooperate with CRO and/or the Sponsor in any
efforts to seek limitation or protection from the
order demanding disclosure. In any case, the
Institution shall disclose only the minimum amount
of Confidential Information necessary to comply
with such request.

5.5. Survival of Obligations. The
confidentiality and non-use obligations contained
herein shall remain in full force and effect until said
Confidential Information has become generally
known to the public (other than as a result of a
breach of this Agreement by the Institution).

5.6. Restrictions on Subject Data Use.
All data relating to the Study Subjects collected by
the Institution and/or the Principal Investigator in
the conduct of the Study shall be limited to that
required by the Protocol. Such data shall be
furnished to CRO in the format specified by the
Protocol. If, during the course of the Study, CRO
acquires from the Institution or the Principal
Investigator individually identifiable health care
information, as defined in applicable Regulations,
of any Study Subject, disclosure of which had not
been authorized by the Study Subject, CRO shall
treat such Data in full compliance with all
Regulations regarding the confidentiality of such
records and Data Protection Laws.

5.7. Authorization by Study Subject.
Institution represents and certifies to Sponsor and
CRO that, as of the date of enrollment of each
Study Subject, it shall have obtained from such
individual (a) a written authorization to use and

zkousejiciho a pracovniky studie o divérné povaze
divérnych informaci a bude odpovédné za
pripadné poruseni diivérnosti hlavnim zkousejicim
nebo pracovniky studie.

5.4. Zpftistupnéni pozadované
zakonem. Obdrzi-li zdravotnické zafizeni nebo
libovolny pracovnik studie soudni ptikaz nebo jiny
pravné zavazny pozadavek na zpfistupnéni
divérnych informaci, bude zdravotnické zafizeni
ithned po pfijeti takové zadosti a pied
zptistupnénim divérnych informaci informovat
CRO. Zdravotnické zatizeni bude spolupracovat s
CRO anebo zadavatelem ve snaze zajistit omezeni
nebo ochranu pifed piikazem pozadujicim
zptistupnéni divérnych informaci. V kazdém
pripad¢ zdravotnické =zafizeni zpfistupni pouze
minimalni objem divérnych informaci, ktery bude
nezbytny pro uspokojeni ptislusné zadosti.

55. Pfetrvdni platnosti povinnosti.
Povinnosti zachovani divérnosti a nepouzivani,
které jsou obsazené v této smlouve, ziistanou v plné
platnosti a ucinnosti, dokud se pfislusné divérné
informace nestanou vefejné znamymi (jinak nez v
dasledku poruseni této smlouvy zdravotnickym
zafizenim).

5.6. Omezeni tykajici se pouZzivani
udaju pacienti. VSechny udaje souvisejici se
subjekty studie shromazdéné zdravotnickym
zafizenim anebo hlavnim zkouSejicim pfi
provadéni studie budou omezeny na tudaje
pozadované protokolem. Tyto tdaje budou
pfedavany do drzeni CRO ve formatu
specifikovaném v protokolu. Pokud v prib¢hu

doby provadéni studie ziska CRO od
zdravotnického zafizeni nebo hlavniho
zkousejiciho  individudlné  identifikovatelné

informace o zdravotni péci nekterého ze subjektt
studie, jak jsou definovany v platnych pfedpisech,
jejichz zptistupnéni subjekt studie neschvalil, bude
CRO povinen zachazet s témito udaji v plném
souladu se vSemi ptedpisy tykajicimi se divérnosti
takovych zaznamti a zdkonem na ochranu osobnich
udaju.

5.7. Zmocnéni  subjektem  studie.
Zdravotnické zafizeni prohlasuje a potvrzuje
zadavateli a CRO, zZe k datu zafazeni kazdého
subjektu studie ziska od tohoto jedince (a) pisemny
souhlas s pouzitim a zpfistupnénim zdravotnich
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disclose health information that meets the
requirements of applicable Data Protection Laws
and (b) a written informed consent for each Study
Subject for their participation in the Study on the
form submitted for this purpose by the CRO. Such
informed consent authorization shall permit (i) all
necessary uses of such Study Subject’s protected
health information (the “PHI”), as defined in
applicable Data Protection Laws, by the Institution
in connection with the Study, and (ii) disclosure of
Study Subject PHI by the Institution to CRO and
its authorized agents in connection with the Study
and for other purposes permitted by Data
Protection Laws. The CRO shall be fully
responsible for providing the correct, complete and
updated informed consent form used in this Study.

5.8. Data Protection and Privacy.

udaju, ktery splituje pozadavky platného Zakona o
ochrané¢ osobnich udaji, a (b) pisemny
informovany souhlas od kazdého subjektu studie s
ucasti ve studii na formulafi pfedaném pro tyto
ucely ze strany CRO. Tento informovany souhlas
bude povolovat (i) veSkeré nezbytné pouziti
chranénych zdravotnich informaci (protected
health information — ,,PHI*) pfislu$ného subjektu
studie, jak jsou definovany v platném Zakoné o
ochrané osobnich daji, zdravotnickym zafizenim
v souvislosti se studii a (ii) zpfistupnéni PHI
subjektu studie zdravotnickym zafizenim ve
prospéch CRO a jejich zmocnénych zastupct v
souvislosti se studii a pro ucely povolené Zakonem
o ochrang¢ osobnich 1udaji. Za spravnost, Gplnost a
aktualnost formulafe informovaného souhlasu
pouzivaného v ramci studiu plné€ odpovida CRO.

5.8. Zakon o ochrané osobnich udaju. Osobni

Personal data is any information from which it is
possible to identify an individual. Personal data
collected in association with the Study will include
personal data relating to the Principal Investigator,
Study Staff, and third parties (collectively
“Personal Data”). Such Personal Data may be
subject to specific legislation relating to its
processing, storage, cross-border transfer, and use.
Institution shall comply, and shall ensure the
Principal Investigator and its Study Staff complies,
with all relevant laws relating to the protection and
use of Personal Data and data privacy in its conduct
and reporting of the Study. Institution will take all
appropriate technical and organizational measures
to prevent damage to or the disclosure,
unauthorized or unlawful processing, or accidental
loss or destruction of such Personal Data. CRO
will take appropriate measures to protect the
confidentiality and security of all Personal Data
that it will receive in connection with the Study.

In relation to Personal Data of Principal
Investigator and its Study Staff the CRO declares
that it is the Data Processor and the Sponsor is the
Data Controller (as per the meanings set out under
the Data Protection Laws) of the Personal Data
processed in, under or in connection with the Study
and fulfills all the obligations imposed by the
applicable Data Protection Laws.

Personal Data will be processed and used
for the purposes of administration of this
Agreement and in connection with the Study and

udaje zahrnuji veSkeré informace, z nichz je mozné
identifikovat konkrétniho jedince. Osobni Udaje
shromazdéné v souvislosti se studii budou
zahrnovat osobni udaje souvisejici s hlavnim
zkousejicim, pracovniky studie a tfetimi stranami
(spole¢né ,,0sobni udaje). Tyto osobni udaje
mohou podléhat specifické legislativé souvisejici s
jejich zpracovanim, skladovanim, pirevodem pftes
hranice a uzivanim. Zdravotnické zafizeni bude
dodrzovat a zajisti, aby i hlavni zkouSejici a
pracovnici studie dodrzovali, vSechny platné
zakony souvisejici s ochranou a pouZzivanim
osobnich tdaji a ochranou udajii pfi provadéni
studie a podavani zprav o ni. Zdravotnické zatizeni
pfijme vSechna pfiméfend technicka a organizaéni
opatfeni pro prevenci poskozeni a zpiistupnéni,
neopravnéného a protipravniho zpracovani nebo
nahodné ztraty ¢i zniceni osobnich udaji. CRO
ptijme pfisluSna opatfeni na ochranu divérnosti a
bezpecnosti vSech osobnich udaji, které ziskd v
souvislosti se studii.

Ve vztahu k osobnim udajim hlavniho
zkousejiciho a jeho studijniho personalu, CRO
prohlasuje, Ze je datovy procesor a zadavatel je
datovym spravcem (podle vyznamu stanoveného
zakony o ochrané osobnich tidaji) osobnich tdajt
zpracovavanych v souvislosti se Studii a plni
veskeré povinnosti stanovené pfislusnym Zakonem
0 ochrang osobnich udajt.

Osobni udaje budou zpracovavany a
pouzivany pro ucely spravy této smlouvy a v
souvislosti se studii a mohou zahrnovat jména,
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may include the names, contact information, bank
account details, work experience, qualifications,
publications, resumes, educational background,
performance  information,  facilities, staff
capabilities, payment expenses, financial data, and
other information that may be collected in relation
to the Study. Information relating to the Principal
Investigator and Study Staff will be held by CRO
and/or Sponsor on one or more databases for the
purpose of determining their involvement in future
research and in order to comply with any regulatory
requirements.

The Institution hereby represents that it has
provided adequate notices to the Principal
Investigator and all Study Staff to the processing
(including use, disclosure or transfer) of their
Personal Data, in each case, to the extent necessary
for the Sponsor and CRO to process Personal Data
in connection with the Study. The CRO is
responsible for obtaining consent to the processing
of Personal Data from the Principal Investigator
and Study Staff, according to the applicable Data
Protection Laws.

6 PUBLICATION OF STUDY RESULTS

6.1 Conditional Right to Publish. Subject to
Section 6.2 below, Institution may publish the
results of the Study in scientific or medical journals
and may present an abstract or presentation relating
to the Study results at medical and scientific
conferences and meetings; provided, however,
Institution acknowledges that if the Study is also
being conducted at sites other than the Institution’s
Study Site, Sponsor shall determine authorship of
the multicenter publication for the Study, and
Institution shall withhold its proposed publication,
presentation, or abstract relating to the Study until
publication of such multicenter publication. The
Institution may publish or otherwise present the
results of the Study obtained by the Institution (an
“Independent Submission”), provided that the
following conditions have been satisfied: (a) the
multi-center publication has been published or (b)

kontaktni informace, udaje o bankovnim uctu,
pracovni  zkuSenosti, kvalifikace, publikace,
zivotopisy a udaje o vzdélani a dale informace o
vykonech, dovednostech, schopnostech
pracovnikli, vydajich, finan¢ni udaje a dalsi
informace, které budou shromazdény v souvislosti
se studii. Informace souvisejici s hlavnim
zkouSejicim a pracovniky studie bude uchovavat
CRO anebo zadavatel v jedné nebo nékolika
databazich pro ucely rozhodnuti o jejich pouziti pro
budouci vyzkum a z diivodu splnéni regulatornich
pozadavkad.

Zdravotnické zatizeni timto prohlasuje, Ze poskytlo
pfiméfené oznameni hlavnimu zkousejicimu a
vsemu studijnimu personalu o zpracovani (véetné
pouziti, zvefejnéni nebo predavani) jejich osobnich
udaju, v kazdém piipadé€, v rozsahu nezbytném pro
to, aby Sponzor a CRO zpracovali Osobni tdaje ve
souvislosti se studii. Za =ziskani souhlasu se
zpracovanim osobnich udaji  od hlavniho
zkouSejiciho a studijniho tymu dle Zakona o
ochrang udajt odpovida CRO.

6 ZVEREJNENI VYSLEDKU STUDIE

6.1 Podminéné pravo ke zveiejnéni. S vyhradou
nize uvedeného odstavce 6.2 miZe zdravotnické
zafizeni zverejnit vysledky studie ve védeckych
nebo lékaiskych casopisech a miZze prezentovat
abstrakt nebo prezentaci souvisejici s vysledky
studie na lékarskych a védeckych konferencich a
zasedanich, avSak za ptedpokladu, ze zdravotnické
zafizeni bere na védomi, Ze pokud studie probiha
také v jinych centrech nez je centrum v daném
zdravotnickém zafizeni, stanovi zadavatel autorstvi
multicentrické publikace studie a zdravotnické
zafizeni se vzdd zvefejnéni vlastni navrZené
publikace, prezentace nebo abstraktu souvisejicich
se studii az do zvefejnéni multicentrické
prezentace. Zdravotnické zatizeni mlze zvefejnit
nebo jinak prezentovat vysledky studie ziskané
zdravotnickym zafizenim (dale jen ,,nezdvislé
podani*), avsak za predpokladu, Ze budou splnény
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if no such publication has occurred for the
Investigational Product, the manuscript should be
submitted within twelve (12) months of product
approval or within eighteen (18) months of product
discontinuation, allowing for congress presentation
first. Notwithstanding the above, the terms and
conditions in Section 6.2 shall be met.

6.2 Prior Review and Right to Edit. Before
submitting the Independent Submission to a
publisher, reviewer, or other outside party, the
Institution must (a) submit the proposed
Independent Submission to the Sponsor and allow
the Sponsor at least sixty (60) days to review and
provide comments; (b) the Institution shall, as
requested by the Sponsor, delete all references to
Confidential Information (excepting the results of
the Study obtained by the Institution ); (c) the
Institution shall consider the Sponsor’s comments
and proposed revisions in good faith; and (d) if at
any point during the initial sixty (60) day review
the Sponsor so requests, the Institution shall delay
the publication or presentation of the Independent
Submission for up to sixty (60) additional days in
order to permit the Sponsor time to obtain
Intellectual Property protections.

6.3 Summaries. Sponsor shall have the right to
present summarized results of the Study to any
person or entity and otherwise use such data as it
deems appropriate.

7 PUBLICITY

7.1 Use of Names. Except as set forth below
or as explicitly required by Regulations, no Party
shall use the name of another Party or Sponsor or
their respective trademarks or trade names or the
name of any of their employees in any publicity,
advertising, or press release without the prior
approval of such other Party or Sponsor.
Notwithstanding the foregoing, Institution grants
to Sponsor and CRO the right to use Institution
names in the following manner without prior
written approval:  Study newsletters  with
Institution’s name and enrollment information,
presentations for conferences and for publications,
and Institution’s name and contact information on

nasledujici podminky: (a) byla zverejnéna
multicentricka publikace nebo (b) pokud nebyla
pro pfislusny zkouseny ptipravek zvefejnéna zadna
publikace, mél by byt do dvanacti (12) mésict
predlozen rukopis o schvaleni produktu nebo do
osmnacti (18) mésicti od stazeni produktu, coz
umozni prezentovat studii nejprve na kongresu.
Bez ohledu na vySe uvedené museji byt splnény
podminky a ustanoveni odstavce 6.2.

6.2 Piedchozi kontrola a pravo editace. Pred
predlozenim nezavislého podani vydavateli,
recenzentovi nebo externi strané musi zdravotnické
zafizeni a) predlozit navrhované nezavislé podani
zadavateli minimaln¢ Sedesat (60) dnli predem ke
kontrole a okomentovani, b) zdravotnické zatizeni
na zadost zadavatele odstrani vSechny odkazy na
diveérné informace (s vyjimkou vysledkd studie,
které zdravotnické zatizeni ziska), ¢) zdravotnické
zafizeni v dobré vife zvazi komentafe a navrzené
upravy zadavatele a d) pokud o to zadavatel
kdykoliv v prubéhu prvnich Sedesati (60) dni
kontroly pozada, odlozi zdravotnické zafizeni

vvvvvv

dalgich az Sedesat (60) dnu, aby zadavateli umoznil
zajistit si ochranu svého dusevniho vlastnictvi.

6.3 Shrnuti. Zadavatel bude mit pravo piedlozit
shrnuté vysledky studie libovolné osob&é nebo
subjektu a jinak pouzivat tyto udaje, jak to bude
povazovat za vhodné.

7 PROPAGACNI SDELENI

7.1 Pouzivani ndzvii. S vyjimkou nize
uvedeného nebo vyslovnych ustanoveni predpist
nesmi zadnd ze stran pouZzit ndzev druhé strany
nebo zadavatele ani jejich prislusné obchodni
znacky nebo nazvy, ani ndzvy jejich zaméstnancii
v zadném propagacnim sdé€leni, inzerci nebo
tiskové zpraveé bez predchoziho souhlasu pfislusné
strany nebo zadavatele. Bez ohledu na vyse
uvedené udé€luje zdravotnické zatizeni zadavateli a
CRO pravo pouzivat ndzvy zdravotnického
zafizeni bez predchoziho pisemného schvaleni
nasledujicim zptisobem: newslettery studie s nazvy
zdravotnického zafizeni a informacemi o
zafazovani, prezentace pro konference a ke
zvefejnéni a mndzev a kontaktni informace
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Sponsor’s website and on the clinicaltrials.gov
website.

7.2 Press Releases. Sponsor shall determine
the timing, content, and nature of each press release
relating to the status or outcome of the Study.
Institution may, however, publish the Study title,
basic aims of the research, and inclusion/exclusion
criteria in its website and weekly newsletter.

8 STUDY DATA AND INTELLECTUAL
PROPERTY

During the course of the Study, Institution will
collect Study Data. Institution will ensure accurate
and timely collection, recording, and submission of
Study Data in accordance with the conditions set
forth herein and applicable Regulations. The
Institution acknowledges and agrees that the
Sponsor shall have exclusive ownership rights to
all Intellectual Property, including Study Data. For

purposes of this Agreement, “Intellectual
Property” shall mean all Study Data,
improvements, developments, discoveries,

inventions, work, know-how, and other rights
(whether or not patentable), created, developed,
and/or reduced to practice as a result of or in
connection with the conduct of the Study and/or the
use of the Study Drugs or the Confidential
Information, together with all intellectual property
rights relating thereto. The Institution shall
promptly disclose in writing to CRO and the
Sponsor all Intellectual Property made by the
Institution and/or the Study Staff. At the Sponsor's
request, the Institution shall cause all rights, titles,
and interests in and to any such Intellectual
Property, to the extent permitted by Regulations, to
be assigned to the Sponsor without additional
compensation and provide reasonable assistance to
obtain patents, including causing the execution of
any invention assignment or other documents, to
the extent permitted by Regulations.

Reasonable expenses arisen from such assistance
shall be borne by Sponsor.

9 CRO PROPERTY

zdravotnického zatizeni na webovych strankach
zadavatele a na strance clinicaltrials.gov.

7.2 Tiskové zpravy. Zadavatel stanovi
nacasovani, obsah a povahu kazdé tiskové zpravy
souvisejici se stavem nebo vystupy studie.
Zdravotnické zafizeni vSak miize zvefejnit nazev
studie, zakladni cile vyzkumu a kritéria
zafazeni/vylouceni na svych webovych strankach a
v tydennim newsletteru.

8 UDAJE ZE STUDIE A DUSEVNI

VLASTNICTVI

V pribéhu provadéni studie bude zdravotnické
zafizeni  shromazdovat tUdaje ze studie.
Zdravotnické zafizeni zajisti pfesné a vcasné
ziskani, zaznamenani a pedkladani tdaja ze studie
v souladu s podminkami stanovenymi v této
smlouvé a platnych zakond. Zdravotnické zafizeni
bere na védomi a souhlasi, 7e zadavatel bude mit
vyhradni vlastnicka prava k veSkerému duSevnimu
vlastnictvi, v€etné udaji ze studie. Pro ucely této
smlouvy bude ,,dusevni vlastnictvi“ oznacovat
vSechny udaje ze studie, zlepSeni, vyvoj, objevy,
vynalezy, dila, know-how a dal$i prava
(patentovatelné i nepatentovatelné), kterd budou
vytvofena, vyvinuta anebo uvedena do praxe v
dusledku provadéni studie nebo v souvislosti s ni,
jakoz i pouziti hodnocenych 1ékti nebo divérnych
informaci, spole¢né¢ se vSemi pravy duSevniho
vlastnictvi, jez se k nim vztahuji. Zdravotnické
zafizeni neprodlen¢ pisemné¢ zpfistupni CRO a
zadavateli veskeré duSevni vlastnictvi vytvorené
zdravotnickym zafizenim anebo pracovniky studie.
Na zadost zadavatele zdravotnické zatizeni zajisti,
aby vSechna prava, vlastnickd prava a majetkové
podily na takovém duSevnim vlastnictvi byla v
mezich povolenych pravnimi pfedpisy postoupena
zadavateli bez dalsich twhrad a poskytne
pfiméfenou soucinnost za ucelem ziskani patentd,
véetné zajisténi postoupeni vSech vynalezii nebo
jinych dokumentti byla v mezich povolenych
pravnimi predpisy.

Vydaje vzniklé v disledku této soucinnosti ponese
zadavatel.

9 VLASTNICTVI CRO
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All CRO intellectual property and all such
improvements, developments and modifications
thereof (including but not limited to information,
know how, data, databases, works of authorship,
and software and management tools used to
support the activities of CRO’s operations) (“CRO
Property”) is the sole property of CRO. Institution
acknowledges and agrees that it and its staff may
not, without the express prior written authorization
of CRO, (a) use any CRO Property, except as
expressly required for the Study, or (b) reference or
incorporate in whole or in part any CRO Property
into any other intellectual property.

10 INDEMNIFICATION,

NOTIFICATION OF CLAIMS AND
INSURANCE
10.1 CRO’s Indemnity Obligations and

Disclaimer.
A separate Letter of Indemnity will be signed by
Sponsor and Institution.

@) CRO undertakes to defend, indemnify and
hold harmless the Institution and the Principal
Investigator against any and all claims, damages,
losses and costs arising out of (i) any breach of this
Agreement and/or the Protocol by CRO; or (ii) any
negligent or willful act or omission by CRO,
including by its officers, employees, contractors, or
other staff.

(b) CRO expressly disclaims any and all
liability whatsoever in connection with the Study
Drugs and the Protocol, except to the extent that
such liability arises from (i) any negligent or willful
act or omission of CRO; or (ii) any breach of this
Agreement by CRO.

10.2 The Institution’s Indemnity

Obligations. The Institution undertakes to defend,
indemnify and hold harmless the Sponsor and CRO
against any and all claims, damages, losses and
costs arising out of (a) any breach of this
Agreement and/or the Protocol by the Institution,
the Principal Investigator and/or any Study Staff;
or (b) any negligence or willful act or omission of
the Institution, the Principal Investigator or the
Study Staff or any of its employees.

Veskeré duSevni vlastnictvi CRO véetn¢ jeho
zlepSeni, vyvoje a modifikaci (vCetné, nikoliv
vyhradng, informaci, know how, udaji, databazi,
autorskych d¢€l, softwaru a nastroji spravy
pouzivanych na podporu ¢innosti provozii CRO)
(dale jen ,vlastnictvi CRO®) je vyhradnim
vlastnictvim CRO. Zdravotnické zatizeni bere na
védomi a souhlasi, ze zdravotnické zatizeni a jeho
pracovnici nesméji bez predchoziho pisemného
souhlasu CRO (a) pouzivat zadné vlastnictvi CRO,
s vyjimkou vlastnictvi vyslovné pozadovaného k
provadéni studie, nebo (b) zahrnout ¢i odkazat na
vlastnictvi CRO jako celek nebo jeho jakoukoliv
¢ast v ramci jiného dusevniho vlastnictvi.

10 ODSKODNENI, OZNAMOVANI

NAROKU A POJISTENI

10.1  Povinnosti CRO
odskodnéni a odmitnuti odpovédnosti.
Separatni Dopis o odSkodnéni podepsany
zadavatelem a zdravotnickym zafizenim.

@) CRO se =zavazuje, 7e¢ bude chranit,
odskodni a zprosti zdravotnické zatizeni a hlavniho
zkousejiciho odpovédnosti v ptipadé jakychkoliv a
vSech naroku, $kod, ztrat a nakladd, které vyplynou
z pripadného (i) jakéhokoliv poruseni této smlouvy
anebo protokolu ze strany CRO nebo (ii) nedbalosti
nebo umysiného jednani ¢i opomenuti ze strany
CRO, vcetné jejich tufednikd, zaméstnanca,
smluvnich dodavatelti nebo jinych pracovniki.

(b) CRO se vyslovné wvzdava veskeré
odpovédnosti v souvislosti s hodnocenymi 1éky a
protokolem, s vyjimkou pfipadd, kdy tato
odpovédnost vyplyne z (i) nedbalosti nebo
umyslného jednani ¢i opomenuti ze strany CRO
nebo (ii) poruseni této smlouvy ze strany CRO.

tykajici _ se

10.2  Povinnosti zdravotnického
zafizeni tykajici se odSkodnéni. Zdravotnické
zafizeni se zavazuje, ze bude chranit, odSkodni a
zprosti zadavatele a CRO odpovédnosti v ptipade
jakychkoliv a vSech narokd, skod, ztrat a naklada,
které vyplynou z ptipadného (a) poruSeni této
smlouvy  anebo  protokolu  zdravotnickym
zafizenim, hlavnim zkousejicim anebo pracovniky
studie nebo (b) nedbalosti nebo imysIného jednani
¢i opomenuti zdravotnického zatizeni, hlavniho
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10.3  Notification of Claims. The
Institution shall immediately, within a maximum
period of five (5) days, serve a notice in writing to
CRO or the Sponsor about any investigation, claim
or legal proceedings related to the Study against the
Institution, and if it is credibly notified of such
investigation, claim or legal proceedings related to
the Study and directed against the Principal
Investigator, the Study Staff, or other staff in
connection with the Study. The Institution shall
fully cooperate in all reasonable aspects upon the
request of CRO and/or the Sponsor in the
investigation and/or defense of these claims or
lawsuits.

10.4  Insurance. CRO hereby
declares and assures that the Sponsor is empowered
to obtain insurance of civil responsibility that aim
to cover the personal damages caused to the Study
Subjects to the extent required by the applicable
Regulations.

Institution hereby declares that, pursuant to the
provisions of section 45(2)(n) of the Act No.
372/2011 on Healthcare Services and the Terms
and Conditions for the Provision of Such Services
(the “Medical Services Act”), it has taken out
liability insurance for loss or damage caused in
connection with the provision of healthcare
services, and is aware that it is required to maintain
such insurance for the entire duration of provision
of healthcare services. The insurance policy in
question has been taken out to the extent required
by law and does not comprise liability insurance for
loss or damage caused during or in connection with
the performance of the clinical trial, nor does it
provide coverage for the death of a Study Subject
or health damage sustained by a Study Subject as a
result of the performance of the clinical trial.

11 GENERAL

11.1 Entire Agreement. This
Agreement, the attached Exhibits, and the Protocol,

zkouSejiciho nebo pracovniki studie nebo jejich
zameéstnancul.

10.3 Oznameni o narocich. Zdravotnické
zafizeni neprodlené, nejpozdéji do péti (5) dnt
doru¢i CRO nebo zadavateli pisemné oznameni o
pfipadném Setfeni, naroku nebo soudnim fizeni,
které budou souviset se studii a budou vedeny proti
zdravotnickému zafizeni, a pokud se o tom
hodnovérné dozvi také oznameni o piipadném
Setfeni, naroku nebo soudnim fizeni, které budou
souviset se studii a budou vedeny proti hlavnimu
zkouSejicimu, pracovnikiim studie nebo jinym
pracovnikiim v souvislosti se studii. Zdravotnické
zafizeni bude na zadost CRO anebo zadavatele
pln¢ spolupracovat ve vSech pfiméfenych
aspektech v pribéhu Setfeni anebo pravni obrany
proti témto narokiim a soudnim Zzalobam.

10.4  Pojisténi. CRO timto prohlasuje a
ujistuje, ze zadavatel ma uzavieno pojiSténi
ob¢anskopravni odpovédnosti, které bude kryt
ujmu zpasobenou subjekttim klinického hodnoceni
v rozsahu pozadovaném ptislusnymi predpisy.

Zdravotnické zafizeni timto prohlasuje, ze je dle
ust. § 45 odst. 2 pism. n) zakona ¢. 372/2011 Sb., o
zdravotnich  sluzbach a podminkach jejich
poskytovani (zdkon o zdravotnich sluzbach)
pojisténo pro pripad odpovédnosti za Skodu
zpiisobenou v souvislosti s poskytovanim
zdravotnich sluzeb a ze si je védomo své povinnosti
zajistit trvani tohoto pojiSténi po celou dobu
poskytovani zdravotnich sluzeb. Ptislusna pojistna
smlouva je uzaviena v rozsahu pozadovaném
pravnimi pfedpisy a neobsahuje pojisténi
odpovédnosti za Skodu zplisobenou pti provadeéni
klinického hodnoceni nebo v souvislosti s nim, ani
nezajistuje odSkodnéni v piipad¢ smrti subjektu
hodnoceni nebo v ptipadé Sskody vzniklé na zdravi
subjektu  hodnoceni v disledku provadéni
klinického hodnoceni.

11 OBECNE

11.1  Celistva smlouva. Tato smlouva, jeji
ptilohy a protokol, jakoz i vesker¢ jejich pisemné
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and any written amendments thereto, represent the
entire understanding of the Parties with respect to
the Study. None of the Parties has entered into this
Agreement in reliance upon any representation,
warranty, covenant, or undertaking of any Party
that is not explicitly stated or referred to in this
Agreement.

11.2 Modification of Protocol. To the
extent permissible under GCP, Sponsor may at any
time modify the Protocol. Insuch event, CRO shall
provide written notice to the Institution. Upon
notice to the Institution, the Institution and its
Study Staff shall perform the remainder of the
Study in accordance with the Protocol, as modified
and as approved by the EC, if required. An
amendment to the Protocol will not require an
amendment to this Agreement under Section 11.10;
however, if such Protocol amendment results in a
change in Institution cost to perform the Study, the
Parties may negotiate in good faith to agree in
writing on an amended Budget.

11.3 Debarment Representation.
The Institution represents and warrants that neither
the Institution nor the Principal Investigator nor
any of the Study Staff is or ever has been debarred,
disqualified, excluded, or suspended from
participation in clinical research by any competent
authority or agency in any country (including in
particular, but  without limitation, the
Governmental Authority), and that the Institution
shall not make use of nor involve in this Study any
person or organization which is or has been
debarred, suspended, excluded, or disqualified by
any competent authority to participate in clinical
research. During the term of this Agreement and
for three (3) years after its termination, in the event
the Institution or the Principal Investigator or any
person or organization involved in the Study is or
becomes threatened with or becomes debarred,
disqualified, suspended, or excluded during the
Study, the Institution shall notify CRO in writing
about this fact within seven (7) days of its
discovery.

114 Financial Disclosure. The
Institution shall cause the Principal Investigator
and any sub-investigators employed in the

upravy a dopliiky ve formé& dodatkll predstavuji
celistvé ujednani stran tykajici se vySe uvedené
studie. Zadna ze stran neuzavira tuto smlouvu na
zakladé jakéhokoliv prohlaseni, zaruky nebo
zavazku, které by nebyly vyslovné uvedeny v této

smlouvé nebo na néz by tato smlouva
neodkazovala.
11.2  Modifikace  protokolu. V  rozsahu

povoleném v GCP muze zadavatel kdykoliv
modifikovat protokol. V takovém ptipadé predlozi
CRO zdravotnickému zatizeni pisemné oznameni.
Na zakladé¢ pisemného oznameni doruc¢eného
zdravotnickému zafizeni provede zdravotnické
zafizeni a pracovnici studie v piipadé potieby
zbytek studie v souladu s protokolem, jak byl
upraven a schvalen EC. Uprava nebo doplnéni
protokolu nebudou vyzadovat apravu této smlouvy
podle odstavce 11.10; povede-li v8ak tprava nebo
doplnéni protokolu ke zméné vySe nakladu
zdravotnického zafizeni na provadéni studie,
mohou strany v dobré vife vyjednat pisemnou
dohodu o Gpravé rozpoctu.

11.3  ProhlaSeni  tykajici se  vylouceni.
Zdravotnické zafizeni prohlasuje a zaruCuje se, Ze
zdravotnické zafizeni, hlavni zkous$ejici a Zadny z
pracovniki studie, neni a ani nikdy nebyli
vylouéeni, prohlaseni nezpusobilymi ¢i vyfazeni z
ucasti na klinickému vyzkumu, ani nebyla
pozastavena jejich ucast kompetentnim organem c¢i
agenturou v jakékoliv zemi (zejména vcetné,
nikoliv  vyhradné, vladniho ufadu) a ze
zdravotnické zafizeni nepouzije ani nezapoji do
této studie zddnou osobu ani organizaci, ktera je
nebo byla vyloucena, vyfazena ¢&i prohlasena
nezpusobilou k ti€asti na klinickém vyzkumu nebo
jejiz  ucast byla pozastavena libovolnym
kompetentnim organem. Pokud bude v pribéhu
doby platnosti této smlouvy a po dobu tfi (3) let po
jejim ukonceni zdravotnickému zafizeni nebo
hlavnimu zkousSejicimu nebo jakékoliv osobé nebo
organizaci zapojené do studie hrozit vylouceni
nebo bude-li tato osoba v prib&hu provadéni studie
vylouc€ena, vytazena ¢i prohlaSena nezpisobilou,
bude o tom zdravotnické zafizeni pisemné
informovat CRO do sedmi (7) dnii od data, kdy se
o této skutecnosti dozvi.

114 Zptistupnéni finan¢nich
informaci. Zdravotnické zatizeni zajisti, aby hlavni
zkousejici, jakoz i vSichni podfizeni zkousejici
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performance of the Study from disclosing to
Sponsor and CRO the information regarding
financial disclosures in a form provided by CRO.
The Institution shall cause the Principal
Investigator and sub-investigators to promptly
update the information provided pursuant to this
Section 11.4 if any relevant changes occur in the
course of the Study or for one (1) year following
completion of the Study.

115 Notices. In any case where any
notice or other communication is required or
permitted to be given hereunder, such notice or
communication shall be in writing and sent by
overnight express or registered or certified mail
(with return receipt requested) and shall be sent to
the following addresses (or such other address as
any Party may designate from time to time in
writing):
If to CRO: Clinipace, Inc.

3800 Paramount Parkway, Suite
100

Morrisville, NC 27560
Telephone: (919) 224-8800
Attention: General Counsel
Legal@clinipace.com

If to the Institution:

Name: | NEEEE the

head of clinical trial department

Address: V§eobecna fakultni
nemocnice v Praze, U Nemocnice
499/2, 128 08 Praha 2

Czech Republic

Email: [

11.6. Relationship of Parties. Each of
the Parties shall be an independent contractor and
nothing herein shall create any association,
partnership, or joint venture between the Parties or
an employer-employee relationship. No agent,
employee, or servant of a Party to this Agreement
shall be, or shall be deemed to be, the employee,
agent, or servant of another Party, and each Party
shall be solely and entirely responsible for its acts
and the acts of its agents, employees, servants,
and subcontractors.

zaméstnani v rdmci provadéni studie zptistupnili
zadavateli a CRO finanéni informace ve formé
pozadované CRO. Zdravotnické zafizeni zajisti,
aby hlavni zkousejici, jakoz i vSichni podfizeni
zkousejici neprodlené aktualizovali informace
predlozené podle tohoto odstavce 11.4 v piipadé,
7e v prabéhu provadéni studie nebo po dobu
jednoho (1) roku po ukonceni studie dojde k
vyznamné zmeén¢ v té€chto informacich.

115 Oznameni. V  kazdém
pfipadé, kdy bude na zakladé této smlouvy
pozadovano nebo povoleno doru¢eni oznameni
nebo jiného sdéleni, bude mit toto oznameni nebo
sdéleni pisemnou formu a bude odeslano kuryrni
sluzbou nebo doporu¢enou postou s piedplacenym
postovnym (s dorucenkou) na nasledujici adresy
(nebo na takovou jinou adresu, kterou mize
kterakoliv strana Cas od ¢asu pisemn¢ urcit):

Pro CRO: Clinipace, Inc.

3800 Paramount Parkway, Suite
100

Morrisville, NC 27560

Telefon: (919) 224-8800

K rukédm: General Counsel
Legal@clinipace.com

Pokud pro zdravotnické zatizeni:
Jméno: [ NG
vedouci Oddéleni klinického
hodnoceni
Adresa: Veobecna fakultni
nemocnice v Praze, U Nemocnice
499/2, 128 08 Praha 2,
Czech Republic

I 00 |

11.6 Vztah stran. Kazda ze stran bude
nezavislym smluvnim dodavatelem a zadna cast
této smlouvy neznamena zalozeni sdruzeni,
partnerstvi nebo spole¢ného podniku mezi
stranami, ani vztah zamé&stnance a zaméstnavatele.
Z4dny zastupce, zaméstnanec ani pracovnik
nekteré ze stran této smlouvy nebude povazovan
za zamestnance, zastupce i ziizence druhé strany
a kazda ze stran bude vyhradné a zcela odpoveédna
za svoje jedndni a za jednani svych zastupct,
zamestnancl, pracovnikll a subdodavatelt.
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11.7 Vyhotoveni  smlouvy.  Tato
smlouva je vyhotovena ve tiech stejnopisech, pro
kazdou stranu jeden stejnopis VSechny stejnopisy
budou spole¢né predstavovat jedinou a tu samou
smlouvu.

11.8 Assignment.  This Agreement
shall not be assigned or delegated, in whole or in
part, by Institution or CRO without the prior
written consent of Sponsor and any attempted
assignment or delegation without such consent
shall be null and void.

Notwithstanding the above, CRO may assign its
rights and delegate its obligations under this
Agreement in relation to a merger or aquisition and
assetsto its successor or to the Sponsor.

Furthermore, CRO may assign its rights and
obligations under this Agreement to Sponsor in
accordance with the provisions of this Section 11.8
hereof of which the Institution will be informed.
For the avoidance of doubt, such assignment shall
not require the consent of Institution. Such
assignment and delegation shall conform to all
Regulations.

This Agreement shall inure to the benefit of and is
binding upon each of the Parties hereto and their
respective successors and permitted assigns.

11.9  Incorporation of Documents. The recitals
set forth at the start of this Agreement along with
the Exhibits attached to this Agreement and the
terms and conditions incorporated in such recitals
and Exhibits shall be deemed integral parts of this
Agreement and all references to “this Agreement”
shall encompass such recitals and Exhibits and the
terms and conditions thereof. In the event of any
inconsistency among this Agreement, any Exhibit
and the Protocol, the terms of the Protocol shall
govern with respect to the performance of the
Study and Study Subject safety, and this
Agreement shall govern for all other issues.

11.10 Amendment.  This Agreement
may be varied, amended, or extended only by

11.8 Vyhotoveni  smlouvy.  Tato
smlouva je vyhotovena ve tfech stejnopisech, pro
kazdou stranu jeden stejnopis VSechny stejnopisy
budou spolec¢né predstavovat jedinou a tu samou
smlouvu.

11.7 Postoupeni. Zdravotnické zafizeni
ani CRO nepodstoupi ani nedeleguji tuto smlouvu
jako celek ¢i jeji ¢ast bez predchoziho pisemného
souhlasu zadavatele, a kazdy ptipadny pokus o
postoupeni nebo delegovani bez takového souhlasu
bude od pocatku neplatny.

Bez ohledu na vyse uvedené mize CRO postoupit
svoje prava a delegovat svoje povinnosti
vyplyvajici z této smlouvy ve vztahu ke vSem jejim
podnikiim a aktiviim nebo k vét§iné z nich jako
celek na jejiho nastuopce nebo zadavatele .

CRO dale muze postoupit sva prava a povinnosti
podle této dohody na Zadavatele v souladu s
ustanovenimi oddilu 11.8 této dohody, o cemz
bude Zdravotnické zafizeni informovano. Aby se
piedeslo pochybnostem, nevyzaduje takové
postoupeni souhlas Zdravotnického zatizeni.
Takové postoupeni a pfeneseni pravomoci musi
odpovidat v§em nafizenim.

Tato smlouva ma slouzit ku prospéchu obou stran
a je zavazna pro ob¢ strany a jejich ptislu§né pravni
nastupce a povolené nabyvatele prav.

11.9  Zaélenéni dokumentti. Uvodni ustanoveni
uvedena na zacatku této smlouvy, spolu s
ptilohami pfipojenymi k této smlouve a
podminkami a ustanovenimi uvedenymi v téchto
uvodnich ustanovenich a ptilohach budou
predstavovat nedilnou soucast této smlouvy a
vsechny odkazy na ,,tuto smlouvu‘* budou
zahrnovat i uvedend uvodni ustanoveni a prilohy a
jejich podminky a ustanoveni. V piipadé
nesouladu mezi touto smlouvou a jakymkoliv
jejim dodatkem nebo protokolem budou mit
prednost ustanoveni protokolu, pokud jde o
provadéni studie a bezpecnost subjekta studie, a
ve vSech ostatnich zélezitostech bude mit pfednost
tato smlouva.

11.10 Upravy a dopliiky. Tato smlouva mize
byt upravena, doplnéna nebo prodlouzena
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written agreement/amendment  specifically
referring to this Agreement and executed by the
Parties’ respective duly authorized officersor
Representatives.

11.11 Severability. In the event the
implementation of any of the provisions of this
Agreement presents a material risk of imposition of
legal sanctions, or if any provision of this
Agreement is held invalid, illegal, or unenforceable
in any jurisdiction, the Parties shall promptly
negotiate in good faith a lawful, valid, and
enforceable provision that is as similar in terms to
the invalid provision as may be possible while
giving effect to the future benefits and burdens
accruing to the Parties hereunder and which
removes the risk, if any, of the imposition of legal
sanctions.  The remaining provisions of this
Agreement shall remain binding on the Parties
hereto.

11.12

Headings. The descriptive headings of the several
sections of this Agreement are inserted for
convenience only and do not constitute a part of
this Agreement.

11.13

No Waiver. No failure or delay on the part of any
Party in the exercise of any power or right
hereunder shall operate as a waiver thereof. No
single or partial exercise of any right or power
hereunder shall operate as a waiver of such right or
of any other right or power. The waiver by any
Party of a breach of any provision of this
Agreement shall not operate or be construed as a
waiver of any other or subsequent breach
hereunder.

11.14

Force Majeure. No Party shall be liable for the
failure to perform its obligations under this
Agreement if such failure is occasioned by a
contingency beyond such Party’s reasonable
control, including, but not limited to, strikes or
other labor disturbances, lockouts, riots, wars,
fires, floods, or storms (a “Force Majeure Event”).
A Party claiming a right to excused performance
under this Section shall immediately notify the

vyhradné na zaklad¢ pisemnych dohod/dodatkti
specificky odkazujicich na tuto smlouvu a
podepsanych fadné zmocnénymi ufedniky nebo
zastupci stran.

11.11 Oddélitelnost. V prtipadé, Ze zavedeni
n¢kterého z ustanoveni této smlouvy bude
predstavovat materialni riziko uvaleni zakonnych
sankci nebo bude-li n€které z ustanoveni této
smlouvy uznano neplatnym, protizdkonnym nebo
nevynutitelnym v libovolné jurisdikci, vyjednaji
strany neprodlen¢ v dobré vife nahradni zakonné,
platné a vynutitelné ustanoveni, jehoZ podminky
budou co nejpodobnéjsi neplatnému ustanoveni, a
které bude uvadét v ucinnost budouci vyhody a

zatizeni, ktera stranam vzniknou podle této
smlouvy, a odstrani pfipadné riziko uvaleni
zakonnych sankci. Zbyvajici ustanoveni této
smlouvy zdstanou pro strany této smlouvy
zavazna.

11.12

Nazvy. Popisné nazvy ruznych ¢asti této smlouvy
jsou uvadény vyhradné pro usnadnéni orientace a
nepiedstavuji soucast této smlouvy.

11.13

Nezieknuti se. Pfipadné neuplatnéni nebo prodleni
nékteré ze stran pfi uplatiiovani svych pravomoci
nebo prav podle této smlouvy neznamend, ze se
strana té&chto pravomoci nebo prav vzdava. Zadné
jednorazové ¢i CasteCné uplatnéni prava nebo
pravomoci podle této smlouvy neznamend, Ze se
strana vzdava tohoto prava ani zadného jiného
prava nebo pravomoci. V piipadé, ze se n¢ktera ze
stran vzd4d svych prav plynoucich z poruseni
libovolného ustanoveni této smlouvy, neznamena
to, Ze se vzdava prav plynoucich z poruseni jiného
ustanoveni nebo z nasledného poruseni jakéhokoli
ustanoveni této smlouvy.

11.14

Vyssi moc. Zadna ze stran nebude odpovédna za
neplnéni svych povinnosti vyplyvajicich z této
smlouvy, bude-li to zpisobeno nahodilou udalosti
nad ramec pfiméfené kontroly dotCené strany,
véetné, nikoliv vyhradng, stdvek nebo jinych
pracovnich nepokoju, vyluk, demonstraci, valek,
pozart, zaplav nebo bouiek (,,udalost vyssi moci®).
Strana poZzadujici ulevu z plnéni podle tohoto
¢lanku bude neprodlen¢ pisemné informovat
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other Parties in writing to the extent of its inability
to perform, which notice shall specify the Force
Majeure Event that prevents such performance.
The Party failing to perform shall use reasonable
efforts to avoid or remove the cause of the Force
Majeure Event and shall resume performance
under the Agreement promptly upon the cessation
of the Force Majeure Event. In the event a Force
Majeure Event causes a delay that continues for
more than three (3) months, a Party may, without
incurring liability to the other, terminate this
Agreement promulgated thereunder immediately
by written notice to the other Parties.

11.15

Third Party Beneficiary. The Institution agrees
that this Agreement is for Sponsor’s benefit and
that, accordingly, Sponsor is a third party
beneficiary hereto.

11.16

Anti-Bribery and Anti-corruption.

CRO and the Sponsor are subject to anti-bribery
and anti-corruption laws which make it a criminal
offense for CRO or the Sponsor to directly or
indirectly offer, give, or promise a Bribe to a
Government Official or other business counterpart.
A “Bribe” is an offer, delivery, or promise of a
payment or anything of value to any Government
Official or other business counterpart for the
purpose of (i) unduly inducing or influencing that
person to do or refrain from any official act; (ii)
attempting to gain or maintain business; or (iii)
securing an improper advantage. A "Government
Official™ is any person acting in an official capacity
for or on behalf of any government, including for

its public agencies, departments, and/or
international organizations.
Acknowledging CRO’s and the Sponsor’s

obligation, the Institution represents and warrants
that neither it nor any of its officers, directors,
employees, staff, or agents (including all Study
Staff) has or shall pay or promise to pay a Bribe to
any Government Official or business counterpart in
connection with the Study. The Institution shall
promptly notify CRO if it learns of or has good
reason to know of any activities in connection with
the Study which may constitute a violation of this
Anti-Bribery and Anti-Corruption section of this
Agreement or the anti-bribery and anti-corruption
laws that apply to the Institution and the Principal
Investigator.

ostatni strany o rozsahu své neschopnosti plnit,
pfiCemz toto oznameni bude specifikovat udalost
vyssi moci, ktera prislusné plnéni znemoznila.
Strana neschopna plnit vynalozi pfiméfené usili,
aby se vyvarovala pfi¢iny udalosti vy$$i moci nebo
ji odstranila, a bude pokraovat v plnéni této
smlouvy neprodlené poté, kdy udalost vys$si moci
skonéi. V ptipadé, ze udalost vyssi moci zplisobi
prodleni, které bude pokracovat po dobu delsi tii
(3) mésicti, miize dotCenad strana vypovédét tuto
smlouvu s okamzitym G¢inkem na zaklad¢ pisemné
vypovédi dorucené ostatnim stranam, aniz by ji tim
vii¢i nim vznikla jakakoliv povinnost.

11.15

Externi opravnénd osoba. Zdravotnické zafizeni
souhlasi, ze tato smlouva bude uzaviena v prospéch
zadavatele a ze v souladu s tim je zadavatel externi
opravnénou osobou této smlouvy.

11.16

Zakony proti korupci a uplatkafstvi.

CRO a zadavatel podléhaji zakoniim proti korupci
a uplatkarstvi, které stanovuji, Ze ptimé ¢i neptimé
nabizeni, slibovani ¢i pedlozeni iplatku vladnimu
urednikovi nebo jinému obchodnimu partnerovi ze
strany CRO nebo zadavatele, je trestnym ¢inem.
,,Uplatek® ptedstavuje nabidku, predloZeni nebo
prislibeni platby nebo jiné cennosti vladnimu
ufednikovi nebo jinému obchodnimu partnerovi za
ucelem (i) neopravnéného pobidnuti nebo
ovlivnéni takové osoby, aby provedla nebo
neprovedla ur¢ity Giedni ¢in, (ii) snahy ziskat nebo
zachovat si uréitou obchodni piilezitost nebo (iii)
ziskani neopravnéné vyhody. ,,VIddni uiednik®
predstavuje libovolnou osobu jednajici z ufedni
moci jménem jakékoliv vlady, vcetné jejich
vefejnych orgdnii ¢i  ministerstev  anebo
mezinarodnich organizaci.

Zdravotnické zafizeni bere na védomi tuto
povinnost CRO a zadavatele a prohlasuje a
zavazuje se, ze zdravotnické zafizeni ani jeho
ufednici, feditelé, zaméstnanci, pracovnici nebo
zastupci (v€etn€ vSech pracovnikll studie) v
souvislosti se studii neuhradili ani neuhradi a
nepfislibili ani nepfislibi uhradu uplatku zadnému
vladnimu ufednikovi ani obchodni protistrang.
Zdravotnické zatizeni bude neprodlené informovat
CRO, pokud se hodnovérné dozvi nebo bude mit
diivod dozvédét se o jakékoliv Cinnosti v
souvislosti se studii, ktera by mohla predstavovat
poruseni ustanoveni této smlouvy tykajicich se
boje proti korupci a Uplatkafstvi nebo
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No Warranties. The Parties hereto acknowledge
that CRO makes no warranties, express or implied
concerning the safety or efficacy of any
Investigational Product administered or procedures
carried out under the Protocol, Study Data, or their
fitness for any particular purpose or any other
obligation with exclusive reference to Sponsor
under the Protocol.

11.17

Governing Law/Jurisdiction. This Agreement will
be subject to the laws of Czech Republic. All
Parties hereby agree to submit to the courts of
Czech Republic.

11.18

Language. In case of any contradictions between
the English and the czeck versions, the actual
intention of the parties shall be established by a
good faith interpretation considering both versions.
In case a discrepancy cannot be resolved by such
interpretation, the Czech version shall prevail.

[Remainder of Page Intentionally Left Blank]

protikorupcnich ~ zakoni a  zakoni  proti
uplatkatstvi, jez se vztahuji na zdravotnické
zafizeni a hlavniho zkousejiciho.

Vylouéeni zaruk. Strany této smlouvy berou na
védomi, ze CRO nedava zadnou vyslovnou ani
odvozenou zaruku, ktera by se tykala bezpe€nosti
nebo Uc¢innosti podavaného zkouseného pripravku
nebo postupli provadénych v ramci protokolu,
udaju ve studii nebo jejich vhodnosti pro konkrétni
ucel ¢i jakéhokoliv jiného zavazku, ktery se podle
protokolu tyka vyhradn¢ zadavatele.

11.17

Rozhodné pravo/soudni pravomoc. Tato smlouva
bude podléhat zikoniim Ceské republiky. Viechny
strany timto souhlasi s pfedkladanim sporti soudim
Ceské republiky.

11.18

Jazyk. V pfipadé jakychkoliv neshod mezi
anglickou a ceskou verzi bude skute¢ny zamér
stran zaloZen na vykladu v dobré vife, ktery bude
brat v avahu obé verze. V piipade, ze nebude
mozné tento rozpor vyteSit, bude mit prednost
Ceska verze smlouvy.

[zbyla c¢ast stranky byla zamérné ponechana
prazdna]
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IN WITNESS WHEREOF, the Parties hereto
have executed this Agreement by their respective
Representatives thereunto duly authorized/ NA
DUKAZ CEHOZ strany této smlouvy fadné
zmocnily svoje zastupce k uzavieni této smlouvy

PARAGON BIOMEDICAL LIMITED

By/ Podepsal/a:
Name/ Jméno:
Title/ Funkce:
Date/Datum:

VSEOBECNA FAKULTNI NEMOCNICE V
PRAZE

By/ Podepsal/a: || G

Name/ Jméno:

Title/ Funkce: Statutary representative of the
Director/statutarni zastupce feditelky
Date/Datum:

___TRANSLATE

B 2vni zkousejici této studie
(PRAN-16-52), timto potvrzuji, Ze jsem se
sezndmila s Protokolem a vSemi dokumenty
pfedanymi CRO nebo zadavatelem k provedeni
studie. Byla jsem sezndmena se smlouvou o
klinickém zkouSeni mezi CRO a zdravotnickym
zafizeni a budu dodrZzovat povinnosti v ni
stanovené pro zkousejici ¢i vyplyvajici ze Spravné
klinické praxe Hlavnimu zkous$ejicimu.

By/ Podepsal/a:
Name/ Jméno:
Title/ Funkce:
Date/Datum:

PRINCIPAL INVESTIGATOR

I Frincipal Investigator of this

Study (PRAN-16-52), hereby certify that | have
become familiar with the Protocol and all
documents submitted by CRO or by the
Contracting Authority to carry out the Study. | was
acquainted with the Clinical Trial Agreement
between the CRO and the healthcare facility and |
will comply with the duties assigned to her by the
investigator or resulting from Good Clinical
Practice to the Principal Investigator.
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EXHIBIT A/ PRILOHA A
SITE #: 4102 / CENTRUM C.: 4102
STUDY BUDGET/ ROZPOCET STUDIE
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