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CLINICAL TRIAL CONTRACT

Ustiredni vojenskd nemocnice — Vojenska fakultni
nemocnice Praba, / Central Military Hospital
PRAGUE, allowance organization of the Ministry of
Defence/with the registered office at: U Vojenské
nemocnice, Post Code (PSC) 120 00, Prague 6,
Czech Republic

Tdentification number: 61383082

Tax ID number: CZ 61383082

bank details: CNB Praha 1

account number

represented by: director

Prof. MUDr. Miroslavy Zavoral, Ph.D,

hereinafter referred to as the "health-care facility /
UVN

and

Pharmaceutical Research Associates CZ, s.r.o.,
located at Praha 7, Jankoveova 1569/2¢, Post Code
(PSC): 170 00, Czech Republic, IC (company 1D
number); 27636852, the limited liability company
duly registered in the Commercial Register of the
Czech Republic maintained by the Municipal Court

in Prague, Section C, Entry 120574, represented by
I . -

representative based on power of attorney (“PRA™),
an affiliate of PHARMACEUTICAL RESEARCH
ASSOCIATES INC., located at 4130 ParklLake
Avenue, Suite 400, Raleigh, North Carolina 27612,
USA (“PRA US™), acting as an independent
contractor  for  Biotest AG  focated  at
Landsteinerstrasse 5, Post Code (PSC): 63303,
Dreieich, Germany (the “Sponsor”). PRA has
agreed to accept certain obligations and duties of
PRA US in respect of the conduct of the clinical trial
in Czech Republic,

conclude pursuant to §.1746 subsec. 2 of the Civil
Code (Act No. 89/2012 Sb. (Coll.), and under the
conditions laid down below this Clinical Trial
Contract (hereinafter referred to as the “Contract™):

L
Subject-matter and purpose of the Contract

1y The subject-matter of this Contract shall be the
carrying out of Clinical Trjal of a humane
medicinal preparation (hereinafter
referred to as the "Study Drug") according to

Clinical Trial Contract/ Smlouva o provedeni klinick¢ho hodnoceni

SMLOUVA I
KLINICKEHO HODNOCENI

A w1

UstFedni vojenski nemocnice — Vojensks fakultni
nemocnice Praha,

se sidlem: U Vojenské nemocnice, PSC 120 00,
Praha 6, Ceska republika

IC: 61383082

DIC: CZ 61383082

bankovni spojeni: CNB Praha 1
cisio o

zastoupena: feditelem
Prof. MUDr. Miroslavem Zavoralem, Ph.D.
dale jen ,,zdravotnické zafizeni / UVN

a

Pharmaceutical Research Associates CZ, s.r.o., se
sidlem Praha 7, Jankovcova 1569/2¢, PSC: 170 00,
Ceskd republika, IC: 27636852, spolefnosti s
ruéenym omezenym fadné zapsanou v Obchodnim
rejstitku  Ceské republiky vedeném Mastskym
soudem v : oz 120574
zastoupenou
povérenou zastupkyni na zakladé piné moci (dale jen
HPRAYY, pobockou spole¢nosti
PHARMACEUTICAIL RESEARCH ASSOCIATES
INC., se sidlem 4130 Parklake Avenue, Suite 400,
Raleigh, North Carolina 27612, USA (déle jen “PRA
US™) jednajici jako nezavisly dodavatel spoleénosti
Biotest AG se sidlem Landsteinerstrasse 5, PSC:
63303, Dreieich, Némecko {dale jen ,,zadavatel™).
Spoletnost PRA se zavazuje prevzit urdité zavazky a
povinnosti spole¢nosti PRA US tykajici se provadéni
klinického hodnoceni v Ceské republice,

Praze di

uzaviraji podle § 1746 odst. 2 oblanského zdkoniku
(zék. ¢. 89/2012 Sb.) a zapodminek nize
stanovenych tuto Smlouvu o provedeni klinického
hodnoceni (dale jen ,,smlouva“):

1.
Predmét a acel smlouvy

1} Predmétem tétc smlouvy je provedeni
klinického _hodnoceni humdanniho IéCivého
pfipravku (didle jen ,hodnocené
1é¢ive™) podle protokelu klinického hodnoceni
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2)

3)

the record of Clinical Trial within the meaning
of 5. 51 of the Drugs Act {hered
referred to as the "record™) entitied

referred to as the “Climical Trial™).

Purpose of the Contract is to

stipulate
conditions for the carrying out of the Clinical
Trial and to define rights and obligations of the

contracting parties for the and

processing of the Clinical Trial.

course

Investigators shall be employees of the health-
care facility, and the health-care facility as the
employer hereby grants in accordance with the
provision of s. 304 subsec. 1 of Act no.
262/2006 Sb. (Coll), Labour Code, as amended
by subsequent regulations, or s. 47 of Act no.
221/1999 Sb. (Coll), Regular Soldiers Act, as
amended by subsequent regulations, its express
consent with the participation of the
investigators in the carrying out of the Clinical
Trial under this Contract.

1) m“fﬁl act as Principal
nvestigator (herewnalter referred fo as the

5)

6)

7)

LHinvestigator)

The health~care facility undertakes to carry out
the Clinical Trial through the Investigator
mentioned in cl. 1, article 111 hereof.

Revocation of the consent awarded according to
cl. 3 must be made in writing and must be
delivered to the Investigator concurrently with
the termination of the Contract to complete a
job / agreement to perform work and to the
Sponsor. The revocation shall become effective
upen delivery thereof to the Investigator or the
co-Investigator.

Fulfillment of obligations of the Investigator
and co-Investigators (hereinafter referred to as
“Clinical Trial team Investigators”) stipulated
by this Contract shall be ensured by the health-
care facility as their employer within the scope
of employment relations. The health-care
facility shall be liable for the fulfilment of the
Investigator's obligations. The health-care
facility undertakes to conclude within 14 days
from the conclusion hereof an «agreement to
complete a job / agreement to perform work»
on the basis of which the Investigator will
undertake to perform obligations especially

Clinteal Trial Contract / Smiouva o provedeni klinického hodnoceni
Czech Republic / Ceskd republika
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ve smyslu § 51 zékona o 1ééivech
jen protokol®) s nazvem

(dale jen ,klinické hodnoceni®).

Utelem smlouvy je stanovit podminky
k provedeni klinického hodnoceni a vymezit
prava a povinnosti smluvnich stran pro priibéh a
zpracovani klinického hodnoceni.

ZkouSejfci jsou zaméstnanci zdravotnického
zafizeni a zdravotnické zafizeni timto jako
zaméstnavatel udé€luje v souladu sust. § 304
odst. 1 zdkona ¢. 262/2006 Sb., zakoniku préce,
ve znéni pozd&jiich predpisi, pfipadné § 47
zadkona €. 221/1999 Sb., z8kon o vojacich
z povolani ve znéni pozdéjsich predpist, svij
vyslovny souhlas s 0dasti zkousejicich na
provadéni klinického hodnoceni dle této
smiouvy.

o I - v
avni zkousejict (dale jen “zkouSejici™).

6)

7)

Zdravoinické zafizeni se zavazuje provadét
klinické hodnoceni prostiednictvim
zkoulejiciho, uvedeného v odstavei 1, &lanku
11, této smlouvy,

Odvolani souhlasu udéleného dle odstavce 3
musi mit pisemnou formu a musi byt dorudené
zkouSejicimu soucasné s ukonCenim dohody o
provedeni prace / dohody o pracovni Cinnosti a
téz zadavateli. Odvolani nabyvd u&innosti
dorucenim zkousejicimu nebo
spoluzkousejicimu.

Pinéni povinnosti hlavnitho zkousejiciho a
spoluzkouSejicich (dale jen ,studijni tym
rzkouSejicich*) stanovenych touto smlouvou
zajisti zdravotnické zafizeni jako jejich
zameéstnavatel v ramei pracovnépravnich
vztahll. Zdravotnické zafizeni odpovidid za
plnéni povinmosti zkousejiciho. Zdravotnické
zafizeni se zavazuje do 14 dnil ode dne uzavteni
této smlouvy uzaviit se zkousejicim «Dohodu
o provedeni prace/dchodu o pracovni éinnosti»,
ktera zkouSejicitho zavaze k plnéni povinnosti
zejména dle pravnich predpis uvedenych
v Clanku 1V. této smlouvy.
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pursuant {o legal regulations given in article I'V.
hereof.

1L

Requesting permission and consent to commence

1)

Clinical Trial
1) The Clinical Trial will be carried out on the
basis of permission of the State Insitute for

Drug Control (hereinafter referred to_as
“SUKL"™) issued on

consenting  opmnion 0 the  ethical
commission of UVN. In case of a
multicentrical assessment, also a consenting
opinion of the multicentrical ethical
commission (hereinafter referred fo as
MEK).

The Sponsor via PRA shall be liable for
submission of an application for notification
of Clinical Trial to SUKL, for submission of
an application for issuance of an opinion to
the ethical commission of UVN, (or the
opinion of the multicentrical  ethical
commission) and for communication and
provision of cooperation with the above-
mentioned institutions.

3) Certified copies of opinions aand
permissions/notifications issued according to
cl. 1 article II hereof will be kept by the
health-care facility and the Sponsor in
documentation of the carrying out of Clinical
Trial and in the annex to the Contract.

2)

HIL
Place and period of the carrying out of the
Clinical Trial and health-care facility

Clinical Trial will be carried out solely in the
health-care facility, especially at Pracoviité
nasledné intenzivni péfe - KARIM 1. LF UK a
UVN with address at U Vojenské nemocnice,
Post code (PSC) 120 00, Praha 6, Czech
Republic (hereinafter referred to as “Irial Site™)
headed by the Investigator who is responsible
for Clinical Trial to the extent of liability of the
Investigator pursuant to s. 52 subsec. 2 of Act
no. 378/2007 Sb. (Coll.), providing for drugs
and alteration of some related acts, as
subsequently altered and amended, and who
cooperates with the Clinical Trial team
Investigators in the course of the carrying out of

Clinical Trial Contract / Smlouva o provedent klinického hodnoceni
Czech Republic / Ceskd republika
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1)

2)

3)

1L
VyZadani povoleni a souhlasu k zahajeni
Klinického hodnoceni

Klinické hodnoceni bude provedeno na zakladé
povoleni Statniho Gstavu pro ko [&E1

(dale jen . SUKL™) vydaného dnem
a souhlasného
stanoviska etické komise UVN. ¥V pfipadé

multicentrického  hodnoceni 162 souhlasné
stanovisko multicentrickd etické komise (ddle
jen MEK}).

Zadavatel prostfednictvim PRA zodpovidd za
pfedloZeni ZAdosti o ohlaSeni klinického
hodnoceni SUKL., za pifedlozeni Zadosti o
vydéni stanoviska etické komisi UVN, (pFip.
stanoviska multicentrické etické komise} a za
komunikaci a poskytovani soudinnosti vyse
uvedenym institucim.

Qvérené kopie stanovisek a povoleni/ohlaseni
vyvdanych podle odst. 1 ¢l II., této smlouvy
budou uloZeny u zdravotnického zafizen{ a
zadavatele v dokumentaci o  provedeni
klinického hodnoceni a v piiloze smlouvy.

TH.

Misto a doba provedeni klinického hodnoceni a

1)

zdravotnické zarizeni

Klinické hodnoceni bude provedeno vyhradné
ve zdravotnickém zafizeni, zejména na
Pracoviiti pasledné intenzivni péce - KARIM 1.
ILF UK a UVN s adresou U Vojenské
nemocnice, PSC 120 00, Praha 6, Ceska
republika (dale jen ,,odborné pracoviit&™) v Cele
se zkoudejicim, ktery je odpovédny za klinicke
hodnoceni v rozsahu odpovédnosti zkousejiciho
podle § 52 odst. 2 zakona ¢. 378/2007 Sb., o
léCivech a o zménach nékterych souvisejicich
zakoni, ve znéni pozd&jich zmén a dopliikil a
ktery pfi provadéni klinického hodnoceni
spolupracuje  scleny  studijniho  tymu
zkousejicich ve smyslu odstavee 6 Elanku 1. této
smlouvy. Zkousejici zodpovida za jim povéfené

akultni nemocnice Praha  Page 3 of 38
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2)

3)

the Clinical Trial within the meaning of ¢l. 6
article 1. hereof. The Investigator shall be
responsible as the Investigator for coworkers
authorized by him who take part in the carryving
out of the Clinical Trial. All persons taking part
in the carrying out of the Clinical Trial within
the meaning hereof shall be obliged to cbserve
conditions of the Clinical Trial under this
Contract. The health-care facility shall be
obliged to take all measures to inform every
person involved in the carrving out of the
Clinical Trial of duties arising out of generally
binding legal regulations and this Contract. An
express consent and obligation of such persons
to proceed in the participation in the Clinical
Trial pursuant to generally binding legal
regulations and this Contract must be part of a
statutory declaration.

The health-care facility undertakes to inform
the Sponsor or PRA in writing of the planned
date of termination of employment relationship
of the Investigator with the health-care facility
within 5§ working days at the latest from the
date it has learnt of such a fact, and further, it
undertakes to provide the Sponsor with
necessary cooperation in dealing with the
situation arisen.

Clinical Trial will be carried out from July 2019
to (detailed time schedule of
the Clinical Trial is given in the record).

Iv.

Basic conditions for the processing of the Clinical

)

Trial

The health-care facility undertakes to carry
out and document Clinical Trial through the
Investigator and to provide services in
connection with the conduct of the Clinical
Trial, especially under conditions and in
accordance with this Contract and with:

a) generally binding legal regulations of the
Czech Republic (hereinafter referred to as
the "CR") especially with Act oo
Pharmaceuticals No. 378/2007 Coll.,
providing for drugs and alteration of some
related acts, as subsequently altered and
amended (hereinafter referred to as the "Act
on Pharmaceuticals"), Act No. 372/2011
Coll., on health services and the terms and
conditions for the providing of such services
(Health Services Act), Decree of the

Clinical Trigl Contract / Smiouva o provedeni klmického hodnocent
Czech Republic / C

eské republika

Health~care facility

3)

spolupracovniky, kteti se podileji na provadéni
klinického hodnoceni. Viechny osoby podilejici
s¢ na provadéni klinického hodnoceni ve
smyslu této smlouvy, jsou povinny dodriovat
podminky klinického hodnroceni podle této
smlouvy., Zdravotnické =zafizeni je povinno
ucinit veskeré kroky k tomu, aby informovalo

kazdou osobu podilejici se na provadéni
klinického  hodnoceni ©  povinnostech
vyplyvajicich zobecné zavaznych pravaich

pfedpist a této smlouvy. Soudasti Cestného
prohlaSeni musi byt vyslovny souhlas a zdvazek
takovychto osob postupovat pfi jejich acasti na
klinickém hodnoceni podle obecn® zavaznych
prévnich predpist a této smlouvy.

Zdravotnické zarizeni se zavazuje pisemng
informovat  zadavatele nebo PRA, o
planovaném datu skondeni pracovniho poméru
zkouSejictho u  zdravotnického  zafizeni,
ato nejpozdéji do 5 pracovnich dmi ode dne,
kdy se o dané skutednosti dozvi, a dile se
zavazuje poskytnout =zadavateli potfebnou
soucinnost pri fefeni vzniklé situace.

Klinické hodnoceni bude provadéno v dobé od
dervence 2019 do“(podmbny
harmonogram klinického hodnoceni je uveden
v protokolu).

IV.

Zakladni podminky pro zpracovani klinického

hodnoceni

1) Zdravotnické zafizeni se zavazuje provést a
zdokumentovat prostfednictvim zkou3ejiciho
klinické hodnoceni a poskytovat sluzby
v souvislosti s pravedenim klinického
hodnoceni zejména za podminek a v souladu s
touto smlouvou a s/se:

a) obecné zdvaznymi préavnimi pledpisy Ceské

republiky (dale jen CR"), zejména zakonem
¢.378/2007 Sb., o l&ivech a o zménach
nékterych souvisejicich  zdkond, ve znéni
pozdé&jsich zmén a dopliki (dale jen ,,zakon o
léfivech™), zakonem ¢&. 372/2011 Sb., o
zdravotnich sluzbach, vyhlaskou
Ministerstva zdravotnictvi a Ministerstva
zem&délstvi & 226/2008 Sb., o spravné
klinické praxi a blizZ8%ich podminkach
klinického hodnoceni 1é¢ivych piipravkd, ve

akultni nemocnice Praha  Page 4 of 38
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b)

d)

Ministry of Health and Ministry of
Agriculture on good clinical practice and
detailed conditions of clinicals trials on
medicinal products No. 226/2008 Coll,,
(hereinafter referred to as the "Regulation
for correct clinical practice”™), and
Regulation of the Ministry of Health and
Ministry of Agriculture no. 86/2008 Coll.,
providing for determination of principles of
correct laboratory practice in the area of
drugs, as subsequently altered and amended
(hereinafter referred to as the "Regulation
for correct laboratory practice"), all
persons involved in the Clinical Trial shall
be obliged to observe rules of correct
clinical practice, and shall be obliged to
proceed according to instructions of the
European Commission, European Medicines
Agency, and specifying instructions of the
State Institute for Drug Control within the
meaning of the provision of 3. 56 subsec. 13
of the Drugs Act;

with the terms and conditions of this
Contract and any subsequent amendments
and annexes hereto, the Protocol and any of
its amendments, an ethical manner and in a
manner that appropriately protects the
safety, security, and well-being of the
Clinical Trial Subjects (as defined below)
and any data arising from the Clinical Trial,
the FDA Form 1572, and with all applicable
laws, rules and regulations including, but not
limited to, those governing the conduct of
the Clinical Trial. The health-care facility
shall not reassign the conduct of the Clinical
‘I'rial to another Investigator without PRA’s
express written consent. If the Investigator is
due to objective reasons unable to perform
the duties required by this Contract, the
health-care facility shall promptly notity
PRA in writing. If a mutually acceptable
replacement is not available, this Contract
may be terminated as provided herein.

written statement of the State Institute for
Drug Control (SUKL) on permission of the
Clinical Trial which is subject - under the
Drugs Act - to permission, and opinions and
conditions of the ethical commission;

specifications  stipulated herein, in the
Protocol and other documents issued by the
Sponsor via PRA which constitute a part of
this Contract. Possible changes in the
Protocol may be made only with the consent

Clinical Trial Contract / Smiouva o provedeni klinického hodnocent

Czech Republic / Ceska republika

eaith-care faciity name / nazev zdravotnickeého zafizeni:

b)

d)

znéni pozdéjsich zm&n a doplitkG (dile jen
,»vyhladka o spriavné klinické praxi®) a
vyhla§kou Ministerstva  zdravotnictvi a
Ministerstva zemédélstvi &. 86/2008 Sb., o
stanoveni zadsad sprivné laboratorni praxe
v oblasti [éCiv, ve znéni pozdé&sich zmén a
dopliiki (dile jen ,vyhla¥ka o spravné
laboratorni praxi‘‘), vSechny osoby podilejici
se na klinickém hodnoceni jsou povinny
dodrzovat pravidla spravné klinické praxe, a
jsou povinny postupovat podle pokynd
Evropské komise, Evropské 1ékové agentury a
upfestiyjicich pokyni Stitniho tstavu pro
kontrolu lé¢iv ve smyslu ust. § 56 odst. 13
zakona o lécivech;

s podminkami této smlouvy a jakychkoliv
dalsich dodatkd a piiloh této smiouvy,
protockolem a jeho dodatky, s etickym
jednianim a zpiisobem zahrnujicim mimo jiné
dodrzovani vieobecné plataych
profesiondlnich standard, které priméfené
chrani bezpetnost, jistotu a pohodu subjekti
klinického hodnoceni a adaji ziskanych
z klinického hodnoceni, FDA formulafem
1572, a se v8emi pFisludnymi zakony, predpisy
a smérnicemi vetné mimo jiné predpist
upravujicich provadéni kiinického hodnoceni.
Zdravotnické zafizeni neni opravnéné povéfit

vykonem  klinického hodnoceni  jiného
zkoudejictho  bez vyslovného pisemného
souhlasu  PRA. NemlZe-li  zkousejici

z objektivnich divodit vykondvat povinnosti
vyplyvajici ze smlouvy, zdravotnické zafizeni
je o tom povinno PRA neprodlené pisemné
vyrozumét.

pisemnym vyjadfenim Statniho ustavu pro
kontrolu lé¢iv (SUKL) o povoleni klinického
hodnoceni, které podle zakona o léCivech
podléha povoleni, a stanovisky a podminkami
etické komise;

specifikacemi stanovenymi v této smlouvé, v
protokolu a daldich dokumentech vydanych
zadavatelem, které jsou soudasti této smlouvy.
Piipadné zmény protokolu lze provést jen se

ultni nemocnice Praha  Page 5 of 38
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of the contracting parties, such changes must
be approved by the State Institute for Drug
Control (SUKL) and ethical commission.
Written consent of the above-mentioned

souhlasem smluvnich stran, tyto zmény musi
byt schvileny Statnim dstavem pro kontrolu
jédiv (SUKL) a etickou komisi. Pisemny
souhlas vySe uvedenych instituci musi byt

health-care facilitys must be part of soutasti dokumentace o provedeni klinického
documentation on the carrying out of the hodnoceni  zdravotnického  zafizeni a
Clinical Trial of the health-care facility and zadavatele;

the Sponsor; and laid down in the form of an

amendment to the Contract. ) L

e) Set of information for the Investigator e) Soubor em 1nf0r1pac1 pro zkaufcqtczho
entitled Investigator Brochure and nazvanym Soubor informaci pro zkouSejictho
its possible amendments which contain all Ha {eho’ prlpadnvymxr dOdatE(-‘f ’ k’tercr
information currently known about the obsahuji veSkeré v soucasné dob& znamé
Study Drug and its features. Set of informace o hodnoceném . lé¢ivu a jeho
information for the Investigator shall be vlastnostech. S’oubor informaci pro
handed over by the Sponsor via PRA to the zko(use,]}mho preda z‘ada.vate] zdravotmcke‘mu
health-care facility and will be attached to zafizeni a bude pripojen kdok}nngr&acl e
documentation on the carrying out of the provedeni khnlclfeho hodnoceni. Pf;padne
Clinical Trial. The ethical commission shall zmény v Souboru informaci pro zkousejiciho a
be informed and the State Institute for Drug v jeho dodatcich predloZi zadavatel etické
Control (SUKL) shall be asked for ker;u:m a Statnimu dstavu pro kontrolu [é&iv
consideration of any possible changes in the (SUKL);

Set of information for the Investigator and in
its amendments by the Sponsor;

f) Directive for correct clinical practice (GCP) f) Smérnici o spravné klinické praxi (GCP) a
as laid down in the Directives 2001/20/EC danj;'mi smérnicerm 2001/20/EC a 2005/28/EC
and 2005/28/EC and its transforming a jejich provadécimi pfedpisy, vydanou 1. 5.
legislation, issued on 1/ 5/ 1996 by the 1996 Mezinarodni konferenci pro harmonizaci
International. Conference on Harmonization (v¢etné errat zahmutych po ukonéeni Kroku 4
(including errata included upon termination harmonizaéniho procesu ze zafi 1997)
of Step 4 of the harmonization process from a zavedenim jeji Casti E6 v EU a EEA 17.
September 1997) and implementation of its ledna 1997  (smémice = CPMP &
part E6 in the EU and EEA on 17 January CPMP/ICH/135/95) a v souladu s Helsinskou
1997 (directive CPMP no. deklaraci (p¥ijatou na 18. zasedani Svétové
CPMP/ICH/135/95) and in accordance with I¢kaiske asociace vroce 1964, ve znéni
the Declaration of Helsinki (adopted at the pozdgjsich dodatki);
18th meeting of the World Medical
Association in 1964, as subsequently
amended); . . L .

' g} vsouladu se vIemi pravoimi pozZadavky

g) in accordance with any legal requirements
relating to the processing of personal data
including all national laws implementing the
EU Data Protection Directive 95/46 and the
GDPR and with Act no. 11072019 Coll,,
personal data processing, as subsequently
altered and amended (hereinafier referred to
as the Act on Protection of Personal Data).

Further, the health-care facility undertakes
through the Investigator:
a} To deliver completed CRFs to PRA within
three (3) days of Investigator’s review or in
accordance with PRA’s reasonable written

2}  Zdravotnické
zkousejiciho dale zavazuje:

vztahujicimi se ke zpracovani osobnich Gdajt
véetn¢ viech narodnich zakon provadéjicich
smérnici EU o ochrané osobnich tdaji 95/46 a
GDPR a se zakonem ¢&. 110/2019 Sb., o
zpracovani  osobnich  Gdajd  ve  znéni
pozdéjsich zmeén a dopliikd (dale jen jako
zakon o ochrané osobnich adaji).

zafizeni se prostfednictvim

a) doru€it PRA vyplnéné CRF do tii (3) dnii po

provedeni  kontroly  zkouSejicim  nebo
v souladu s pfiméfenymi instrukcemi PRA,

Clinical Trial Contract / Smlouva o provedend klinického hodnoceni
Czech Republic / Ceska republika
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3)

4)

instructions, as the case may be;

b} in case of suspension or early termination of
the Clinical Trial before completion of all
tasks stipulated by the record, to
immediately inform the Clinical Trial
Subjects and procure their further treatment
and monitoring of their medical condition;

¢} in case of suspension or early termination of
the Clinical Trial by the health-care facility
without a prior consent of the Sponsor, to
immediately inform the Sponsor, State
Institute for Drug Control (SUKL) and
ethical commission, and further, to provide
the Sponsor, and the ethical commission
with a detailed written report on reasons of
such suspension or early termination.

The contracting parties undertake to comply
and observe conditions of protection of the
Clinical Trial Subjects regulated in the
provision of s. 52 of the Drugs Act,
particularly to ensure that rights, safety, and
quality of the life of the Clinical Trial
Subjects always prevail over interests of
science and the society.

The Sponsor undertakes:

a) to provide the health-care facility with
Study Drug free of charge in a sufficient
amount and quality so that Clinical Trial
may be carried out according to the Protocol
The Study Drug must be characterized
proportionately to the Ilevel of their
development, protected by defining an
appropriate period, temperature, and other
conditions for the keeping thereof, and in
case of necessity there must be also defined
procedures for the final treatment of the
Study Drug before they are administered to
the Clinical Trial Subjects, and aids for the
administration thereof, they must be stable
for the whole period of the use thereof, and
packed in the way they are protected from
contamination and deterioration during
transportation and keeping, and duly
designated and or coded;

b} to deliver all the Study Drug solely to the
hospital pharmacy of UVN Prague, with the
exception of Fresh Frozen Plasma, which
shall be delivered locally by Trial Site from
the Hematology and Blood Transfusion
Department (OHKT). Breach of such

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
Czech Republic / Ceska republika

dle okolnosti,

b) v pfipadé preruseni &i predCasného ukonéeni
klinického hodnoceni pred dokongenim viech
gkelit stanovenych protokolem neprodien¢
informovat subjekty klinického hodnoceni a
zajistit jejich dalSi 1é¢bu a sledovani jejich
zdravotniho stavu,

¢) v piipadé pferuSeni & predCasného ukonceni
klinického hodnoceni zdravotnickym
zafizenim  bez  pfedchoziho  souhlasu
zadavatele neprodlené informovat zadavatele,
Statoi astav pro kontrolu 1&iv (SUKL) a
etickou komisi a dale poskytnout zadavateli, a
etické komisi podrobnou pisemnou zpravu o
divodech takového preruSeni &i pred€asného
ukonceni.

3) Smluvni strany se budou sledovat a dodrzovat
podminky ochrany subjektd klinického hodnoceni
upravene v ust, § 52 Zakona o 1é¢ivech, zejména pak
zajistit, Ze prava, bezpefnost a kvalita Zivota
subjektu klinického hodnoceni vzdy pfevazuji nad
zajmy védy a spolednosti,

4)Zadavatel se zavazuje:

a)  poskytnout  zdravotnickému  zafizeni
hodnocena lé¢iva bezplatné v dostateéném
mnoZstvi a kvalité tak, aby mohlo byt klinické
hodnoceni  provedeno podle  protokolu.
Hodnocena 1ééiva musi byt charakterizovéana
pfiméfené stupni jejich vyvoje, chrinéna
vymezenim vhodné doby, teploty a dalSich
podminek pro jejich uchovavani a v piipadé
potieby uréeny i postupy pro kone¢nou lipravu
hodnocenych 1é¢iv pfed podanim subjektim
klinického hodnoceni a pomicky pro jejich
aplikaci, musi byt stabilni po celou dobu jejich
pouzivani a balena tak, aby byla chranéna pfed
kontaminaci a znchodnocenim béhem
dopravy a uchovavani a FAdné oznaCena a
pripadné kodovéana;

b) dodat viechna hodnocensa Ié€iva vyhradné do
nemocniéni lékamy UVN Praha, s vyjimkou
Cerstvé zmrazené plazmy, kterA bude
odbomému  pracovisti  dodana  lokalng
2z Oddeéleni hematologie a krevni transfuze
(OHKT). Porugeni této povinnosti se posuzuje

= VQjenssa tremocnice Praha  Page 7 of 38
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d)

¢)

2

obligation shall be assessed as extremely
serious breach of the Contract on the basis
of which the health-care facility may
terminate the Contract;

if there are made considerable changes in the
course of the clinical development of the
Study Drug with respect to a drug form, the
Sponsor shall procure - before the use of a
new drug form in the Clinical Trial - data
about the new drug form necessary for
consideration whether and to what extent the
changes carried out will affect the
pharmacokinetic profile of the assessed
drug;

to procure the keeping of records
documenting transportation, receipt, storing,
return and lquidation of the unused and
expired Study Drugs, including the creation
of a system of withdrawal and return of
defective drugs, and to ensure disposal
thereof;

Sponsor or Sponsor's nominees are entitled
to perform inspections at any mutually
agreed time upon reasonable notice to
ensure proper handling and storage of the
Study Drug.

Sponsor or Sponsor’s designee shall provide
an up-to-date Investigator's Brochure to the
Health-care facility and Investigator, which
includes the current knowledge on the Study
Drug and the results of the pharmacological
and toxicological investigations and informs
inter alia about potential risks and side
effects of the Study Drug. Health-care
facility and Investigator confirm to have red
and understood all information in the
Investigator's Brochure of the Study Drug
and shall inform all medical personnel
involved in the conduct of the Clinical Trial
about the content of the Investigator's
Brochure.

the Sponsor shall be obliged to provide the
health-care facility free of charge - for the
period of duration of the Clinical Trial - with
necessary medical technology for its use;
this process shall be procured - on behalf of
the health-care facility - solely by the
medical technology department. For the
purpose of equipment lease, a separate Loan
Agreement shall be conducted with the
Health-care facility.

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
Cgech Republic / Ceska republika

d)

jako zvlasté zavazné porueni smlouvy, na
zakladé kterého miize zdravotnické zaFizeni
smlouvu vypovedet;

pokud jsou v prabéhu klinického vyvoje
hodnoceného lé¢iva provedeny vyznamné
zmény lékové formy, zajisti zadavatel pred
pouzitim nové Ilékové formy v klinickém
hodnoceni idaje o nové 1ékové formé potfebné
k posouzeni, zda a do jaké miry provedené
zmeény ovlivni  farmakokineticky  profil
hodnoceného 1é¢iva;

zajistit vedeni zdznamu  dokladajicich
pfepravu, piilem, uchovéavani, vraceni
a likvidaci hodnocenych nespotfebovanych i
expirovanych léciv vCetné vytvofeni systému
stahovani a vraceni zivadného Ié&iva
a zabezpecuje jeho likvidaci;

Zadavatel nebo osoba jim jmenovana jsou
opravnéni ke kontrolam, kdykoliv po
upozornéni predem vydaném v pfiméfeném
Case, zajisténi ¥adného zachazeni a skladovani
hodnoceného 1é¢iva.

f} Zadavatel nebo osoba jim jmenovana pieda

g)

zdravotnickému  zafizeni a  zkoudejicimu
aktualizovany  Soubor  informaci  pro
zkousejiciho, ktery obsahuje soucasné znalosti
o hodnocenédm  lé&Civu  a  vvsledky
farmakologickych a toxikologickych vyzkumi
a mimo jiné informuje rovnéZ o potencislnich
rizicich a vedlej§ich W¢incich hodnoceného
lé¢iva. Zdravotnické zafizeni a zkousejici
styrzuji, ze si pfeceth a porozuméli viemu ze
Souboru informaci pro  zkouejictho o
hodnoceném lékéivu a budou informovat o
Souboru informaci pro zkousejiciho veskery
lékatsky personal zapojeny do provadéni
klinického hodnoceni.

zadavatel je povinen bezplainé poskytnout
zdravotnickému  zafizeni na dobu trvani
klinického  hodnocenf  kjeho  uzivéni
potfebnou  zdravotnickou techniku; tento
proces za zdravotnické zafizeni zajisti
vyhradné oddéleni zdravotnické techniky. Za
acel vypiijéky zdravotnického zafizeni bude se
zdravotnickym zafizenim uzaviena separatni
Smlouva o vypijéce.

Health-care facility name / nazev zdravotnického zafizeni: Ustfedni vajenska nemocnice — Vojenska fakultni nemacnice Praha
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5)  The contracting parties undertake to proceed 5y Smluvni strany se zavazuji pri plnéni této smlouvy

in the performance hereof solely in
accordance with valid legislation of the Czech
Republic.

6)  The Health-care facility and the Investigator
will not concurrently conduct any Clinical
Trial that may conflict with or negatively
impact upon the goals of this Clinical Trial.

V.
Selection of persons under assessment for Clinical
Trial and requesting their consent

1) In the Clinical Trial there might be included

the health-care facility a maximum of

Clinical Trial Subjects in accordance with the
Protocol. The Sponsor reserves the right - upon
prior discussion with the health-care facility -
terminate at any time recruitment of the Clinical
Trial Subjects in the health-care facility. The
Sponsor shall be further authorized to allow
inclusion of a larger number of Clinical Trial
Subjects than mentioned above. This permission
will be provided to health-care facility in writing.
Increase to the above estimate is not subject to
contract amendment. If necessary, the period of
recruitment may be extended or reduced at the
Sponsor’s sole discretion and it is noted that
enrollment is competitive.

2) The Health-care facility shall ensure that, before
their participation in the Clinical Trial,
individuals participating in the Clinical Trial
(“Clinical Trial Subjects”) are duly informed in
writing prior to the start of the Clinical Trial
about all aspects of the Clinical Trial that are
relevant to them, including: (i) the purpose,
duration, nature, significance, implications, and
risks of the Clinical Trial; and (ii) the processing,
auditing, and monitoring of data (including
personal data) under this Contract; and (iii) the
scope of the patient insurance and Clinical Trial
subject’s relevant obligations with respect to the
insurance coverage. Health-care facility and
Investigator shall hand out a copy of the
insurance conditions to the Clinical Trial
Subjects.

3) The health-care facility shall include into the
Clinical Trial only such Clinical Trial

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
Czech Republic / Ceska republika

6)

postupovat _vyhradné v souladu s platnou
legislativou Ceskeé republiky.

Zdravotnické zafizeni a zkoudejici nebudou
soucasné  provadét  jakékoliv  klinické
hodnoceni, které by mohlo byt v konfliktu nebo
negativné ovlivnit vysledky tohoto klinického
hodnoceni.

V.

Vybér subjektii hodnoceni pro klinické hodnoceni

1

2)

3)

a vyZadani jejich souhlasu

Do  klinického  hodnoceni mize byt
zdravotnickym zafizenim zafazeno maximalné

subjektt klinického hodnoceni v souladu
s protokolem. Zadavatel si vyhrazuje pravo, po
pifedchozim projednani se zdravotnickym
zat{zenim, kdykoli nabér subjekti klinického
hodnoceni v zdravotnickém zafizeni ukonéit.
Zadavatel je dale opravnén povolit zafazeni
vétSiho poftu subjektt klinického hodnoceni,
nez je uvedeno vySe. Toto povoleni bude
zdravotnickému zafizeni poskytnuto v pisemné
formé. ZvySeni uvedeného odhadu neni
pfedmétem dodatku smlouvy. Podle potieby
mize byt Ihtita pro ziskani subjekti klinické¢ho
hodnoceni prodlouzena necbo zkricena dle
vyhradniho uvéazeni zadavatele, souéasné se
konstatuje, Ze nabor je kompetitivni.

Zdravotnické zarizeni zajisti, Ze pfedtim, nez se
budou aéastnit klinické hodnoceni, budou
Jjednotlivei u€astnici se klinické hodnoceni (dale
jen . Subjekty klinického hodnoceni®)
pisemné informovani pfed zacatkem klinického
hodnoceni o viech aspektech klinického
hodnoceni, které se jich mohou dotykat, véetné:
i) G&elu, trvani, povaze, dlileZitosti, vyznamu a
rizicich klinického hodnoceni, ii) zpracovani,
kontrole a sledovani 0daji (vcetné osobnich
dajt) podle této smlouvy, iii) rozsahu pojisténi
pacienti a pfislusnych povinnosti subjekt(
klinického hodnoceni ohledné pojistného kryti.
Zdravotnické zafizeni a zkousejici predaji
subjektim  klinického  hodnoceni  kopii
pojistnych podminek.

Zdravotnické zafizeni zafadi do klinického
hodnoceni pouze takové subjekty hodnocent,

!e! |!-care lac1|lty name l n!ev z!ravotmc!c!o z!lzem: | Is!e!m vmens!! nemocnice — !o;ens!a l!u tni nemocnice Praha Page 9 of 38
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Subjectswhich fulfill all inclusion criteria for the
inclusion of Clinical Trial Subjectsinto the
Clinical Trial and at the same time do not meet
any of the exclusion criteria Clinical Trial
Subjects (exclusion criteria). Inclusion Criteria

které spliuji veskerd wvstupni kritéria pro
zatazeni subjekti klinického hodnoceni do
klinického hodnoceni a zaroven nesplituji ani
jedno z kritérii pro nezafazeni subjekti do
klinického hodnoceni (vyludujicich kritérii).

for Clinical Trial Subjectsarise out of the Kritéria pro zafazeni subjektl vyplyvaii
Protocol, or from the statement of the ethical z protokolu, pfipadné z vyjadreni etické komise
commission or SUKL. ¢i SUKLu.

4) If the health-care facility finds out - through the 4) Pokud zdravotnické zafizeni prostfednictvim
Investigator, in the course of the Clinical Trial - zkousejiciho  zjisti v prab&hu  klinického

that the Clinical Trial Subjects which has been
included does not meet the required criteria of the
Clinical Trial, it shall immediately inform the
Sponsor thereof and the person will be excluded
from the course of the Clinical Trial.

hodnoceni, Ze =zafazeny subjekt klinického
hodnoceni nevyhovuje pozadovanym kritériim
klinického hodnoceni, bude o tom okamZité
informovat zadavatele a subjekt klinického
hodnoceni z prib&hu klinického hodnocent
5) Inclusion of Clinical Trial Subjects into the vyfadi.
Clinical Trial will be possible only with their 3)
prior written informed consent, after they have
been duly advised of their rights in the course of
the whole Clinical Trial, including the right to
withdraw at any time from the Clinical Trial
without any effect on the level of further medical
care. Requesting a consent from Clinical Trial
Subjects must be in accordance with ethical
principles and correct clinical practice. For that

purposc:

Zatazeni subjekth klinického hodnoceni do
klinického hodnoceni bude mozné jen s jejich
pfedchozim pisemnym informovanym
souhlasem, po jejich Fadném pouceni o jejich
pravech v prib&hu <celého  klinického
hodnoceni, véetné prava kdykoli z klinického
hodnoceni odstoupit bez dopadu na troven dal3i
iékatské péle. VyZzidani souhlasu od subjektii
klinického hodnoceni musi byt ve shodé
s etickymi principy a spravnou klinickou praxi.

a) the Sponsor/PRA shall prepare and hand over to K tomu:
the heaith-care facility - before commencement a) zadavatel/PRA zpracuje a preda
of the Clinical Trial - a draft form of the zdravotnickému  zafizeni, pfed zahajenim
informed consent for Clinical Trial Subjects the klinického hodnoceni, mnévrh formulafe

part of which shall be also information for the
Clinical Trial Subjects with the inclusion into
the Clinical Trial. Text of this document must
be approved by SUKL and the ethical
commission;

b) the health-care facility binds the Investigator -
in case of the consent of the Clinical Trial
Subjects - to ask the Clinical Trial Subjects
before inclusion into the Clinical Trial, after
being professionally advised and subsequently
on condition of unreserved informing, for a
signature and date informed consent form.
Advice must contain elements and a consent of
the Clinical Trial Subjects must be obtained
under conditions stipulated in the provision of
s. 51 subsec. 2 paragraph h) of the Drugs Act
and in the provision of s. 8, and annex no. 2 of
the Regulation for good clinical practice; the
Investigator shall be obliged to procure that the
Clinical Trial Subjects acknowledges by
signing the form by which s/he expresses his
consent {o the participation in the Clinical Trial
that:

Clinical Trial Contract / Smiouva o provedeni khnického hodnoceni
(Czech Republic / Ceska republika

informovanc¢ho souhlasu subjektu hodnoceni,
jehoZz soucasti jsou i informace pro subjekt
hodnoceni se zafazenim do klinického
hodnoceni, Znéni tohoto dokumentu musi byt
schvaleno SUKL a etickou komisf;

b) zdravotnické zarizeni zavazuje zkousejiciho -

v pfipadé souhlasu subjektu klinického
hodnoceni - pozidat subjekt klinického
hodnoceni pfed zafazenim do klinického

hodnoceni, po odborném pouceni a nasledné
za pfedpokladu bezvyhradného informovani,
ojeho podpis a uvedeni data na formulafi
informovaného souhlasu subjektu klinického
hodnoceni. Poudeni musi obsahovat nélezitosti
a souhlas subjektu hodnoceni musi byt ziskén
za podminek stanovenych v ust. § 51 odst. 2
pism. h) zdkona o 1éfivech a vust. § 8
apfiloze &. 2 vyhlasky o spravné klinické
praxi; zkoufejici je povinen zajistit, aby
subjekt  klinického hodnoceni podpisem
formulafe, kterym vyjadiuje souhlas s ufasti
v klinickém hodnoceni, potvrdil, Ze:

Health-care facility name / nazev zdravotnického zafizeni: Ustredni vojenskd nemocnice — Vojenska fakultni nemoonice Praha Page 10 of 38
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6)

7

() his participation in the Clinical Trial
is voluntary and that s’he undertakes to observe
instructions for the Clinical Trial Subjects given
in the written advice and to fulfill instructions
of the Investigator,

(i) s’he expressly agrees that his/her
anonymized medical information recorded in
the course of the Clinical Trial may be handed
over to the Sponsor, and the Sponsor may use it
for the purpose of processing data obtained in
the course of the respective Clinical Trial and
keep using the obtained results, and further,
s’he agrees that persons responsible for the
management and supervision of the Clinical
Trial may inspect his/her medical records.

The health-care facility shall ensure that the
undersigned documents of the Clinical Trial
Subjects - on the basis of which they have been
advised and through which they expressed their
consent - made according to cl. 3 will be filed in
its documentation on the carrying out of the
Clinical Trial. Further, the contraciing parties
shall ensure that these documents will be
archived according to conditions given in article
VI, ¢l. 2 paragraph a) hereof. The Clinical Trial
Subjects shall receive a copy of thesigned the
informed consent form.,

If the health-care facility finds out - through the
Investigator, in the course of the Clinical Trial -
that the Clinical Trial Subjects included into the
Clinical Trial fails to meet its criteria, it shall
immediately inform the Sponsor thereof and the
person will be excluded from the course of the
Clinical Trial. The health-care facility shall be
obliged to inform the Clinical Trial Subjects of
their exclusion, and to procure their further
treatment and wmonitoring of their medical
condition.

8) The health-care facility and the Sponsor /PRA

shall be obliged - in the course of the Clinical
Trial and upon termination thereof - to see to the
protection of personal data of the Clinical Trial
Subjects according to generally binding legal
regulations, particularly the Act no. 110/2019
Coll. on the Personal data processing and GDPR.
In the CRF, data about the Clinical Trial will be
essentially recorded anonymously, ie. without
naming the Clinical Trial Subjects, and all
records in the CRF must be derivable from
medical records. Personal data of the Clinical
Trial Subjects will not be disclosed by the
contracting parties.

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
Czech Republic / Ceska republika

6)

8)

(i) jeho cGast v klinickém hodnoceni je
dobrovolna a 7e se zavazuje dodrzovat pokyny
pro subjekt klinického hodnoceni uvedené v

pisemném  poueni a  plnit  pokyny
zkoudejiciho,
(ii) wvyslovné souhlasi s tim, Ze jeho

anonymizované zdravoini Gdaje, zaznamenané
v prubéhu klinického hodnoceni, mohou byt
piedany zadavateli a zadavatel je mize
pouZivat  zaddelem  zpracovani  {dajb
ziskanych v pribéhu pfislu§ného klinického
hodnoceni a ziskané vysledky dale pouzivat a
dale souhlasi s tim, Ze osoby odpovédné za
vedeni a kontrolu klinického hodnoceni
mohou nahlizet do jeho lékafskych zAznami.

Zdravotnické zafizeni zajisti, Ze podepsané
dokumenty subjekth hodnoceni o jejich pouceni
a souhlasu pofizené podle odst. 3 budou
ulozeny v dokumentaci o proveden{ klinického
hodnoceni jim vedené. Smluvni strany dale
zajisti, Ze tyto dokumenty budou archivovany
dle podminek uvedenych v ¢l VIL, odst. 2
pism. a) této smlouvy. Subjekt klinického
hodnoceni obdrzi kopii podepsaného formulare
informovaného souhlasu.

Pokud zdravotnické zafizeni prostfednictvim
zkouSejictho  zjisti v pribshu  klinického
hodnoceni, Ze subjekt klinického hodnoceni
zafazeny do klinického hodnoceni nevyhovuje
jeho kritériim, okamzité bude o tom informovat
zadavatele a subjekt zpribéhu klinického
hodnoceni vyfadi. Zdravotnické zafizeni je
povinno o vyfazen{ neprodlené informovat
subjekt klinického hodnoceni a zajistit jeho
dalsi lécbu a sledovani jeho zdravotniho stavu.

Zdravotnické zafizeni 1 zadavatel/PRA jsou
povinni v prib&hu  klinického  hodnoceni
ipojeho ukonleni dbit podle obecné
zavaznych pravnich predpisii, a to zejména
zakona ¢&. 110/2019 Sb. o zpracovani osobnich
udaji a GDPR, oochranu osobnich (daji
subjektd  klinického hodnoceni zafazenych
do klinického hodnoceni. V CRF budou adaje o
klinickém hodnocenf zaznamendny zasadné
anonymné&, tj. aniz by byl subjekt klinického
hodnoceni jmenovan, pfitemz vegkeré zaznamy
v CRF musi byt odvoditelné =z lékafskych
zdznaml. Osobni daje subjektd klinického
hodnoceni  nebudou  smluvnimi  stranami
zvefejtiovany.

Cullinl nemocnice Praha Page 11 of 38
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9) Informed consent must last throughout the whole 9}
period of the Clinical Trial. If it is revoked by the
person under assessment, the health-care facility
shall proceed in accordance with cl. 6 article V.
hereof.

Informovany souhlas musi trvat po celou dobu
klinického hodnoceni. Pokud by jej subjekt
hodnoceni cdvolal, zdravotnické zafizeni
postupuje v souladu s odstavcem 6 ¢&lanku
V. této smlouvy.

10) Health-care facility shall only use the most recent
version of the ICF approved by Sponsor, the
competent authority and ethics committee, as
applicable.

10) Zdravotnické zafizeni bude pouZivat pouze
posledni  aktudlni  verzi  informovaného
souhlasu, schvilenou zadavatelem, pfislu$nym

ufadem a etickou komisi

11) Health-care facility acknowledges that the use of
the ICF does not release the Investigator from his
or her legal and contractual obligations relating to
informed consent procedure, and that it remains
the Investigator's responsibility to ensure that
those obligations are complied with.

11) Zdravotnické zafizeni bere na védomi, Ze
pouziti ICF nezbavuje zkousgjiciho jeho nebo
jejich pravnich a smluvnich povinnosti ve
vztahu Kk postupiim ohledné informovaného
souhlasu, odpovédnosti  zkouSejicitho  je
postupovat v souladu s takovymi povinnostmi.

VI VI.
Monitoring and check of the course of the Clinical Sledovani a kontrola pribéhu klinického
Trial hodnoceni

1) Course and conduct of the Clinical Trial willbe 1) Pribéh a provadéni klinického hodnoceni
checked and monitored by the Sponsor /PRA budou kontrolovany a monitoroviny subjektem
authorized in writing by the person, which shall pisemné povéfenym =zadavatelem, kterému
be enabled by the health-care facility to access zdravotnické zafizeni umoZni pfistup ke viem
all information obtained within the scope of the informacim  ziskanym v rdmei klinického
Clinical Trial and also the results of laboratory hodnoceni 1 k vysledkim laboratornich testd
tests and other records of Clinical Trial Subjects ajinym zaznamim o subjektech klinického
in compliance with generally binding legal hodnoceni zarazenych do klinického hodnoceni
regulations. In accordance with the provision of za dodrZeni obecné zivaznych pravnich
8. 55 subsec. 8 of the Drugs Act and s. 15 of the predpisil. V souladu s ust. § 55 odst. § zakona o
Regulation for Good clinical practice, the lé¢ivech a § 15 wvyhlasky o spravné klinické
Sponsor shall procure that the State Institute for praxi, zadavatel zajisti, Ze Statni 0stav pro
Drug Control and the ethical commission for kontrolu lédiv a etickd komise pro
multicentrical assessments will be informed of multicentricka hodnoceni budou informovany o
commencement of the Clinical Trial within 60 zah4jeni klinického hodnoceni nejpozdéji do 60
days at the latest upon its actual commencement dnll po jeho skuteéném zahdjeni a Ze
and that the respective bodies will be submitted piislusnym  organtim budou pfedkladany
operating statements of the course of the pribé&zné zprivy o prib&hu klinického
Clinical Trial every 12 months during the hodnoceni, a to kazdych 12 mésici po celou
Chinical Trial. dobu trvdn{ klinického hodnoceni.

2) Company authorized to carry out checks and 2) Povéfenou  spolenosti ke kontrole a

monitoring of the course and conduct of the
Clinical Trial shall be PRA. This authorized
company shall be authorized to appoint a
physical person (hereinafter referred to as the
"monitor") for purpose of checking and
monitoring the Clinical Tral, whose name,
including contact details, will be immediately
notified in writing before commencement of its
activity to the health-care facility. To the
change in the monitor there shall apply similar
procedures.

monitoringu priibéhu a provadéni klinického
hodnoceni je PRA. Tato povéfena spolecnost je
opravnéna povéfit kontrolou a monitorovanim
klinického hodnoceni konkrétni fyzickou osobu
(dale také jako ,monitor®), jejiz jméno, vietné
kontaktnich Gdaji neprodlené sdéli, pisemnou
formou, pfed zahdjenim  jeji  Cinnosti
zdravotnickému zafizeni. Pro zménu monitora
plati obdobné postupy.

Clinical Trial Contract / Smiouva o provedeni klinického hodnocend

Czech Republic / Ceskd republika
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3)

4)

5)

6)

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
Czech Republic / Ueska republika

Course of the Clinical Trial, observance of the
record and principles of Good clinical practice
and results of the Clinical Trial may be also
checked by auditors of the Sponsor/PRA upon
prior discussion with the health-care facility and
within agreed dates provided that generally
binding legal regulations are observed. The
health-care facility undertakes to enable - upon
prior agreement - the Sponsor/PRA or the
person(s) appointed by him to check
documentation and that part of its facility which
immediately relates to the Clinical Trial.
Thereby there shall not be affected the right of
checking by authorized workers of the
respective public authorities of the CR and
foreign inspecting authorities.

The health-care facility and the Sponsor/PRA
are aware of the possibility that a regulatory or
any other public authority performing activities
within the scope of their powers shall be
authorized to take or shall take regulatory
measures against the health-care facility. The
health-care facility undertakes to immediately
inform the Sponsor/PRA in writing of each
such regulatory measure taken or expected
against the health-care facility for any reason
which may affect the Clinical Trial regulated by
this Contract, as well as to provide a copy of all
written correspondence received from the
respective regulatory body which relates to such
facts. Sponsor shall have the right to be present
at any such inspection or regulatory action if
this is legally permissible.

The Clinical Trial Subjects must be advised in
the informed consent according to article V cl.
4 hereof and also informed that data obtained
about them in the course of the Clinical Trial
may be used and submitted for purposes of
inspection to respective public authorities of the
CR and foreign inspecting bodies.

Health-care facility agrees to take any
reasonable actions requested by Sponsor or
regulatory authorities to cure deficiencies noted
during an audit or inspection. Any follow-up
activities including CAPAs (Corrective and
preventive action) resulting from an audit
performed and provided by Sponsor shall be
concluded by the Health-care facility within a
reasonable and mutually agreed timeframe,
whereas deficiency letters sent by any
regulatory authority must be answered within

3)

4)

6)

Priibéh  klinického hodnoceni, dodrZzovani
protokolu a zésad spravné klinické praxe a
vysledky klinického hodnoceni mohou byt
kontrolovany také auditory zadavatele/PRA, po
predchozim projednani se zdravotnickym
zafizenim a v dohodnutych terminech za
predpokiadu  dodrZzeni obecné zévaznych
pravnich predpisii. Zdravotnické zafizeni se
zavazuje po predchozi dohodé umoZnit
zadavateli/PRA nebo jim urené osobé &i
osobam kontrolu dokumentace a té &asti svého

zatizend, kteraA  bezprostfedng souvisi
s klinickym hodnocenim. Tim neni dotleno
privo  kontroly = pov&fenymi  pracovniky

prisludnych statnich organi CR a zahrani¢nich
kontrolnich Gfadi.

Zdravotnické zafizeni a zadavatel/PRA jsou si
védomi moznosti, ze reguladni & jiny stdtni
orgdn  provadgjici &innosti  vramci  své
pravomoci je opravndn udinit nebo udini
regulaéni  opatfeni v0¢i  zdravotnickému
zafizeni. Zdravotnické zatizen{ se zavazuje
neprodlené uvédomit zadavatele/PRA pisemnou
formou o kazdém takovém regulaénim opatieni
provedeném nebo  odekavaném, vici
zdravotnickému zafizeni, a to z jakéhokoliv
divodu, které miZe ovlivnit klinické hodnoceni
fidici se touto smlouvou, jakoZ i poskytnout
kopii veskeré pisemné korespondence piijaté od
ptislusného reguladniho orginu, kterd se
k t8mto skuteCnostem vztahuje. Zadavatel ma
pravo se (castnit ka?dé takové kontroly nebo
inspekce regulatniho dfadu, pokud to neni
V rozporu s pravem.

Subjekty klinickéha hodnoceni musi byt
v informovaném souhlasu podle €l. V. odst. 4
této smlouvy pouleny a informovany také o
tom, Ze udaje =ziskané o nich v pribhu
klinického hodnoceni mohou byt pro tdely
kontroly pouzity a pfedloZeny také pfisludnym
statnim organiim CR a zahrani¢nim kontrolnim
organtim.

zafizeni  souhlasi
jakékoliv  pFimé&fené
pozadované zadavatelem nebo reguladnim
ufadem, k odstranéni nedostatkl
zaznamenanych pfi  auditu nebo kontrole.
Jakékoliv nasledné kroky, wv&etné CAPA
(napravna a preventivni opatieni), které budou
vysledkem auditu provddéného a zajisfovaného
zadavatelem, budou podniknuty Zdravotnickym

Zdravotnické
podnikne

stim, Ze

kroky,

zaF{zenim v piimé&feném a vzijemné
odsouhlaseném  &asovém  ramci, pfidem?
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7

Y

2)

it specific

1. initial

the requested timelines. The Health-care facility
shall provide any audit or inspection report or
parts of any of these reports related to the
Clinical Trial to Sponsor/PRA.

Authorized representatives of Sponsor and/or
PRA have the right, upon reasonable advance
notice (48 hours), and during regular business
hours, to: (i) monitor and audit and examine the
Health-care facility’s facilities required for
performance of the Clinical Trial; and (ii)
review all data, records and work products
relating to the Clinical Trial, and if necessary,
make copies of such data, records and work
products, provided such copies do not include
any unauthorized individuoally-identifiable
information of a Clinical Trial subject. The
Health-care facility shall maintain complete and
accurate records related to the Clinical Trial,
and shall retain all such records resulting from
the Clinical Trial in accordance with ICH GCP
for the time required by applicable laws and
regulations.

VIIL
Other provisions

The health-care facility shall use medicines and
medical technology - which specification is
given in the Protocol- provided by the Sponsor
only for purposes of the carrying out of the
Clinical Trial. All Study Drug and materials
which will not be used within the scope of the
Clinical Trial shall be returned by the health-
care facility to the PRA, and there shall be
made a record of such a fact.

The health-care facility shall procure:

archiving of all documentation

relating to the Clinical Trial in accordance with

Good clinical practice in the research volume,
including:

i. documentation relating to the Clinical

Trial Subjects,

i medical

documentation according to rules for the

keeping of medical documentation in

accordance with the Act on Public Health Care,

codes of the
Clinical Trial Subjects, all that for the period of
15 years from the date of termination of the

Cthinical Trial Contract / Smlouva o provedeni klinického hodnoceni

Czech Republic / Ceska republika

7

1)

2)

NEMmoCnIce -

odpovéd” na dopis o nedostatcich zaslany
Jjakymkoliv regulaénim Ofadem musi byt
zaslana v pozadovaném case. Zdravotnické
zafizeni poskytne Zadavateli/PRA jakvkoliv
zaznam o auditu nebo kontrole nebo jakoukoliv
jejich ¢ast, které se tyka Studie.

Zmocnéni zastupci Zadavatele, pfipadné PRA,
jsou opravnéni na zdkladé predchoziho
ozndmeni v piiméfené lhint¢ (48 hodin) a béhem
obvyklé pracovni doby: i) monitorovat,
provadét audit a provéfit vybaveni Regitelského
cenira potiebné Kk provedeni Studie a ii)
zkontrolovat a vytvofit si kopie veSkerych
Gdajl, zadznami a vysledkid prace souvisejicich
s provadénim Studie, a jestlize to je potfebné,
pofizovat si kopie takovych fidaji, zédznam( a
vysledk(i prace, za pfedpokladu, Ze takové
kopie neobsahuji nepovolené individualng
identifikovatelné  informace o©  Subjektu
hodnoceni. Zdravotnické zabizeni je povinno
vést liplné a spravné zdznamy tykajici se Studie
a zaznamy vzniklé ze Studie je povinno
archivovat v souladu s ICH GCP po dobu,
jakou stanovi pfishusné zakony a pravni
piedpisy.

VII.
Jina ustanoveni

Zadavatelem poskytnutd lé¢iva a zdravotnickd
technika, jejichz specifikace je uvedena
v protokolu, pouZije zdravotnické zafizeni
pouze pro ucely provedeni klinického
hodnoceni. Vedkera hodnocend I[éCiva a
materidly, které ncbudou pouZity vramci
klinického hodnoceni, wvrati zdravotnické
zafizeni PRA a o této skutefnosti bude pofizen
Zapis.

Zdravotnické zafizeni zabezpedi:

a) archivaci vetkeré dokumentace tykajici se

klinického hodnoceni v souladu se spravnou
klinickou praxi v fegitelském svazku véetné:

(i) dokumentace vztahujici se k subjektim

klinického  hodnoceni  zahrnutym  do
klinického hodnoceni,

(ii) vychozi zdravotni dokumentace dle
pravidel pro uchovavani zdravotni

dokumentace v souladu se zakonem o péli o
zdravi lidu,

(iii) specifickych kédd subjekth klinického
hodnoceni, a to vie po dobu 15 rokii od data
ukon¢eni klinického hodnoceni, nestanovi-li
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3)

4)

Clinical Trial unless general binding legal
regulations stipulate a longer period. Further,
the health-care facility undertakes that
destruction of documentation relating to the
Clinical Trial will not be carried out without a
prior written consent of the Sponsor;

the contracting parties are aware of
the fact that statutory health insurance covers
only costs arising out of the making of a
diagnosis and treatment of the Clinical Trial
Subjects to the extent which would arise with
each patient with such a diagnosis, i.e. if the
Clinical Trial Subjects did not take part in the
Clinical Trial of the medicine. Any other costs
are covered by payment of the Sponsor to the
health-care facility. The health-care facility
undertakes that it will not lay claim to the
performance from the public health insurance
for the health care of the Clinical Trial Subjects
paid by the Sponsor in connection with the
Clinical Trial under this Contract and the
Sponsor undertakes to pay for such other costs.

the health-care facility undertakes to
provide the Sponsor on the basis of his written
request with a statement of the conduct of the
Clinical Trial in the health-care facility within
the time limit stipulated by the Sponsor and
agreed with the health-care facility.

All important notifications which lead to rights
and obligations arising out of this Contract must
be made in writing and must be delivered in a
provable manner for the attention of:

- with the health-care facility: authorized
representative body,

- with the Sponsor / PRA: authorized
representative body,

At the same time, the contracting parties agree
that the notification shall be valid at the
moment of its due delivery to the other
contracting party.

The Sponsor/PRA undertakes not to use data
about the health-care facility in any advertising
activity, and not to perform presentations of the
Study Drug in connection with the promotion of
activities or products of the health-care facility
without its prior written consent, and the health-
care facility undertakes not to use data about
the Sponsor/PRA, its activity and products for
advertising or promotional purposes without its
prior written consent. The contracting parties
shall be authorized to do so only provided that
it will directly follow from a duty imposed on
any of the contracting party by generally

Chinical Trial Contract / Smlouva o provedeni klinického hodnocent
Czech Republic / Ceska republika

3)

4)

obecnd zavazné pravni pledpisy deldi dobu.
Zdravotnické zatizeni se dale zavazuje, Ze
znideni dokumentace tykajici se klinického
hodnoceni nebude provedeno bez predchoziho
pisemného souhlasu zadavatele;

b) smluvni strany si jsou védomy skutecnosti, ze
zakonné zdravotni pojidténi kryje pouze
naklady vyplyvajici z provedeni diagnézy a
lé¢eni subjektu klinického hodnoceni v
rozsahu, ktery by vznikl u kaZdého pacienta s
touto diagnézou, tj. kdyby se subjekt
klinického hodnoceni nezadastnil klinického
hodnoceni 16¢iva. Jakékoliv dalsi ndklady jsou
pokryty platbou zadavatele zdravotnickému
zaFizeni. Zdravotnické zafizeni s¢ zavazuje, 7e
nebude  ndrckovat  pinéni  z vefejného
zdravotniho pojiténi na zdravomi pééi
subjektd  klimického hodnoceni  hrazenou
zadavatelem v souvislosti s klinickym
hodnocenim podle této smlouvy a zadavatel se
zavazuje za tyto dal§i ndklady zaplatit;

¢) zdravotnické zaf{zeni se zavazuje poskytnout
zadavateli na zékladé jeho pisemné vyzvy
Zzprava o priibéhu  klinického  hodnoceni
v zdravotnickém zafizeni v terminu
stanoveném zadavatelem a dohodnutym se
zdravotnickym zafizenim.

Vsechna dilezita  sdéleni, kterd sméfuji
kpraviim a povinnostem vyplyvajicim z této
smlouvy, musi mit pisemnou formu a musi byt
doruc¢ena prokazatelnym zplsobem, a to
k rukam:

- u zdravotnického zafizeni : statutarniho
organu,
- uzadavatele/PRA : statutarniho organu,

Smluvni strany se soucasné dohodly, Ze sdéleni je
plamé okamzikem jeho fadného doruZeni druhé
smluvni strané.

Zadavatel/PRA se zavazuje nepouzivat udaje o
zdravotnickém zafizeni v Z2&dné reklamni
¢innosti a nevykonavat prezentace hodnoceného
lé¢iva ve spojeni s propagaci &innosti nebo
produktli zdravotnického zafizeni bez jeho
piedchoziho pisemného svoleni a zdravotnické
zafizeni se zavazuje neuZivat udaje o
zadavateli/PRA, jeho <&innosti a produktech
k reklamnim nebo propagatnim G&elim bez
jeho predchoziho pisemného svoleni. K tomuto
jsou smluvni strany opravnény pouze za
pfedpokladu, Ze to bude pfimo vyplyvat
z povinnosti ulozené nékteré smluvni strané
obecn€ zdvaznym pravnim predpisem.
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5)

6)

7

8)
a)

b)

binding legal regulations.

The health-care facility undertakes not to use in
any manner services or information from
persons which are mentioned as undesirable in
the valid list of FIDA at Food and Drug
Administration, 5600 Fishers lane, Rockville,
Maryland 20857, US.A.
(http:/fwww.fda.gov/ora/compliance ref/debar/
default. htm), which shall be submitted to it by
the Sponsor before commencement of the
performance under this Contract, and by
signing this Contract it shall acknowledge that
in case there occurs a change in the given facts,
it will provide the Sponsor with a written
declaration.

The health-care facility hereby honestly
declares that it is fully authorized to conclude
this Contract and that conclusion of this
Contract and/or performance of obligations
under this Contract is not in conflict with any of
the duties/obligations of the health-care facility
arising from generally binding legal regulations
or other contractual obligations.

Further, the contracting parties declare that with
the conclusion hereof there are not connected
any further services, return services or other
benefits, and particularly that provision of a
contractual fee according to article XIIL hereof
is not based on the obligation to prescribe, give
out or recommend medicinal preparations of the
Sponsor and/or medical devices of the Sponsor.

Electronic systems:

The Sponsor/PRA  developed electronic
systems (hereinafter referred to as the
"electromic systems") which help to analyze
data obtained during the Clinical Trial and to
submit them to the inspecting authorities. An
important requirement for the functioning of
this process is an ability of the health-care
facility, or the Investigator, to electronically
insert, check, approve, and transfer data. In
connection with this Clinical Trial, the
Sponsor/PRA shall evaluate - in cooperation
with the health-care facility - electronic
equipment of the health-care facility and its
communication possibilities in order to assess
whether they are sufficient for the fulfillment
of requirements of the Protocol and whether
they are compatible with the systems of the
Sponsor/PRA.

The health-care facility may not use the
electronic systems for purposes other than

Clinicat Trial Contract / Smlouva o provedeni klinického hodnoceni

Crech

Repubtic / Ceska republika

Health-care facility name / ndzev zdravotnickeho zafizeni:

5) Zdravotnické zafizeni se zavazuje nevyuZivat

6)

7

8)

A NEmecnce — vojenska

b} Zdravotnické

Zadnym zpisobem sluzeb nebo informaci od
osob, které jsou jako neZadouci wuvedené
v platném seznamu FIDA na adrese Food and
Drug Administration, 3600 Fishers lane,
Rockville, Marvland 20857, U.5.A.
{http://'www.fda.gov/ora/compliance ref/debar/
default.htm), ktery mu pfedd zadavatel, pfed
zahajenim plnéni podle této smlouvy a
podpisem této smlouvy potvrzuji v pfipadé, ze
dojde ke zméné uvedenych skutednosti, vyda o
tomto zadavateli pfsemné prohlaseni.

Zdravotnické zafizeni timto Cestné prohlasuje,
ze ma plné opravnéni uzaviit tuto smlouvuy, a Ze
uzavieni této smlouvy a/nebo pinéni povinnosti
podle této smlouvy neni v rozporu s Zadnou
povinnosti zdravotnického zarizeni vyplyvajici
z obecné zdvaznych pravnich pfedpisi nebo
z jinych smluvnich zavazka.

Smluvni strany dale prohlasuji, Ze s uzavfenim
této smlouvy nejsou spojeny Zadné dalsi sluzby,
protisluzby nebo jiné vyhody, a zejména Ze
poskytnuti smluvni odmény podle &lanku X1
této smlouvy neni zaloZeno na zavazku
pfedepisovat, vydavat nebo doporucovat 1écivé
pfipravky zadavatele a/mebo zdravotnické
prostfedky zadavatele.

Elektronické systémy:

a) Zadavatel/PRA vyvinul elektronické systémy

(dale jen ,elektronické systémy™), které
napomahaji analyzovat data ziskand béhem
klinickych  hodnoceni a  predkladat e
kontrolnim 0Ofadiim. DileZitym pozadavkem
pro fungovani tohotc procesu je schopnost
zdravotnického zafizeni, resp. zkousgjiciho,
elektronicky vkladat, kontrolovat, schvalovat

apfenafet data. V  souvislosti s timto
klinickym hodnocenim zadavatel/PRA
vyhodnoti, ve spolupraci se zdravotnickym
zafizenim, elektronicka zafizeni

zdravotnického zafizeni a jeho komunikalni
moznosti, aby posoudil, zda jsou dostatetné
ke splnéni poZadavkil protakolu a zda jsou
kompatibilni se systémy zadavatele/PRA.

zafizeni nesmi  pouZivat
elektronické systémy pro jiné ucely neZ ty

uvedené vitéte smlouvé a  protokolu.
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those given herein and in the Protocol. The
health-care facility shall enable access to the
electronic systems only to such persons which
are directly involved in the conduct of the
Clinical Trial. The health-care facility shall
not try - under any circumstances - to correct
any errors or iechnical problems connected
with the electronic systems.

VL

Reporting of undesirable events and effects and

submission of reports

1} The health-care facility - through the Investigator

within the meaning of the provision of s. 58 of
the Drugs Act and Regulation for Good clinical
practice - shall immediately inform the
Sponsor/PRA of all serious undesirable events
with the exception of those events which the
Protocol or the Set of information for the
Investigator expressly designates as events not
requiring immediate reporting. It shall provide a
detailed written reporting of the above-mentioned
facts in the manner stipulated by generally
binding legal regulations. In the immediate and
subsequent reporting, the Clinical Trial Subjects
will be designated with assigned identification
codes. The Sponsor shall immediately inform the
health-care facility of all suspicions notified to it
of unexpected serious undesirable effects of the
Study Drug.

2) Undesirable events and laboratory deviations

4)

designated by the Protocol as critical for the
assessment of safety shall be reported by the
health-care facility to the PRA/Sponsor in
accordance with the requirements of the Protocol
and within the time limit stipulated by the
Protocol. In case of reported death of the Clinical
Trial subject, the health-care facility shall provide
the Sponsor and the ethical commission with all
required supplementing information.

If there oceurs a new fact in connection with the
conduct of the Clinical Trial which may affect
safety of the Clinical Trial Subjects, the health-
care facility shall be obliged to take immediate
measures for the protection of the Clinical Trial
Subjectsfrom  immediate danger and fo
immediately inform the PRA/Sponsor.

In general and if not specified otherwise in the
Protocol, the Investigator shall immediately, at
the latest within 24 hours, report to
PRA/Sponsor according to the procedure set out
in the Protocol and as per ICH GCP and
applicable regulation, any Serious Adverse

Clinical Trial Coniract / Smlouva o provedeni klinického hodnoceni
Czech Republic / Ceska republika

2)

Zdravotnické  zafizeni umoZni  piistup
k elektronickym  systémiim pouze t&m
osobam, které se pfimo podileji na provadéni
klinického hodnoceni. Zdravotnické zafizeni
se nebude za Zidnych okolnosti pokouset
opravovat jakékoli chyby <¢&i  technické
problémy spojené s elektronickymi systémy.

VIIL
Hiaseni nezadoucich prihod a ucinki a
piedKkladani zprav

Zdravotnické zatizeni prostiednictvim
zkoudejictho ve smyslu ust. § 58 zdkona o
1é8ivech a vyhldsky o spravné klinické praxi a
neprodlené oznami zadavateli’PRA  vechny
zavazné neziddouci pithody s vyjimkou téch
piihod, které protokol ¢i Soubor informaci pro
zkousejiciho  vyslovné oznatuji za pithody
nevyzadujlci neprodlené hlageni. Poskytne o
vySe uvedenych skutetnostech podrobné
pisemné hlaseni, a to zpiscbem stanovenym
obecnd zAvaznymi pravnimi pfedpisy. V
neprodleném i nasledném hlagseni budou
subjekty hodnoceni oznafeny piidélenymi
identifika¢nimi kédy. Zadavatel neprodlens
informuje zdravotnické zafizeni o vSech jemu
oznamenych podezienich na neoCekévané
zavaZné nezadouci G&inky hodnoceného léciva.

Nezadouci pithody a laboratorni odchylky
oznaCené protokolem za kritické pro hodnoceni
bezpetnosti  hlisi  zdravotnické  zafizeni
zadavatelt/PRA v sonladu s pozadavky
protokolu a ve [hiit¢ protokolem stanovené.
V pifipadé hlaSeného fimrti subjektu hodnoceni
zdravotnické zafizeni poskyine zadavateli a
etické komisi vSechny poZadované dopliujici
informace,

Vyskytne-li se v souvislosti s provadénim
klinického hodnoceni nova skutednost, kterd
miize ovlivnit bezpednost subjektt klinického
hodnoceni, je zdravotnické zafizeni povinno
prijmout okamzitd opatfeni k ochrané subjekti
hodnoceni pfed bezprostiednim nebezpedim a
neprodlené informovat PRA/zadavatele,

Obecné, a pokud neni jinak specifikovano
v Protokolu, bude Zkousejici ihned, nejpozdéji
do 24 hodin, imformovat PRA/zadavatele,
zplisobem uvedenym v Protokole a podle 1CH
GCP a piisludnych piedpisi, o jakékoliv
nezadouci wuddlosti tykajici se subjekti
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Event affecting any Clinical Trial Subjects. The
Investigator shall follow up any immediate
reports by detailed written reports to Sponsor in
accordance with the Protocol;

The investigator shall report to Sponsor all
turther data, including Special Situations
declared by the Protocol in accordance with the
reporting requirements and within the time
periods specified in the Protocol and in the ICH
GCP and applicable regulation.

Investigator shall cooperate with and supply
any further information required by Sponsor
and/or any relevant ethics committce or
competent authority if required by applicable
laws.

The responsibility to pass reported Adverse
Events and Special Situations on to the
competent authority shall lie with Sponsor if
permissible by local laws.

1X.
Compensation for damage to health ot the
Clinical Trial Subjects enrolled into the Clinical
Trial

The contracting entity declares that before
commencement of the clinical assessment there
was taken out liability insurance against damage
for the health-care facility for the clinical trial
carried out and concurrently insurance of persons
under assessment in case of damage done to
health including death as a result of the clinical
trial, and further, insurance of other than
proprictary harm due to the carrying out of the
clinical assessment within the meaning of the
provisicn of s. 52 subsec. 3 paragraph f) of the
Act on Pharmaceuticals and on the minimum
claim amount in which is reasonably foreseeable
that it might affect. Certified copy of an
insurance contract in which the health-care
facility will be mentioned as the co-insured will
be handed over to the health-care facility before
commencement of the performance of this
contract and this insurance policy shall be valid
for the entire duration of this confract. The
Health-care facility is and shall remain liable for
any harm, claims, actions or expenses (including
legal expenses) resulting from or connected with
the negligence, omission or fault on the part of
the Health-care facility, Investigator or any Study
Team members. Liability for Sponsor indemnity
to the Health-care facility is further regulated in
Letter of Indemnity, that is attached thereto as

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
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klinického hodnoceni. ZkouSejici nasledné po
prvini informaci zaSle zadavateli podrobnou
pisemnou zpravu v souladu s protokolem.

Zkousejici bude hlasit zadavateli viechny dalsi
informace, véetné zvlastnich situaci uvedenych
v protokolu v souladu s pozadavky na hlaeni a
v ¢asovych lhitach uvedenych v protokole,
v IGH GCP a pfisludnych predpisech.

Ohledné 1daji v hlaSeni bude zkoudejici
spolupracovat se zadavatelem, etickou komisi a
ptisludnym Gfadem a preda jakékoliv dal&l jimi
pozadované informace nebo poZadované
ptisludnymi predpisy.

Odpovédnost za  pfedani  informaci o
Nezadoucich udalostech a zvlastnich situacich
pi{studnym kompetentnim fadim ma, pokud to
dovoluje zakon, zadavatel.

IX.
Nahrada za po§kozeni zdravi subjektu
zarazeného do klinického hodnoceni

Zadavatel prohlauje, Ze pfed zahajenim
klinického hodnoceni bylo uzavieno pojiSténi
odpovédnosti za &kodu pro zdravotnické
zafizeni pro provadéné klinické hodnoceni a
soucasné pojisténi subjektd  hodnoceni pro
ptipad fjmy vzniklé na zdravi véetné smrti
v duasledku provadéni klinického hodnoceni, ve
smyslu ust. § 52, odst. 3, pism. f) zdkona o
1é¢ivech, a to na plnéni v minimalni vysi, v jaké
lze rozumné piedpokladat, 7 by jej mohla
postihnout. Ovéfena kopie pojistné smlouvy, ve
které bude zdravotnické zafizeni uvedeno jako
spolupojistény, bude pfedana zdravotnickému
zafizeni pred zabajenim plnéni této smlouvy a
tato pojistna smlouva bude platnd po celou
dobu platnosti této smlouvy. Zdravotnické
zaf{zeni je a bude odpoveédné za vekeré Skody,
naroky, Zaloby nebo vydaje (vietné soudnich
vvdaji) vyplyvajici nebo souvisejici s
prokazanym zanedbanim, opomenutim nebo
pochybenim na strané zdravotnického zafizeni,
zkoudejiciho, a nebo kteréhokoliv  ¢&lena
studijniho  tymu. Odpov&dnost odskodnéni
zadavatelem vii¢i zdravotnickému zafizeni je
dale upravena ve Slibu od3kodnéni, ktery je do
této smlouvy zaclenén jako Ptiloha €. 3.
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Annex no. 3.

X.
Protection of confidential information and
maintenance of confidentiality

1) Confidential information for the purposes of this

contract shall be understood as all the
information provided by the Sponsor/PRA and
relating to the Clinical Trial or its documentation.
It includes, particularly, the information about the
structure, composition, ingredients, samples,
know-how, technical procedures and processes,
as well as other information designated by the
Sponsor as confidential. The health-care facility
undertakes not to make confidential information
available to a third person (with the exception of
persons taking part in the Clinical Trial) and not
to use it for purposes other than in the
instructions of the Sponsor. Confidential
information shall be in the exclusive ownership
of the Sponsor and will be kept by the health-care
facility secret and at the place designated for such
information except for cases when the health-care
facility proves that it concerns publicly available
information. 1f for reasons stipulated by generally
binding legal regulations it is necessary to make
the confidential information available, the health-
care facility shall immediately inform the
Sponsor thereof in writing. The Sponsor and the
health-care facility undertake to inform all
persons involved in this Clinical Trial and
persons to which the confidential information is
made available of the duty to maintain
confidentiality in accordance with this Contract.
The health-care facility undertakes to bind
persons authorized with the performance of
certain tasks during the conduct of the Clinical
Trial to have the same duty to maintain
confidentiality. This obligation to maintain
confidentiality shall last during the validity of
this Contract, and further, for the period of ten
years upon termination of the Clinical Trial under
this Contract. For that purpose, the Sponsor shall
hand over to the health-care facility a text of the
extent of confidentiality for persons concerned.

2) The parties further undertake that they shall not

disclose conditions hereof to any third party with
the exception of the incorporator of the health-
care facility without a prior written consent of the
other parties, and award of such consent shall not
be unreasonably withheld. Apart from these and
the above-mentioned duties, the health-care
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1)

X.
Ochrana diivérnych informaci a zachovéni
mlcenlivosti

Davérnymi informacemi se pro Géely této
smlouvy rozumi veskeré informace poskytnuté
zadavatelem/PRA a vztahujici se ke klinickému
hodnocen{ nebo jeho dokumentaci. Zahrnuji

zejména informace o stroktufe, sloZeni,
ingrediencich, vzoreich, know-how,

technickych postupech a procesech, jakoZ i jiné
informace zadavatelem oznacené jako diivérné.
Zdravotnicke zafizeni, se zavazuje nezpfistupnit
duveérné informace tfeti osobé (s vyjimkou osob
z(Castnénych na klinickém hodnoceni) a
nepouzivat je pro Gcel jiny, neZ uréeny
vinstrukcich zadavatele. Duavérné informace
budou ve vylu¢ném vlastnictvi zadavatele a
budou drzeny zdravotnickym  zafizenim
vianosti a na mist€ pro takové informace
uréeném vyjma pfipadd, kdy zdravomické
zafizeni prokaZe, Ze se jednd o informace
vefejné plistupné. Pokud je z divodd
stanovenych obecné zavaznymi pravnimi
predpisy nutné divémé informace zpfistupnit,
zdravotnické zafizeni toto bezodkladné pisemné
oznami zadavateli. Zadavatel a zdravotnické
zafizeni se zavazuji informovat vSechny osoby
z(lastnéné na tomto klinickém hodnoceni a
osoby, jimz je divérna informace zpiistupnéna,
o povinnosti mléenlivosti v souladu s touto
smlouvou a zdravotnické zafizeni se zavazuje
zavazat 0soby povéfené plnénim urditych tkold
pfi provadéni klinického hodnoceni stejnou
povinnosti  mlenlivosti. Tento  zavazek
mléenlivosti potrva po celou dobu platnosti této
smlouvy a dale deset let po ukonéeni klinického
hodnoceni podle této smlouvy. Za timto ucelem
zadavatel pfedd zdravotnickému zafizeni text
rozsahu mi¢enlivosti pro dotéené osoby.

Strany se dale zavazuji, Ze nesdéli podminky
této smlouvy Zadné tieti strang, s vyjimkou
ziizovatele  zdravotnického  zafizeni, bez
ptedchoziho pisemného svoleni druhych stran,
pficemz udé&leni takového svoleni nebude
bezdiivodné odpirano. Kromé téchto a vyse
uvedenych povinnosti se zdravotnické za¥izeni

WM

dale zavazuje, Ze nebude §ifit informace tykajici
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facility further undertakes that it will not spread
information relating to this Clinical Trial and the
Study Drug, and particularly, that it will not
discuss this Clinical Trial and the Study Drug
with analysts working particularly in (but not
limited to) the area of securities, finance, and
pharmaceutical industry or with persons from
mass media except for cases when the Sponsor
gives his prior written consent therewith. This
duty shall relate to {a) confidential information
and (b) data and opinions which will result from
this  Clinical Trial. The Sponsor shall be
authorized to inform of conditions hereof in case
of assignment or transfer of this Contract to his
related person in terms of property.

3) The contracting parties acknowledge and agree
that they are authorized to submit at the request
of the respective public authority or professional
body performing supervision over the course of
Clinical Trials all conditions of the contractual
relationship established by this Contract and its
amendments.

X1.
Privacy and data Protection

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

» The health-care facility owns and shall be
responsible for source data (as defined by ICH
GCP). It determines purposes and means of
processing source data.

» Sponsor owns and shall be responsible for all
Study Data.

¢ Where the Clinical Trial is in the European
Union, the Sponscr will be the data controller;
PRA acts as data processor for clinical trial
management and monitoring duties.

PRA will provide a personal information form for
Study Team members advising them of the
collection, use, processing, holding and transfer of
their personal information to countries other than
their own, that may not have the same level of data
protection as their own country. Health-care facility
and Investigator agree to provide reasonable
assistance to give this form to members of Study
Team. The parties agree that where a proposed Study
Team member objects to processing of their personal
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se tohoto klinického hodnoceni a hodnoceného
Iéciva a zejména pak, Ze nebude diskutovat toto
klinické  hodnoceni  ahodnocené  Ié€ivo
s analytiky plisobicimi zejména {(nikoli v3ak
jen) voblasti cennych papird, financi a
farmaceutického primysla anebo s osobami
zmasmédii vyjma pfipadi, kdy ktomu
zadavatel poskytne pFedchozi pisemny souhlas.
Tato povinnost se tyka (a) divémych informaci
a(b) udajli a nazorl, které vyplynou z tohoto
klinického hodnoceni. Zadavatel je opravnén
sdélit podminky této smlouvy v piipadé
postoupeni nebo prevodu této smlouvy na sobé
majetkoveé ptibuznou osobu.

3) Smluvni strany berou na védomi a souhlasi s
tim, Ze jsou opravnény na Zadost piisluiného

statnfho orgdnu nebo profesniho orgdnu
vykonavajicthe  dohled nad  prib&hem
klinickych  hodnoceni  predlozit  vefkeré

podminky smluvniho vztahu zaloZzeného touto
smlouvou a jejimi dodatky.

XL
Ochrana soukromi a osobnich udaji

Smluvni strany se dohodly, Ze budou plnit své
pfisludné zavazky v souladu s pravnimi pfedpisy na
ochranu soukromi a osobnich Gdaji, za pouziti
piislusnych technickych a organizacnich opatfeni pro
zpracovani, integritu, divémost a bezpecnost
osobnich udaji a Gdaji klinického hodnoceni.

s Zdravotnické zafizen{ vlastni a bude zodpovédné
za zdrojové idaje (definované ICH GCP}. Urcuje
cile a prostfedky zpracovéani zdrojovych dat.

s Zadavatel vlastni a bude odpovédny za veSkeré
udaje klinického hodnoceni,

¢ Pokud je klinické hodnoceni v Evropské unii,
zadavatel je spravecem Odaji, PRA je
zpracovatelem (daju fizeni klinického hodnoceni
a monitorovaci Cinnosti.

PRA pfedd &lenmim studijniho tymu zkoudejicich
formuldf  osobnich  0dajli s informacemi o
shromaZd’'ovani, uzivani, zpracovavani, uchovavani a
pfenosu osobnich idaji do zemf jinych, neZ je jejich
zemé, které mohou mit odli$nou uroven ochrany
osobnich Gdajd nez jejich zemé. Zdravotnické
zafizeni a zkouSejici souhlasi s vynaloZzenim
piimeéfeného usili k pfedani tohoto formulafe clentim
studijnfho tymu zkousejicich. Strany souhlasi s tim,
ze navrZzeni ¢lenové studijniho tymu zkouSejicich,
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data, he/she will not be engaged in the Clinical Trial.

The health-care facility and Investigator shall make
available to Sponsor &/or PRA, all information
required to demonstrate and verify compliance with
obligations.

1)

2)

3)

4)

5)

XII.

Ownership of results of the Clinical Trial, its

protection and publication of results

Results of the Clinical Trial and procedures
used therein, as well as any information related
thereto, recorded or expressed in any manner
and discovered or created by the health-care
facility independently or in cooperation with a
third party within the scope of the performance
of this Contract shall be exclusive ownership of
the Sponsor. As such they are protected
especially by a business secret right, copyright
or industrial rights, such as particularly patent
rights to inventions and by any other laws
relating to intellectual and industrial property be
it registered or non-registered.

Results of the Clinical Trial or part thereof shall
not be published by the health-care facility
without a prior written consent of the Sponsor.
Such consent shall not be unreasonably
withheld by the Sponsor. The health-care
facility undertakes that publication of any
professional work of the course or results shall
be discussed with the Sponsor at least 30 days
before handover of the publication to the printer
or before a lecture has taken place.

The health-care facility acknowledges that any
professional publication with respect to
inventions or assessed drugs may not be issued
by the health-care facility before filing an
application of the Sponsor for a patent
application if with regard to the nature of results
of the Clinical Trial it is possible to submit such
application.

Persons other than the Sponsor may use the
right and things related thereto which are
protected by intellectual property rights of the
Sponsor only with his prior consent.

In case of the multicentrical Clinical Trial, local
results of the Clinical Trial or part thereof may
not be published before the global results have
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VO]

ktefi vznesou namitky proti

zpracovani svych

osobnich 0daji, nebudou na provadéni klinického
hodnoceni zaméstnani.

Zdravotnické zafizeni

a zkousejici

poskytnou

zadavateli a/nebo PRA veskeré informace, které

mohou byt poZadovany k prokazani

a oveéfeni

souladu s povinnostmi.

XIIL.

Vlastnictvi vysledka klinického hodnoceni, jeho

1)

2)

3)

4)

5)

ochrana a publikovani vysledka

Vysledky klinického hodnoceni a postupy pfi
ném uzité, jakoZ i jakékoliv informace s nim
souvisejici, = zaznamenané & vyjadfené
Jjakymkoliv zpisobem a objevené ¢i vytvorené
zdravotnickym zafizenim samostatné nebo ve
spolupraci stfeti stranou v ramci plnéni této

smlouvy, jsou  vyluénym  vlastnictvim
zadavatele. Jako takové jsou chranény zejména
pravem  obchodniho  tajemstvi, pravem

autorskym &1 pravy primyslovymi, jako jsou
zejména prava patentovd kvynalezim a
jakymikoli jinymi zakony tykajicimi se
duSevniho a primyslového vlastnictvi, at’ jiz
registrovaného ¢i neregistrovaného.

Vysledky klinického hodnoceni nebo jejich ¢ast
nebudou zdravotnickym zatizenim publikovany

bez  pfedchoziho  pisemného  souhlasu
zadavatele. Takovy souhlas nebude
zadavatelem bezdiivodné odepten.

Zdravotnické zatizeni se zavazuje, Ze publikaci
jakékoliv odborné prace o priibéhu ¢&i
vysledcich projedna se zadavatelem nejménd
30 dnl pfed pfedanim publikace do tisku nebo
pied konanim pirednasky.

Zdravotnické zafizeni bere na védomi, Ze
jakakoli odbornd publikace k objevim ¢&i
hodnocenym 1é¢iviim nesmi byt zdravotnickym

zafizenim vydana pred podanim Zadosti
zadavatele o patentovou ptihlasku, pokud
vzhledem kpovaze vysledki klinického
hodnoceni bude podani takové prihlasky

pfichazet v ivahu.

Jiné osoby nez zadavatel mohou prava a

pfedméty souvisejici stimto, které jsou
chranéné  pravy  duSevniho  vlastnictvi
zadavatele, uZit jen sjeho predchozim
souhlasem.

V pfipadé multicentrického klinického
hodnoceni nesmi byt lokalni vysledky
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6)

been published. In case that global results of the
multicentrical Clinical Trial are not published
within 12 months upon termination of the
multicentrical Clinical Trial or the Sponsor
acknowledges in the course of 12 months upon
termination of the multicentrical Clinical Trial
that results will not be published, in such a case
the heath-care facility may publish the local
results of the Clinical Trial in accordance with
conditions given in this article.

Sponsor grants no  express or implied
intellectual property rights in the Materials
especially in the Study Drug or in any methods
of making or using the Study Drug. Health-care
facility and Investigator acknowledge that any
other use of the Study Drug would constitute a
material breach of this Contract.

XIII.

Settlement of disputes and out-of-court settlement

1) The contracting parties agree that legal relations

and relations established by this Contract shall be
governed by generally binding legal regulations
of the CR.

2) The contracting parties undertake to help each

1)

other in processing the Clinical Tral, and to
settle any possible disputes and difference of
opinions on the procedure and mode of work
primarily by agreement of the contracting parties.

The contracting parties acknowledge and agree
that the court having local competence in the
territory of the CR shall be competent to hear and
decide possible disputes which will not be
overcome by cooperation as agreed above in the
provision of ¢l. 2 of this article.

XIV.
Finaneial settlement

The Sponsor via PRA undertakes to pay to the
health-care facility an agreed price according to
annex no. 1 (“Budget™) hereto per each Clinical
Trial Subjects if the health-care facility
conducts the Clinical Trial and completes it as
stipulated hereby and by the Protocol of the
Clinical Trial. PRA will make payments in
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6)

1)

3)

1)

klinického hodnoceni nebo jejich  gast
publikovany difve nez jsou publikoviny
globalni vysledky. V pfipadé, Zze globalni

vysledky multicentrického klinického
hodnoceni nebudou publikovany béhem 12
meésich po  ukonleni  multicentrického
klinického hodnoceni nebo zadavatel potvrdi
v pritb&hu 12 mesict  pe  ukonceni
multicentrického  klinického hodnoceni, Ze
vysledky nebudou publikovany, v tomto
pfipadé zdravotnické zafizeni mize publikovat
lokdlni vysledky klinického hodnoceni v
souladu s podminkami uvedenymi vy3e v tomto
clanku.

Zadavatel  neposkytuje  vyhradni  nebo
predpokladané pravo k dufevnimu vlastnictvi
k materialim, zvIast¢ k hodnocenému Ié&ivu,
nebo jakymkoliv metodam vyroby nebo uziti
hodnoceného 1é€iva. Zdravotnické zafizeni a
zkousejici berou na védomi, Ze jakékoliv jiné
pouziti hodnoceného 1€ku je vaznym porusenim
této smlouvy.

X111
Reseni spora a smirdi Fizeni
Smluvni strany se dohodly, Ze pravni vziahy a
poméry vzniklé z této smlouvy se fidi obecné
zévaznymi pravnimi pedpisy CR.

Smluvni strany se zavazuji pii zpracovani
klinického hodnoceni si vzajemné pomahat a
pfipadné spory a rozdilnost nazor na postup a
zplisob praci feSit pfednostné dohodou
smluvnich stran.

Smluvni strany berou na védomi a souhlasi, Ze
k projednani a rozhodovani pfipadnych sport,
které nebudou piekonany spolupraci, jak je
vyse dohodnuto v ust. odst. 2 tohoto &lanku, je
pfislu$nym orgénem mistné pfislusny soud na
tizemi CR.

XIV.
Finanéni vyrovnani

Zadavatel se prostfednictvim PRA zavazuje
uhradit zdravotnickému zafizeni dohodnutou
cenu dle piilohy &. 1 (,,rozpodet) této smlouvy
za kazdy subjekt klinického hodnoceni, pokud
zdravotnické zafizeni klinické hodneceni
povede a dokonéi tak, jak je stanoveno touto
smlouvou a protokolem klinického hodnoceni.
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2)

3)

Czech Koruna by electronic bank transfer in
accordance with annex no. | as attached. PRA
will not make any additional payments to
Health-care facility (hereinafter referred to as
the “Payee™) pursuant to this Contract without
the prior written approval of Sponsor. Nor will
PRA pay for any procedures performed or
treatments given in violation of the Protocol
unless approved in writing by Sponsor.

The agreed total price includes a fee to the
health-care facility for fulfilment of all tasks
described in this Contract and its annexes
including remuneration of the Investigators (see
annex no. 1 hereto). The agreed price includes
particularly possible purchase or lease of
products or equipment used within the scope of
the performance of such a task, as well as
payment of costs for the performance of
laboratory and other examinations required by
the Protocol of the Clinical Trial, payment of
administrative costs connected with the conduct
of the Clinical Trial and remuneration
pertaining to other coworkers of the
Investigators and other employees of the health-
care facility participating in the Clinical Trial.

The health-care facility shall invoice the agreed
price. All prices given in this Contract or its
annexes will be mentioned exclusive of a value
added tax (VAT). Invoicing shall be carried out
on the basis of request of the Sponsor via PRA
for invoicing prepared on the basis of
supporting documents processed by the health-
care facility according to the requirements of
the Protocol and handed over to the PRA
quarterly: however, by the 15 November of the
current year at the latest for work performed by
the health-care facility in the current vear. Due
date of payment of invoices shall be 30 days
from receipt of invoice by PRA. Date of
rendering taxable supplies shall be considered
the last day of the period for which payment is
made. In the request for invoicing there must be
mentioned specification of activities and the
period for which the payment is made. All
amounts are inclusive of overhead and
administrative costs. The mnternal allocation of
the payments under this Contract is entirely the
Health-care facility’s discretion and shall have
no effect on the total amount payable by PRA.
PRA shall withhold of each Clinical Trial
Subject visit payment until the Final Payment.
The Payee acknowledge and agree that shall be

Ctinical Trial Contract / Smlouva o provedeni klinického hodnoceni
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3)

PRA bude provadét platby v Ceskych korunich

bankovnim  pfevodem  podle  rozpoflu
uvedeného vpfiloze & 1. Bez pfedchoziho
pisemného  souhlasu  zadavatele nebude

spoleCnost PRA zdravotnickému zatizeni (dale
jen pFijemce platby”) na zdklad® této
smlouvy hradit Zzadné jiné &astky. Bez
pisemného  souhlasu  zadavatele nebude
spolefnost PRA proplacet ani zadné vykony
nebo 1éEbu uskute¢néné v rozporu
s protokolem.

Dohodnuta celkova cena zahrnuje odménu
zdravotnickému zafizeni za splnéni veSkerych
dkoli  popsanych vtéto smlouvé a jejich
piflohach véetné odmény zkoudejicich (viz.
pifloha & 1 této smlouvy) Dohodnutd cena
zahmuje zejména pfipadny nakup &i prondjem
produktl ¢i zafizeni pouZitych v ramci plnéni
takového ukolu, jakoz i (hradu nakladd za
provedeni laboratomich ajinych vySetfeni
pozadovanych protokolem klinického
hodnoceni, Uhradu administrativnich naklad@
spojenych s provadénim klinického hodnoceni a
odménu naleZejici ostatnim spolupracovnikiim
zkouSejicthe a  dals§im  zamé&stnanciim
zdravotnického zafizeni podilejicich se na
klinickém hodnoceni.

Zdravotnické  zafizeni bude  fakturovat
dohodnutou cenu. Veskeré ceny uvedené v této
smlouvé nebo jejich pfilohach budou uvadény
bez dan¢ z pfidané hodnoty (DPH). Fakturace
bude provadéna na zékladé vyzvy zadavatele
prostfednictvim PRA k fakturaci zpracované na
zakladé podkladii zpracovanych zdravotnickym
zafizenim dle poZzadavki protokolu a piedanych
zadavateli &tvriletné; nejpozdéji v8ak do 15.
listopadu béZného roku za prace vykonané
zdravotnickym zafizenim v b&Zném roce. Doba
splatnosti faktur ¢ini 30 dnd od pfijeti faktury
PRA. Za den uskuteénéni zdanitelného pinéni
se povazuje posledni den obdobi, za které je
platba provadéna. Ve vyzvé k fakturaci musi
byt uvedena specifikace Cinnosti a obdobi, za
které je platba provadéna. Ve viech Castkach
jsou jiz zahmuty rezijni a administrativni
naklady. Interni rozdéleni plateb podle této
smiouvy je vyhradné na zdravotnickém zaFizeni
anemd vliv na celkovou dastku hrazenou
spole¢nosti PRA, Spole¢nost PRA zadrzi

z kazdé platby za navitévu Subjektu Studie a
do zavéreéné platby. Pfijemce platby bere na
védomi asouhlasi stim, Ze jako Prijemce
platby bude vyhradné odpovidat za Ghradu
pfipadnych dalSich dani, odvodii a poplatki
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4)

5)

solely responsible for paying the appropriate
amount of any applicable state and local taxes
with respect to all payments made pursuant to
this Contract and PRA shall have no
responsibility whatsoever for withholding or
paying any such taxes on behalf of the Health-
care facility.

The Clinical Trial Monitor shall provide the
Health-care facility with an overview of all
invoiceable items, Administrative cost and
Direct cost as per Exhibit B of the executed
contract, following each monitoring visit.,
However, It remains the Health~care facility’s
responsibility to ensure that the invoice
subsequently provided to PRA is correct.

In case that the PRA requires additional
breakdown and documentation by the health-
care facility of invoiced amounts, the health-
care facility shall have the right to charge
respective administrative fees. PRA shall not
reimburse Health-care facility for FEthics
Committee fees incurred in connection with the
Study, as PRA shall be responsible for whole
managment of the relevant Fthics Committee
orders and fees.

Unless otherwise agreed herein, payments
shallll be made for evaluable Clinical Trial
Subjects and for eligible Clincal Trial Subjects
only. An eligible Clinical Trial Subject is one
who meets all of the inclusion criteria and does
not meet any of the exclusion criteria of the
Protocol, who was enrolled by Investigator, and
from whom a signed informed consent has been
obtained. An evaluable Clinical Trial Subject is
one for whom case report forms (“CRFs”) have
been properly completed in accordance with the
Protocol, all data queries have been resolved
within five (5) days of receipt by the Health-
care facility and who has completed the
appropriate Clinical Trial procedures as set
forth in the Protocol, and undergone the
evaluations required by the Protocol and all
samples have been drawn per Protocol, are
evaluable and have been shipped in accordance
with PRA s and/or Sponsor’s instructions. PRA
will pay the Health-care facility for valid
Screen Failures. Costs associated with subjects
who are valid Screen Failures will be paid at a
rate of per Screen Failure that

alread peration and additionally
*for Screen Failure that fails intra-
operatively, as defined in annex no. 1. Valid

Screen Failures include subjects that were

Clinical Trial Contract / Smlouva o provedeni kiinického hodnocent
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4)

5)

z castek vyplicenych podle této smlouvy
a spole¢nost PRA neni povinna takové dané,
odvody ¢i poplatky z vyplacenych &astek srazet
nebo je odvadét za zdravotnické zafizeni.

Monitor khlinického hodnoceni poskytne po
kazdé monitorovaci navitévé zdravotnickému
zafizeni prehled vsech fakturovatelnych
polozek, administrativnich nakladd a pfimych
nakladi podle Piilohy B podepsané smlouvy. Je
viak mnadile odpovédnosti zdravotnického
zatizeni zajistit, aby byla faktura nasledné
poskytovana PRA spravna.

V pfipadé, Zze bude PRA pozadovat dodatecné
roziétovand  a  doloZeni  zdravotnickym
zafizenim fakturovanych gastek, mé
zdravotnické zafizeni pravo si ultovat pfislusné
administrativni poplatky. PRA nebude hradit
zdravotnickému zafizeni Zadné poplatky etické
komisi vzniklé v souvislosti s timto klinickym
hodnocenim, jelikoZ PRA  bude plné
zodpovédna za fizeni objednavek a poplatkl
prislusné etické komise.

Pokud v této smlouvé neni dohodnuto jinak,
platby budou provadény jen za vyhodnotitelné
subjekty hodnoceni. Vyvhodnotitelny subjekt je
ten, ktery spini viechny podminky pro zarazeni
a nesplituje Zzadné =z vyludovacich kritérii
uvedenych v protokolu, ktery byl zafazen
zkouSejicim a ktery udélil svlj podepsany
informovany souhlas. Vyhodnotitelnym
subjektem klinického hodnocent je ten subjekt,
u n&jz byly uspokojivé vyplnény vSechny
formulafe pro rzaznamy subjekitt hodnoceni
(dale jen .CRF*) vsouladu s protokolem,
veskeré dotazy byly zodpovézeny do péti (5)
dni  od jejich obdrzeni zdravotnickym
zatizenim, a ktery absolvoval piislusné studijni
ukony stanovené protokolem a ktery absclvoval
vyletfeni poZadovani protokolem a veskeré
vzorky byly odebrany v souladu s protokolem,
jsou vyhodnotitelné a byly odeslany dle pokynt
PRA a/nebo zadavatele. Spoleénost PRA bude
zdravotnickému zafizeni vyplacet odménu za
subjekty, jejichZz neusp&Sny screening bude
platny ve vysi ﬁ za nelspéiny
screening, ktery nastal ped operaci, a k tomu
ﬁ za nefspeSny screening, ktery
nastane béhem operace, jak je definovino
v rozpoCtu v priloze €. 1. Za platé neiaspéiné
screeningy jsou povazovany subjekty, od nichz
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6)

7)

8)

9)

10)

consented and entered into the screening
process appropriately and subsequently did not
meet enrollment criteria. Screen Failures
criteria include study subjects that fail to
qualify for randomization. Valid Screen
Failures must be listed on the Screening and
Enrollment Log and must have verifiable source
documentation of all assessments that were
performed leading to the disqualification.
Sponsor, PRA retain the right, however, to deny
payment for any subject found by the monitor
to have been entered into screening
inappropriately by the Investigator, or for
procedures performed after the point where the
subject should have been dropped.

Final payment shall be made after the PRA has
received all records of the Clincal Trial
Subjects and unused Study Drug, and the
health-care facility shall submit all filled-out
forms and stocktaking documents required by
the PRA and complete the Clinical Trial in
accordance with this Contract and the Protocol.

The health-care facility undertakes to return all
payments made for the conduct of this Clinical
Trial to which there is no entitlement.

In case of withdrawal from this Contract or
termination of its validity before the lapse of the
expected period of the conduct of the Clinical
Trial, e.g. due to its early termination, the PRA
undertakes to pay to the health-care facility a
proportionate part of the agreed price for the
conduct part of the Clinical Trial (pro-rata).

PRA shall reimburse the Health-care facility for
all costs for Fresh Frozen Plasma (FFP), as the
comparator drug upon receipt of a proper
invoice.

The Health-care facility hereby undertakes to
ensure for the Sponsor of the Clinical Trial to
provide reimbursement of travel (or other)
expenses incurred to participating Clinical Trial
Subjects as a result of their participation in the
Clinical Trial procedures which are the subject
of this Contract. For every visit to the Principal
Investigatoras defined by the Study Protocol,
Clinical Trial Subject is entitled to receive
compensation in the amount listed in Annex no.
1 (budget). PRA is responsible for determining

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
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0)

7)

8)

9)

10)

byl ziskan informovany souhlas a ukterych
bylo fadné zahajeno vstupni vysetfeni, aviak
nasledné nesplnily podminky pro zafazeni do
klinického  hodnoceni. Mezi  netspéSny
screening patii také nesplnéni podminek pro
randomizaci. Platné neusp&Sné screeningy,
které nesplni vstupni podminky, museji byt
uvedeny v protokolu vstupnich vySetieni
andboru amusi pro né€ byt kdispozici
ovétitelnd zdrojova dokumentace se viemi
provedenymi vysetfenimi, kterd vedla k jejich
vytazeni zklinického hodnoceni. Zadavatel
nebo spolecnost PRA si viak ponechavaji pravo
odmitnout platbu za subjekty, unichz monitor
zjisti, Ze je zkouSejici zafadil do faze vstupnich
vySetfeni neopravnéné, ataké za Ukony
provedené poté, co mél byt subjekt z klinického
hodnoceni vytazen.

ZaveéreCna platba se uskutecni az poté, kdy PRA
obdrzi vSechny zédznamy subjektll hodnoceni a
nepouZité hodnocené léCivo a zdravotnické
zafizeni predlozi v8echny vyplnéné formulafe
a inventarizacni dokumenty pozadované PRA a
dokon¢i klinické hodnoceni v souladu s touto
smlouvou a protokolem.

Zdravotnické zafizeni se zavazuje vratit
viechny uskutecnéné platby za provedeni
tohoto  klinického hodnoceni, na které

nevznikne narok.

V pfipadé odstoupeni od této smlouvy ¢&i
skonéeni jeji platnosti pfed uplynutim
pfedpoklddané doby provadéni klinického
hodnoceni, napt. z divodu jeho pfed€asného
ukonceni, se PRA  zavazuje zaplatit
zdravotnickému  zafizeni pomérnou  Cast
dohodnuté ceny za provedenou &ast klinického
hodnoceni.

Spole€nost PRA bude proplécet
Zdravotnickému zatizeni na zakladé doruleni
fadné faktury veskeré naklady na potizeni
gerstvé zmrazené plazmy (Fresh Frozen Plasma,
FFP), kterda bude pouZivani jako srovnavaci
piipravek.

Zdravotnické zafizeni se timto zavazuje, Ze pro
zadavatele  klinického  hodnoceni  zajisti
proplaceni cestovnich (pi{padné jinych) vyloh,
které subjektim klinického hodnoceni vzniknou
v disledku jejich G&asti na klinickém hodnoceni
léCebnych postupti, které jsou piedmétem této
smlouvy. Za kazdou vykonanou navstévu u
Iékate predepsanou protokolem studie piislusi
subjektim hodnoceni kompenzace ve vysi,
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the amount of compensation reimbursed to the
Clinical Trial Subjects. The Sponsor via PRA
undertakes to address to the Health-care facility
bank account an advance payment in the
within thirty (30) days
of signing this Contract atter the receipt of a
The Health-care provider
delegates the reimbursement of travel expenses
and communication with the PRA/Sponsor in
this matter to the Principal Investigator. The
shall obtain for each
payment of the travel expenses paid to the
Clinical Trial Subject by the handwritten
signature on the relevant UVN form that shall
remain in the Health-care facility possession
only. The Health-care facility is obliged to
execute an invoice addressed to the Sponsor via
PRA afier the advance payment has been used
up and send it to PRA Upon receipt of the
shall
provide to the Health-care provider within
fthirty (30) days balancing fee as compensation
to the billing settlement. After termination of
the Contract, the Health-care facility is obliged
to deliver the final bill to Sponsor/PRA within
thirty (30) working days, and Sponsor/PRA
shall either provide a surcharge to the Health-
care facility within thirty (30) working days, or

amount of

proper invaice.

Health-care facility

billing statement, the Sponsor/PRA

the Health-care facility shall make

overpayment to the

the subject of this Contract.

11) PRA declares that all payments provided for
due performance of the Clinical Trial within the
meaning hereof are at the level of a usual
market value for the performance provided.
This payment constitutes the full compensation
for the work to be completed by the Health-care
facility and the Investigator, including all work
and care specified in the Protocol for the

overhead and

administrative services. No compensation will
be available for Clinical Trial Subjects enrolled
or continuing in the Sudy in violation of the
submitted by the

Institution more than 45 days after database

lock will not be reimbursed. Health-care facility

will have thirty (30) days from the receipt of
any payment

Clinical Trial including all

Protocol. Any invoices

final payment to dispute

discrepancies.

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
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Sponsor/PRA,
Remuneration to the Health-care facility for
activities under this article is already included
in the total remunmeration received by the
Health-care facility for the Clinical Trial that is

I

kterd je uvedena v pfiloze &. 1 (rozpolet). Za
stanoveni vy&e nahrad proplacenych subjektim
hodnoceni je odpovédny zadavatel. Zadavatel
s8¢ prostiednictvim PRA zavazuje
zdravotnickému zafizeni poukdzat na jeho

bankovni fi¢et zalohovou d&dstku ve vyl
do triceti (30) dnd od podpisu téte
smlouvy, Zdravotnické  zaFizeni povéfuje

proplacenim cestovnich nahrad a komunikace
se¢  zadavatelem vtéto véci  hlavniho
zkousejiciho. Zdravotnické zafizeni si necha od
subjektu hodnoceni kazdou vyplacenou Ghradu

cestovnich  wvyloh  stvrdit  vlastnoruénim
podpisem na piisluny formulaf UVN, ktery
zistane vdrzeni pouze u zdravotnického

zatizeni. Zdravotnické zafizeni je povinno ve
vztahu k zadavateli prostiednictvim PRA
provést vyuctovani po vycéerpani poskytnuté
zalohy a zaslat je PRA. Po obdrzeni vyictovani
zadavatel/PRA poukaze do ticeti (30) dni
zdravotnickému  zafizeni <&astku  dopliujici
zalohu dle vyuétovani. Poté, co bude ukondena
smlouva o  klinickém  hodnoceni, je
zdravotnické zarizeni povinno do tficeti (30)
pracovnich dni pfedat zadavateli/PRA konecéné
vyuétovani a podle néj zadavatel bud’ poukize
zdravoinickému  zafizeni do  thiceti  (30)
pracovnich dni doplatek, nebo zdravotnické
zafizeni poukaze zadavateli/PRA pfeplatek.
Odmeéna zdravotnickému zafizeni za Cinnosti
podle tohoto &lanku je jiZ zahrnuta v celkové
odméné, kterou zdravotnické zafizeni obdr#{ za
klinické hodnoceni, které je predmétem této
smlouvy.

PRA prohlaiuie, ze veskeré platby poskytnuté
k fadnému vykonu kiinického hodnoceni ve
smyslu této smlouvy jsou na drovni obvyklé
trzni hodnoty za poskytnuté pinéni. Tato Ghrada
pfedstavuje Gplnou odménu  zdravotnického
zafizeni a zkouS8ejictho za praci, kterdA ma byt
provedena, véetné viech praci a péce
specifikovanych v protokole klinického
hodnoceni a  vletn€ viech reZijnich a
administrativaich Cinnosti. Veskeré &astky
zahmuji  reZii. Zadnd odména nebude
k dispozici pro subjekty hodnoceni zafazené do
klinického hodnoceni nebo uGCastnici se
klinického hodnoceni v rozporu s protokolem.
Faktury, které Zdravotnicke zafizeni piedlozi
po uplynuti 45dni od uzamknuti databdze,
nebudou  proplaceny.  Pfipadné rozpory
v platbach bude moci Zdravotnické zafizeni
reklamovat  nejpozdén  tricet (30)dnd  po
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2) All invoices must contain the Protocol title and
number, Sponsor name, a detailed summary of
the payment to be made, supporting documents
(if any), if the Payee is VAT registered the
VAT Registration number. Invoice shall be
addressed to the following recipient:

Pharmaceutical Research Associates CZ, s.r.o.
Accounts Payable

Jankovcova 1569/2¢

170 00 Praha 7

Czech Republic

* Invoices missing any of the above
information may result in delayed payment.

XV.
Termination of the Clinical Trial

Trial under this Contract will be
terminated on the day of handover of the final
report by the Sponsor send within 90 days from
the date of termination of the Chinical Trial as a
summary report to SUKL according to s. 18 of
the Regulation for correct clinical practice. The
health-care facility shall be obliged to answer all
questions of the PRA/Sponsor that have arisen
during verification of data in the CRF within
handed over before their statistical processing.

XVL
Term of force and effect of the Contract

1) This Contract shall be concluded for the duration

of the Clinical Trial, i.e. from the date of the
conclusion of this Contract to the termination of
the Clinical Trial according to article XILV.
hereof. This Contract shall come into force on the
date of its signing by the contracting parties and
becomes effective on the day of publishing in
accordance with the Act No. 340/2015 Cell. On
the Register of Contracts (the “Effective Date™).

2} Any contracting party shall be authorized to

terminate this Contract through a notice of
termination which shall be effective upon its
delivery to the other contracting party, namely in
the following cases:

a) if the contracting party fails to fulfil any of the
provisions of this Contract and fails to remove
a defective situation within the time limit of
30 days from delivery of a request for
rectification;

Clinical Trial Contract / Smiouva o provedeni klinického hodnaceni
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12)

D

D

{8 NEMBCIHCE ~ VQjens|

dorudéeni zavérecné platby.

Veskeré faktury museji obsahovat nazev a ¢islo
Protokolu, jméno Zadavatele, podrobny popis
platby, ktera ma byt uhrazena, pfipadné
podklady k faktufe, a DIC, je-li P¥ijemce platby
platcem DPH, a budou vystaveny nasledujicimu
pfijemci:

Pharmaceutical Research Associates CZ, s.r.o.

Accounts Payable

Jankovcova 1569/2¢

170 00 Praha 7

Ceska republika

PRA Email;

* Pokud bude na faktufe nékterd z uvedenych
naleZitosti chybét, mize dojit k prodleni
v thrad¢.

XV.
Ukonéeni klinického hodnoceni

Klinické hodnoceni podle této smlouvy bude
ukonéeno dnem predani zdvéreéné zpravy
zadavatelem do 90 dnli ode dne ukonceni
klinického hodnoceni na SUKLu formou
souhmné zpravy dle §18 vyhlasky o sprdvné
klinické praxi, Zdravotnické zaf{zeni je povinno
odpovadét na viechny dotazy PRA/zadavatele
vzniklé pfi ovéfovani Gdajt v predanych CRF
pfed jejich statistickym zpracovanim..

XVL
Doba platnosti a dc¢innosti smlonvy

Tato smlouva se uzavira na dobu trvdni
klinického hodnoceni, tj. ode dne uzavieni této
smlouvy do ukonéeni klinického hodnoceni dle
¢l XIV této smlouvy. Tato smiouva nabyva
platnosti dnem podpisu smluvnimi stranami a
atinnosti ke dni zvefejnéni dle zidkona ¢.
340/2015 Sb., o registru smluv  (dale jen
.datum d&innosti*).

Kterakoliv ze smluvnich stran je opravnéna
ukongit tuto smlouvu vypovédi, ktera je a€inna
dorudenim druhé smluvni stran&, a to
v nasledujicich pfipadech:

strana
smlouvy

a) pokud smluvni
z ustanoveni  této

neplni  nékteré
a neodstrani

zéavadny stav ani ve 1hité 30 dnd od dorudeni
vyzvy k napravé;
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b) if any of the contracting parties is bankrupt,
an insolvency proceeding is commenced
against it or an insolvency petition is filed
against it with a court;

c) if any of the contracting parties loses
authorization to carry on activities in the
given field;

d) if a risk for the Clincal Trial Subjects
participating in  the Clinical Trial is
unproportionately increased;

¢) if necessary authorizations, permissions or
favourable opinion are cancelled, its validity
is discontinued or if the period for which it
was issued without the respective extension
has lapsed.

3) In other cases not mentioned in cl. 2 of this
article, the contracting parties shall be authorized
to terminate this Contract by agreement or by a
notice of termination given to one of the
contracting parties. The notice period shall be 30
days and shall commence to run on the date
following delivery of the notice of termination to
the other contracting party.

XVIL
Compensation for damage

The contracting party which shall breach provisions
of this Contract shall compensate the other
contracting party for damage provably incurred
thereby.

XVIIIL
Certification and Anti-bribery

1) The Health-care facility and the Investigator
hereby individually certify that they have not
been debarred or disqualified from participating
in clinical research under any laws or regulations.
If during the term of this Contract, the Health-
care facility or the Investigator (i) becomes
debarred or disqualified or (ii) receives notice or
threat of an action with respect to its debarment
or disqualification, the Health-care facility and/or
the Investigator, as the case may be, shall notify
PRA immediately.

2) The Health-care facility and the Investigator
hereby individually certify that they have not and
will not use in any capacity the services of any
individual or entity which has been debarred or
disqualified from participating in clinical
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3)

)

2)

b) pokud néktera smluyni strana bude v padku,

bude proti ni zahajeno insolvenéni Fizeni nebo
proti ni bude podidn insolvenéni ndvrh u
soudu;

c) pokud néktera smluvni strana pozbude

oprdvnéni k plisobeni v dan€ oblasti;

d) bude-li riziko pro subjekt klinického

hodnoceni Gdastnici se klinického hodnoceni
netimérné zvyseno;

¢) pokud potfebné opravnéni, povoleni nebo

souhlasné stanovisko je zruseno, jeho platnost
pozastavena nebo uplyne-li doba, na kterou
bylo vydano bez piislusného prodlouZeni.

V ostatnich pfipadech neuvedenych v bodé 2
tohoto ¢lanku jsou smluvni strany opravnény
ukonéit tuto smlouvu dohodou nebo vypovédi
jedné ze smluvnich stran. V¥povédni lhita &ini
60 dnii a pocind b&Zet dnem nésledujicim po
doruteni vypovédi druhé smluvni strang.

XVIL.
Nihrada Skody

Smluvni strana, kterd poru$i ustanoveni této
smiouvy, nahradi druhé smluvni strané skodu
prokazatelng tim vzniklou.

XVIIL.

Potvrzeni a ochrana preti korupei
Zdravotnické zafizeni a zkouSejici timto
individualné potvrzuji, Ze nebyli zadnym
pravnim ani jinym pfedpisem zbaveni prava ani
prohladeni nezplsobilym provadét klinicka
hodnoceni. Jestlize po dobu platnosti této
smlouvy bude zdravotnickému zafizeni nebo
zkouSejicimu i) zastavena &innost nebo bude
diskvalifikovan, nebo ii) obdrZi oznameni
o zalobé nebo hrozb¢ zbaveni prava nebo
prohlaSeni =za  nezplsobilé, zdravotnické
zafizeni a/nebo zkouSejici o tom bude
bezodkladné informovat PRA.

Zdravotnické zafizeni a Zkoudejici timto
potvrzuji, Ze nevyuZivali ani nebudou vyuzivat
v Zzadném ohledu jakékoli sluzby jednotliveil
nebo sdruZeni, které jsou zbaveny prava nebo
prohlaSeny za nezpisobilé provadét klinicka
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3)

4)

6)

research under any laws or regulations. In the
event that the Health-care facility or the
Investigator becomes awarc of the debarment,
threatened  debarment, disqualification  or
threatened disqualification of any such individual
or entity, the Health-care facility and/or the
Investigator, as the case may be, shall notify PRA
immediately.

The Health-care facility and Investigator
individually warrant and promise that, in
connection with this Contract, (i) it/he/she has
not and will not (directly or indirectly) make any
improper payment or offer (or authorizing
another to pay or offer) money or anything of
value to a government official or any other
person connected with the provision of services
under this Contract, in order to improperly
influence any act or decision of such official or
person, to induce such official or person to do or
omit to do any act in violation of his or her
relevant duty, to obtain any improper advantage,
to procure improper performance of a function or
activity associated with this Contract or in the
case of a government official, to induce such
official to use his or her influence improperly to
affect or influence any act or decision of a
government and (ii) it/he/she has not and will not
(directly or indirectly) request, accept or receive
money or anything of value to procure improper
performance of a function or activity associated
with this Contract.

The Health-care facility agrees that their
judgment with respect to the advice and care of
each subject will not be affected by the
compensation they receive from this Contract,
that such compensation does not exceed the fair
market value of the services they are providing,
and that no payments are being provided to them
for the purpose of inducing them to purchase or
prescribe any drugs, devices or products.

It is assured, that the Clinical Trial is performed
independently from any business transactions and
decisions on purchases of the Sponsor’s product.
Neither the Health-care facility, nor any third
party shall receive any benefits for completion of
the Clinical Trial beyond the remuneration
agreed herein.

Health-care facility and Investigator represent
and warrant that neither they nor any individual
or entity acting on their behalf, nor any Payee
under this Contract, will, directly or indirectly,
offer or pay, or authorize an offer or payment of,
any money or anything of value to any Public

Clinical Trial Contract / Smlouva o provedeni klinického hodnoceni
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3)

4)

5)

6)

4 nemaocnice — Vaojens

hodnoceni na zdklad& jakychkoli zadkond ¢i
predpisi. JestliZze se zdravotnické zafizeni nebo
zkoulejici dozvi o skuteéném nebo hrozicim
zbaveni prava nebo o skuteéném & hrozicim
prohlaseni nezpusobilosti nékterych jednotlivel
nebo sdruzeni, bezodkladné o tom bude
informovat PRA.

Zdravotnické zafizeni a zkouSejici kazdy za
sebe prohlasuji a slibuji, Ze v souvislosti s touto
slouvou i) neposkytli ani neposkytnou,
nenabidli ani nenabidnou (pfimo ani nepfimo
Zadnou nedovolenou platbu (ani nedovoli jinym
osobam, aby ji poskytly nebo nabidly), penize
ani jiné hodnotné pinéni statnimu Ofednikovi
nebo jiné osobé spojené s poskytovanim siuZeb
podle tétosSmlouvy s cilem nedovolené ovlivnit
ukon nebo rozhodnuti takové GFedni nebo jiné
osoby, pfimét dfedni nebo jinou osobu, aby
v rozporu se svymj povinnostmi provedla uréity
ukon nebo se jej zdrzela, ziskat neopravnénou
vyhodu, vyvolat neoprdvnény vykon funkce
nebo Cinnost souvisejici stouto Smlouvou
anebo podnitit statniho nfednika
k nedovolenému pouZiti jeho vlivu ke zméné
nebo ovlivnéni tikonu nebo rozhodnuti stiatniho
orgdnu a ii) nemaji a nebudou (pfimo C¢&i
nepfimo) poZadovat, pfijimat nebo dostavat
penize nebo cokoli hodnotného k vyvolani
peopravnéného vykonu funkce nebo Cinnosti
spojené s touto smlouvou.

Zdravotnické zafizeni souhlasi s tim, Z¢ jejich
usudek a péfe o jakékoliv subjekty nebude
ovlivnéna kompenzaci, kterou obdrzi podle této
smlouvy, Ze takova kompenzace nepfevySuje
redlnou trzni hodnotu poskytovanych sluzeb a
Zze Zadné dhrady jim nejsou poskytovény za

ndkup nebo predpis 1ékd, =zafizeni nebo
vyrobki.
Je zajisténo, Ze klinické hodnoceni je

provadéno nezavisle na jakychkoliv obchodnich
transakcich a rozhodnutich ohledngé nakupu
vyrobkl zadavatele. Zdravotnické zaFizeni ani
jakdkoliv jind tfeti strana neobdrzi Zadné
vyhody za dokonéeni klinického hodnocent
mime odménu v této Smlouvé dohodnutou.

Zdravotnické zatfizeni a zkouSejici prohlaSuji a
zaruéuji, Ze oni ani Zadna jind osoba nebo
subjekt jednajici jejich jménem, ani Zdadny
pfijemce platby podle této smlouvy ncbude
pfimo nebo nepfimo nabizet nebo platit, ani
neschvali takovou nabidku nebo plathu
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Official (defined below) or public entity, with the
knowledge or intent that the payment, promise or
gift, in whole or in part, will be made in order to
influence an official act or decision that will
assist Sponsor, PRA, Investigator or Health-care
facility in securing an improper advantage or in
obtaining or retaining business or in directing
business to any person or entity.

7) Health-care facility and Investigator represent
and warrant that neither they, nor any payee
under this Contract, nor any person or entity
acting on their behalf is a Public Official with the
ability to influence an official act. Health-care
facility and Investigator will notify Sponsor in
writing if Investigator a Payee or any person or
enfity acting on Health-care facility’s and
Investigator’s behalf becomes a Public Official
with the ability to influence an official act during
the term of this Contract.

8) In addition to other rights or remedies under this
Contract or at law, Sponsor and/ or PRA may
terminate this Contract if Health-care facility and
Investigator breaches any of the representations
or warranties contained in this Section or if
Sponsor learns that improper payments are being
or have been made to Public Officials by
Investigator, Health-care facility or any
individual or entity acting on its behalf.

9) For the purposes of this Contract, “Public
Official” means any officer or employee of a
government, a public international organization
or any department or agency thereof, or any
person acting in an official capacity, including,
for a public agency or enterprise; and any
political party or party official, or any candidate
for public office.

XIX.
Status of Sponsor

Sponsor is an intended third-party beneficiary to this
Contract. To the extent applicable law does not allow
vesting of any rights directly in Sponsor under this
Contract, such rights will vest in PRA, on Sponsot’s
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92)

jakychkoliv penéz nebo ¢ehokoliv hodnotného
jakémukoliv vefejnému ¢&initeli (viz definice
nize} nebo vefejinému subjektu, s védomosti
nebo zamérem, Ze by takova platba, pfislib
nebo dar, zcela nebo z &asti, mél ovlivnit
initele jednat nebo rozhodnout ve prospéch
zadavatele, PRA, zkoudejiciho nebo
zdravotnického zafizeni ke ziskani neopravnéné
vyhody nebo k zajifténi nebo zachovini
zakazky nebo k zajiSténi zakdzky pro
jakoukoliv osobu nebo subjekt.

Zdravotnické zatizeni a zkousejici prohlasuji a
zaruuji, 7e oni ani %adna jina osoba nebo
subjekt jednajici jejich jménem, ani Zadny
piijemce podle této smlouvy neni vefejnym
Cinitelem S moznosti ovlivnit ufedni
rozhodovani. Zdravotnické zafizeni a zkousejici
budou zadavatele informovat pisemné, pokud se
zkouSejici, piijemce platby podle této smlouvy
nebo jakdkoliv osoba jednajici jménem
zdravotnického zafizeni a Zkousejictho stane
béhem trvani této smilouvy vefejnym Cinitelem
se schopnosti ovlivnit Gfedni rozhodovani.

Navic, kdalsim pravim nebo opravaym
prostfedkiim podle této smlouvy nebo podle
zdkona, zadavatel a/nebo PRA jsou opriavnéni
vypovédét tute smiouvu, pokud zdravotnické
zafizeni nebo zkouSejici poru$i nékteré
z prohlaSeni nebo zaruk obsaZenych v tomto
¢lanku nebo pokud zadavatel zjisti, ze byly
provedeny neopravnéné platby vefejnym
cinitelim ze strany zkouZejiciho,
zdravotnického zafizeni nebo jakékoliv oscby
nebo subjektu jednajiciho jejich jménem.

Pro udely této smlouvy znamena ,vefejny
Sinitel“  jakéhokoliv  predstavitele  nebo
zaméstnance vlady, vefejné mezindrodni
organizace nebo jakéhokoliv Jjejich
ministerstva, odboru nebo agentury nebo
jakoukoliv osoba jednajici z moci Gfedni v&etné
jednani v zastoupeni vefejné agentury nebo
spoletnosti a jakékoliv politické strany nebo
tfadu nebo jakykoliv kandidat takové veteiné
funkce.

X1X.
Postaveni Zadavatele

Zadavatel je zamySlenou tieti osobou, jiZ tato
smlouva svédéi. V rozsahu, v jakém platné predpisy
nedovoluji, aby zadavatel na zdkladé této Smlouvy
pfimo nabyval prav, nabyva t&chto prav v zastoupenti
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behalf.

Sponsor may at any time and upon written notice fo
Institution and Investigator transfer the obligations
and rights of PRA or substitute PRA with another
independent contractor.

XX.
Final Provisions

1) In other matters, the rights and obligations of
the contracting parties shall be governed
especially by Act no. 89/2012 Sb. (Coll)), Civil
Code, as subsequently altered and amended, and
other legal regulations of the Czech Republic.

2) [If any provision of this Contract becomes
invalid or inetfective, thereby there shall not be
affected validity and effect of the remaining
provisions hereof, The contracting parties
undertake that they will make every effort so that
invalid or ineffective provisions are replaced with
such valid and effective provisions which will
pursue the same purpose and will have the same
economic effect. In case of amendments or
alterations of legal regulations and rules
regulating Clinical Trial of drugs, the contracting
parties undertake to proceed in the Clinical Trial
according to amended or altered wording of such
regulations and rules as of the date of effect
thereof.

3) This Ccontract is made out in four counterparts,
the contracting entitySponsor and the health-care
facility shall receive the cContract in two copies
each,

4) Alterations and amendments hereof are possible
only by agreement on the basis of written
amendments to the Contract numbered in
ascending order.

5) This Contract is made in two language versions.
In the event of a conflict or ambiguity in the
interpretation of any provision of this Agreement,
the Czech version of the Contract shall prevail.

6) In witness of the consent with the text of the
Contract, the contracting parties affix their
signatures.

SIGNATURES APPEAR ON FOLLOWING
PAGE

Clinical Trial Contract / Smlouva o provedeni klinického hednocent
Czech Republic / Ceska republika

zadavatele PRA.

Zadavatel miize kdykoli a na zakladé pisemného
oznameni zdravotnickému zarizeni a zkouSejicimu
pievést povinnosti a prava PRA nebo ndstupce PRA
s jinym nezavislym dodavatclem.

XX.
ZAvéredni vstanoveni

1) V ostatnim se prava a povinnosti smluvnich
stran fidi zejména zdkonem ¢&. 89/2012 Sb.,
obfanskym zakonikem ve znéni pozdéjsich
zmén a dodatkh a dal8imi pravnimi predpisy
Ceské republiky.

2) Pokud se n€které ustanoveni této smlouvy stane
neplatnym nebo neudinnym, nebude tim
dotlena platnost a Géinnost zbylych ustanoveni
této smlouvy. Smluvni strany se zavazuji, Ze
vynalozi maximalni Gsili, aby neplatnd &i
nelGéinna ustanoveni byla nahrazena takovymi
platnymi a Géinnymi ustanovenimi, kterd budou
sledovat steiny d¢el a budou mit stejny
ekonomicky dopad. V piipadé novelizaci &i
zmeén pravnich piedpist a pravidel upravujicich
klinické hodnoceni 1éCiv se smiuvni strany
zavazuji pfi klinickém hodnoceni postupovat
dle novelizovanych & zménénych znéni
takovych predpist a pravidel polinaje dnem
Jejich Géinnosti.

3) Tato smlouva je vyhotovena ve ¢{tyfech
stejnopisech, zadavatel a zdravotnické zafizeni
obdrzi smlouvu kazdy ve dvou vyhotovenich.

4y Zmény a dopliky této smlouvy jsou moiné
toliko dohodou a to vzestupné &islovanymi
pisemnymi dodatky ke smlouvé.

5y Tato smlouva je vyhotovena ve dvou
jazykovych verzich. V piipadé rozporu nebo
nejasnosti pfi vykladu jakéhokoliv ustanoveni
této smlouvy ma pfednost esk4 verze smlouvy.

6) Na dikaz souhlasu se znénim smlouvy pripojuji

smluvni strany své podpisy.

PODPISY JSOU UVEDENY NA NASLEDUJICI
STRANE
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IN WITNESS WHEREOF, the parties have caused NA DUKAZ TOHO fadné zmocnéni zastupci
this Contract to be executed by their duly authorised smluvnich stran podepsali tuto smlouvu dne, jak je
representatives on the date(s) indicated below, but uvedeno dale, ale s U¢innosti pro vSechny ucely k
effective for all purposes as of the Effective Date. datu Géinnosti.

Date / Datum: 2.7 . 20198

For and on behalf of the Sponsor / Za zadavatele:

Authorized representative based on power of
attorney / povéfena zastupkyn& na zakladé piné
moci

Date / Datum: -7 -08- 2019

For and on behalf h

List of annexes: Seznam p¥iloh:

Annex no. 1: Overview of payments (Budget) Ptiloha&. 1:  Piehled plateb (rozpodet)
Annex no. 2: Insurance certificate Ptiloha &. 2: PO_] istn)'/ certifikat
Annexno. 3: Indemnity Letter Pfiloha &.3:  Slib od3kodéni
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1, hereunder undersigned

as the Investigator, hereby certify, that I have duly
read this Contract along with any/all documentation
submitted in relation to this Clinical Trial and I do
further oblige to secure fulfillment of obligations
stipulated herein. 1 do further affirm not to disclose
any information related to this Clinical Trial unless
prior approval of the Sponsor and/or PRA s
obtained, and also oblige to maintain secrecy about
any/all submitted information, to maintain such
information as confidential and to refrain from any
use of such information and results other than for
purposes of this Clinical Trial. As the Investigator, 1
consent to the collection, use, processing and
disclosure of my personal data by the Sponsor and/or
PRA, including name, qualification and experience
in clinical trial, my financial data concerning,
including, but not limited to, received remuneration
and financial compensation and other personal data
for administrative purposes in relation to the Clinical
Trial, or for disclosure to ethics committecs and
applicable regulatory authorities and I agree to obtain
such consents also  from Co-Investigator(s) and
other members of Clinical Trial team.

/24 ) 2043

Date:
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J4, niZe podepsan)’f_ jako
zkouSejici potvrzuji, Ze jsem se Fadné seznamil se
smlouvou a piisluinou dokumentaci ke klinickému
hodnoceni 1é¢iva a zavazuji se zajistit dodrZovani
povinnosti z nich vyplyvajicich. Dale se zavazuji
nezvefejiiovat informace tykajici se predmétného
klinického hodnoceni bez pfedchoziho pisemného
souhlasu zadavatele a/nebo PRA, zachovavat
mléenlivost o viech poskytnutych informacich,
povazovat tyto za davémé a zdrZet se jakéhokoliv
Jiného uziti téchto informaci a vysledklt nez pro
ucely tohoto klinického hodnoceni. Jako zkoudejici
souhlasim stim, Ze zadavatel a/nebo PRA bude
shromaZdovat, pouZivat, zpracovévat a zvefejiiovat
mé osobni Gdaje, véetné jména, kvalifikace a
zku3enost! v klinickém hodnoceni, mé finanéni udaje
vztahyjici se mimo jiné k obdriené odméné a
finanéni nahradé a dalsi osobni Gdaje
k administrativnim 0¢eldm v souvislosti s klinickym
hodnocenim, popf. k poskytnuti etickym komisim a
statnim Gfadim a zavazuji se zajistit tento souhlas 1
od spoluzkousejicich a ostatnich &lend studijniho
tymu.

Datum: 2':?' ;? :’ZQ < rg
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