SMLOUVA O PROVEDENI KLINICKEHO HODNOCENI
CLINICAL TRIAL AGREEMENT

Klinické hodnoceni: CA209-649

,Randomizovand, multicentrickd, oteviena studie faze
Il hodnotici Iécbu nivolumabem v kombinaci s
ipilimumabem nebo nivolumabem vkombinaci s
oxaliplatinou a fluoropyrimidinem oproti [é¢bé
oxaliplatinou a fluoropyrimidinem u pacientd s
neléCenym  pokrocilym  nebo  metastazujicim
karcinomem Zaludku nebo gastroezofagealni junkce.”
dale jen ,smlouva“.

prim. MUDr. Zdenék Kral, CSc.
XXX

XXX

XXX

Datum narozeni: XXX

dale jen ,zkousejici“

Fakultni nemocnice Brno

jednajici MUDr. Romanem Krausem, MBA, feditelem
Jihlavska 20

625 00 Brno

Ceska republika

ICO: 65269705

DIC: CZ65269705

dale jen ,,zhotovitel”

Bristol-Myers Squibb International Corporation
Chaussée de la Hulpe 185

1170 Brusel

Belgie

DIC: BE415033504

dale jen ,zadavatel”,

spolecné dale také jako ,,smluvni strany” a jednotlivé
jako ,,smluvni strana“,

uzavirajitutoSMLOUVU:

l.
Predmét a ucel smlouvy

1) Pfedmétem této smlouvy je provedeni klinického
hodnoceni  humanniho  |é¢ivého  pfipravku
BMS-936558 a BMS-734016 (dale jen ,hodnoceny
léCivy pfripravek”) podle protokolu CA209-649
(dale jen ,protokol”) s nazvem ,, Randomizovana,
multicentricka, otevrena studie faze Il hodnotici

Smlouva o provedeni klinického hodnoceni / Clinical Trial Agreement CA209-649-0200, Fakultni nemocnice Brno

Clinical Trial: CA209-649

“A Randomized, Multicenter, Open-Label, Phase 3
Study of Nivolumab Plus Ipilimumab or Nivolumab in
Combination with Oxaliplatin Plus Fluoropyrimidine
versus Oxaliplatin plus Fluoropyrimidine in Subjects
with Previously Untreated Advanced or Metastatic
Gastric or Gastroesophageal Junction Cancer.”

hereinafter “Agreement”.

prim. MUDr. Zdenék Kral, CSc.
XXX

XXX

XXX

Date of Birth: XXX

hereinafter “Investigator”

and

Fakultni nemocnice Brno

Represented by Roman Kraus, MD, MBA, director
Jihlavska 20

625 00 Brno

Czech Republic

Identification No.: 65269705

Tax ldentification No.: C265269705

hereinafter “Institution”

and

Bristol-Myers Squibb International Corporation
Chaussée de la Hulpe 185

1170 Brussels

Belgium

Tax ldentification No.: BE415033504
hereinafter “Sponsor”,

Hereinafter referred to jointly as “Parties” and
individually as “Party”,

concludethisAGREEMENT:

l.
Subject Matter and Purpose of Agreement

1) The subject matter of this Agreement is to conduct
a clinical trial of a medicinal product for human use
BMS-936558 and BMS-734016 (“Investigational
Medicinal Product”) pursuant to protocol CA209-
649 (“Protocol”’) entitled “A Randomized,
Multicenter, Open-Label, Phase 3 Study of
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2)

3)

4)

|éCbu nivolumabem v kombinaci s ipilimumabem
nebo nivolumabem v kombinaci s oxaliplatinou a
fluoropyrimidinem oproti lé¢bé oxaliplatinou a
fluoropyrimidinem u pacientd s neléenym
pokrocilym nebo metastazujicim karcinomem
Zaludku nebo gastroezofagealni junkce.” (déle jen
,klinické hodnoceni”).

U¢elem smlouvy je stanovit podminky k provedeni
klinického hodnoceni a vymezit prava a povinnosti
smluvnich stran pro pribéh a zpracovani klinického
hodnoceni.

Zhotovitel udéluje sv(j wvyslovny souhlas
s provadénim klinického hodnoceni ve smyslu § 7
odst. 3 vyhlasky Ministerstva zdravotnictvi a
Ministerstva zemédélstvi ¢. 226/2008 Sb., o
spravné Kklinické praxi a blizSich podminkach
klinického hodnoceni IéCivych pripravkl (dale jen
»Vvyhlaska o spravné klinické praxi“).

Smluvni strany berou na védomi, Ze zadavatel
povéril kontrolou, monitorovanim a organizaci
klinického hodnoceni v Ceské republice spole¢nost
Bristol-Myers Squibb spol. s r. o., Budéjovicka
778/3, 140 00 Praha 4, Ceska republika, ICO: 4300
4351, DIC: CZ4300 4351, tel. &.: 221 016 111, fax:
221 016 900 (dale jen ,,BMS €R“). Spole¢nost BMS
CR je déle opravnéna jednat ve smluvnich
zalezitostech jménem zadavatele. Zadavatel si
vyhrazuje pravo povérit plnénim svych povinnosti
treti stranu, napf. smluvni vyzkumnou organizaci.

Zahajeni klinického hodnoceni, vyzadani pfislusnych

1)

2)
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souhlast a povoleni

Klinické hodnoceni mdze byt v Ceské republice
(dale jen ,,€R“) zahdjeno pouze v pfipadé, ze budou
splnény podminky uvedené v ust. § 55 zak. ¢.
378/2007 Sb. o lécivech a o zménach nékterych
souvisejicich zakon(, v platném znéni (dale jen
,zakon o lé¢ivech”).

V pfipadé, Ze prislusnymi pravnimi predpisy, resp.
touto smlouvou neni stanoveno jinak, je zadavatel
zodpovédny za predlozeni Zadosti o
povoleni/ohlaseni klinického hodnoceni Statnimu
Ustavu pro kontrolu lé¢iv (dale jen ,SUKL“), za
predloZeni Zadosti o vydani stanoviska etické
komisi pro multicentrickd hodnoceni a, je-li
ustavena, etické komisi v misté hodnoceni (dale jen
»eticka komise”) a za komunikaci a poskytovani

2)

3)

4)

1)

2)

Nivolumab Plus
Combination

Ipilimumab or Nivolumab in
with Oxaliplatin Plus
Fluoropyrimidine  versus  Oxaliplatin plus
Fluoropyrimidine in Subjects with Previously
Untreated Advanced or Metastatic Gastric or
Gastroesophageal Junction Cancer.” (“Clinical
Trial”).

The purpose of this Agreement is to set forth
conditions for conducting a Clinical Trial and to
define rights and duties of the Parties with respect
to the course and processing of the Clinical Trial.

The Institution grants its express consent to
conducting a Clinical Trial, as described in Sec. 7 (3)
of the Regulation of the Ministry of Health and the
Ministry of Agriculture No. 226/2008 Coll., on Good
Clinical Practice and Specific Terms of Clinical Trial
of Medicinal Products (“Regulation on Good
Clinical Practice”).

The Parties acknowledge that the Sponsor has
entrusted Bristol-Myers Squibb spol. s r. o,
Budéjovicka 778/3, 140 00 Prague 4, Czech
Republic, Id. No.: 4300 4351, Tax Id. No.: CZ4300
4351, Tel. No.: 221 016 111, Fax No.: 221 016 900
(“BMS CR”) with the control, monitoring and
organization of the Clinical Trial in the Czech
Republic. BMS CR is further entitled to act in
contractual matters on behalf of the Sponsor. The
Sponsor reserves the right to entrust a third party,
for instance, a Contract Research Organization,
with the performance of its duties.

l.
Commencement of Clinical Trial, Request for
Relevant Consents and Permissions

In the Czech Republic, a Clinical Trial may only be
commenced if conditions listed in Sec. 55 of the Act
No. 378/2007 Coll., on Pharmaceuticals and
Changes to Related Acts, as amended (“Act on
Pharmaceuticals”), are met.

Unless stipulated otherwise by relevant legal
regulations or this Agreement, the Sponsor is
accountable for submission of an application for
authorisation/notification of the Clinical Trial to
the State Institute for Drug Control (“Institute”),
for submission of a request for opinion by the
Ethics Committee for Multicentric Clinical Trials
and, if established, the Ethics Committee at the
Clinical Trial Site (“Ethics Committee”) and for
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3)

4)

1)
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soucinnosti vySe uvedenym institucim.

V souladu s ust. § 55 odst. 8 zakona o lécCivech a §
15 vyhlasky o spravné klinické praxi, v platném
znéni, zadavatel zajisti, ze SUKL a etickd komise pro
multicentrickd hodnoceni budou informovany o
zahéjeni klinického hodnoceni v Ceské republice
nejpozdéji 60 dnd po jeho skutecném zahdjeni.
Zkousejici je pak povinen zajistit, Ze o zahajeni
vdaném misté hodnoceni bude informovana
etickd komise, kterd nad timto mistem vykondva
dohled.

Kopie pfislusnych rozhodnuti, kterd vydaly
instituce uvedené vySe, budou uloZzeny u
zkousejictho a zadavatele vdokumentaci o

provedeni klinického hodnoceni.

1.
Misto hodnoceni a doba provedeni klinického
hodnoceni

Klinické hodnoceni bude provedeno ve Fakultni
nemocnici Brno, na Interni hematologické a
onkologické klinice, Jihlavska 20, 625 00 Brno (dale
jen ,misto hodnoceni“) v ¢ele se zkousejicim, ktery
je odpovédny za klinické hodnoceni vrozsahu
odpovédnosti hlavniho zkousejiciho dle ust. § 52
odst. 2 zdkona o lécivech. Zkousejici mizZe povérit
provadénim klinického hodnoceni dalsi
kvalifikované pracovniky (dale jen ,studijni tym“),
zejména dalsi spoluzkousejici lékafe (dale jen
,spoluzkousejici“), povéreni bude doloZeno
pisemné a potvrzeno podpisy zucasténych stran.
Zkousejici  zajistuje, aby vSechny  osoby
spolupracujici na provadéni klinického hodnoceni
byly dostate¢né zkuSené a kvalifikované a byly
nalezité informovany o protokolu a jeho dodatcich,
o hodnocenych lécivych pfipravcich a o svych
ukolech souvisejicich s klinickym hodnocenim a
povinnostech ve smyslu této smlouvy. Zkousejici
zodpovida jako hlavni zkousejici za jim povérené
spolupracovniky, ktefi se podileji na provadéni
klinického hodnoceni. Zhotovitel timto udéluje
souhlas s Ucasti na provadéni klinického hodnoceni
dle této smlouvy vySe uvedenych povérenych
kvalifikovanych pracovnikd, ktefi jsou jeho
zaméstnanci. VSechny osoby podilejici se na
provadéni klinického hodnoceni ve smyslu této
smlouvy, zejména spoluzkousejici, jsou povinny
dodrZzovat podminky klinického hodnoceni podle

communication and provision of assistance to the
above institutions.

3) In compliance with Sec. 55 (8) of the Act on

Pharmaceuticals and Sec. 15 of the Regulation on
Good Clinical Practice, as amended, the Sponsor
will ensure that the Institute and the Ethics
Committee for Multicentric Clinical Trials be
informed about commencement of the Clinical
Trial in the Czech Republic within 60 days, at the
latest, from its actual commencement. The
Investigator is then obligated to ensure that the
Ethics Committee carrying out supervision over the
respective Clinical Trial Site be informed about
commencement of the Clinical Trial at that site.

4) Copies of the relevant decisions issued by the

above institutions shall be filed with the
Investigator and the Sponsor in their documents
relating to the Clinical Trial.

.
Clinical Trial Site and Time Period for Clinical Trial
Conduct

1) The Clinical Trial shall be conducted at Fakultni

nemocnice Brno, Interni hematologicka a
onkologicka klinika, Jihlavska 20, 62500 Brno
(“Clinical Trial Site”) and headed by the
Investigator who is accountable for the Clinical
Trial within the extent of the liability of a Principal
Investigator pursuant to Sec. 52 (2) of the Act on
Pharmaceuticals. The Investigator may authorize
other qualified personnel (“Study Team”) to
conduct the Clinical Trial, in particular other co-
investigating physicians (“Sub-Investigators”); the
authorization shall be evidenced in writing and
confirmed by signatures of the involved parties.
The Investigator ensures that all persons
cooperating in the conduct of the Clinical Trial are
sufficiently experienced and qualified and have
been properly informed about the Protocol and its
Amendments thereof, Investigational Medicinal
Products and their tasks relating to the Clinical Trial
and duties pursuant to this Agreement. The
Investigator, as the Principal Investigator, shall
bear liability for the co-workers entrusted by
him/her, who are involved in the Clinical Trial. The
Institution hereby grants its consent with
participation of the above authorized qualified
personnel, who are its employees, in the Clinical
Trial pursuant to this Agreement. All persons
involved in the Clinical Trial as defined hereunder,
namely Sub-Investigators, are obligated to observe
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2)

3)

4)

1)

této smlouvy. Zhotovitel a zkousejici jsou povinni
ucCinit veskeré kroky ktomu, aby informovali
kazdou takovou osobu podilejici se na provadéni
klinického hodnoceni ve smyslu této smlouvy o
povinnostech vyplyvajicich ztéto smlouvy, a
zavazuji se ziskat souhlas takovychto osob
postupovat v zdleZitostech jejich ucasti na tomto
klinickém hodnoceni podle této smlouvy.

Ke zméné mista hodnoceni muizZe dojit jen po
poskytnuti této informace SUKL a ziskani
souhlasného stanoviska etické komise. Jakékoliv
zmény ve slozeni studijniho tymu se zkousejici
zavazuje bezodkladné ozndmit zadavateli. Pisemny
doklad o vyse uvedenych skute¢nostech musi byt
ulozen v dokumentaci o provedeni klinického

hodnoceni vedené u zkousejicitho v misté
hodnoceni a v dokumentaci zadavatele.
Zhotovitel a zkouSejici se zavazuji pisemné

informovat BMS CR o pfipadném planovaném datu
skonéeni pracovniho poméru zkousejiciho u
zhotovitele, a to nejpozdéji do 3 pracovnich dn(
ode dne, kdy se o dané skute¢nosti dozvédi, a dale
se zavazuji poskytnout BMS CR potfebnou
soucinnost pfi reseni vzniklé situace.

Klinické hodnoceni bude provedeno
v predpokladané dobé 4 let, priblizné od zari 2017.

v.
Zakladni podminky pro zpracovani klinického
hodnoceni

Zkousejici se zavazuje provést a zdokumentovat
klinické hodnoceni a zhotovitel se zavazuje
poskytovat sluzby v souvislosti s provedenim
klinického hodnoceni zejména za podminek a
v souladu s touto smlouvou a s/se:

a) zakony platnymi v CR, zejména zdkonem o
|éCivech, vyhlaskou o spravné klinické praxi,
zakonem ¢.372/2011 Sb.,, o zdravotnich
sluzbach a podminkach jejich poskytovani,
v platném znéni (dale jen ,,zdkon o zdravotnich
sluzbach”), vyhlaskou Ministerstva
zdravotnictvi a Ministerstva zemédélstvi ¢.
86/2008 Sb., o stanoveni zdasad spravné
laboratorni praxe v oblasti Ié¢iv, v platném

1) The

the conditions of the Clinical Trial pursuant to this
Agreement. The Institution and the Investigator
are obligated to take all steps to inform each such
person involved in the Clinical Trial as defined
hereunder about duties arising out of this
Agreement, and they undertake to obtain consents
from such persons to proceed in the matter of their
participation in the respective Clinical Trial
pursuant to this Agreement.

2) The Clinical Trial Site may only be changed if the

Institute is informed thereabout and the
favourable opinion from the Ethics Committee is
obtained. The Investigator undertakes to
immediately report any changes in the
composition of the Study Team to the Sponsor. A
written proof of the above facts must be filed as
part of the documents relating to the conduct of
the Clinical Trial maintained by the Investigator at
the Clinical Trial Site and as part of the documents
of the Sponsor.

3) The Institution and the Investigator undertake to

inform BMS CR in writing about the possible
planned date of termination of the Investigator’s
employment with the Institution, within 3 business
days, at the latest, from the day when they become
aware of such fact, and they further undertake to
provide BMS CR with all necessary assistance in the
resolution of the given situation.

4) The Clinical Trial shall be conducted within the

estimated period of time 4 years, approximately
from September 2017.

Iv.
Basic Conditions for Clinical Trial Processing

Investigator undertakes to conduct and
document the Clinical Trial and the Institution
undertakes to provide services in connection with
the conduct of the Clinical Trial, particularly under
conditions of and in compliance with this

Agreement and:

a) Laws valid in the Czech Republic, in particular
the Act on Pharmaceuticals, Regulation on
Good Clinical Practice, Act No. 372/2011 Coll.,
on Healthcare Services and Conditions of Their
Provision, as amended (“Act on Healthcare
Services”), Regulation of the Ministry of Health
and the Ministry of Agriculture No. 86/2008
Coll., on Setting Principles for Good Laboratory
Practice in Area of Pharmaceuticals, as
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b)

c)

d)

znéni (dale jen ,vyhlaska o spravné laboratorni
praxi“) a zakonem ¢. 101/2000 Sb., o ochrané
osobnich Gdajd, ve znéni pozdéjsich predpisl
(dale také jako ,zdkon o ochrané osobnich
udaju“), pricemz zadavatel, zkousejici a vsechny
osoby podilejici se na klinickém hodnoceni jsou
povinni dodrZovat pravidla spravné klinické
praxe, a jsou povinni postupovat podle pokynu
Evropské komise, Evropské Iékové agentury a
upresfiujicich pokynt SUKL ve smyslu ust. § 56
odst. 13 zakona o IécCivech. Klinickd hodnoceni
humannich lécivych pfipravk( musi byt dale
provadéna v souladu s etickymi zasadami
stanovenymi predpisy Evropskych spolecéenstvi,
zejména smérnici Komise 2005/28/ES, kterou
se stanovi zasady a podrobné pokyny pro
spravnou  klinickou  praxi  tykajici se
hodnocenych humannich léCivych pfipravkd a
také pozadavky na povoleni vyroby ¢i dovozu
takovych ptipravkd;

pisemnym vyjaddfenim SUKL k provadéni
klinického hodnoceni v CR, pokud bylo takové
vyjadreni  vystaveno, a stanovisky a
podminkami etické komise;

specifikacemi stanovenymi v této smlouvé, v
protokolu a dalSich dokumentech vydanych
zadavatelem. Pfipadné zmény protokolu Ize
provést jen se souhlasem zadavatele a
zkousejiciho, tyto zmény musi byt, pokud je to
vzhledem kpovaze zmén vyZzadovano,
schvaleny SUKL a etickou komisi. PFipadny
pisemny souhlas vySe uvedenych instituci musi
byt soucdsti dokumentace o provedeni
klinického hodnoceni zkousejiciho a zadavatele.
Smluvni strany se dohodly, Ze dodatek k této
smlouvé bude vsouvislosti se zménou
protokolu uzavien pouze v pfipadé, Ze platné
znéni smlouvy nebude v souladu se zménami
v protokolu, napt. Ze ve smlouvé nebo jejich
pfilohach nebude stanovena Uhrada za
vySetieni, které zménény protokol bude nové
vyzadovat. ZkousSejici se ktomu zavazuje
informovat zhotovitele o vSech zméndch
protokolu, které odsouhlasi;

Souborem informaci pro zkousejiciho a jeho
pfipadnymi dodatky, které obsahuji veskeré
vsouCasné dobé znamé informace o
hodnoceném léCivém pfipravku a jeho
vlastnostech, nebo Souhrnem udajt
o ptipravku. Tento dokument/Tyto dokumenty
preda zadavatel zkousejicimu a bude/budou

b)

c)

d)
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amended (“Regulation on Good Laboratory
Practice”), and Act No. 101/2000 Coll., on
Personal Data Protection, as amended (“Privacy
Act”), with the Sponsor, the Investigator and all
persons involved in the Clinical Trial being
obligated to comply with the rules of Good
Clinical Practice and to proceed pursuant to the
instructions  issued by the European
Commission, European Medicines Agency and
clarifying instructions by the Institute, as
defined in Sec. 56 (13) of the Act on
Pharmaceuticals. Clinical Trials of medicinal
products for human use must be conducted in
compliance with ethical standards set by the
regulations of the European Community,
namely EC Directive 2005/28/EC, under which
principles and detailed instructions are set for
good clinical practice with respect to
Investigational Medicinal Products and also
requirements for permission of production or
import of such products;

A written opinion by the Institute to conduct
the Clinical Trial in the Czech Republic, if such
opinion was issued, and opinions and
conditions of the Ethics Committee;
Specifications set forth in this Agreement, the
Protocol and other documents issued by the
Sponsor. Changes, if any, to the Protocol may
only be made with the Sponsor’'s and
Investigator’s consent; such changes must be, if
required given the nature of the changes,
approved by the Institute and the Ethics
Committee. Written consent, if any, by the
above institutions must form a part of the
documents on the Clinical Trial of the
Investigator and the Sponsor. The Parties have
agreed that any amendment to this Agreement
will be concluded in connection with a change
to the Protocol only if the valid wording of the
Agreement is not in compliance with changes in
the Protocol, for instance, where a payment for
examination is not included in the Agreement
or its amendments, which the amended
Protocol will newly request. In this connection,
the Investigator undertakes to inform the
Institution about all changes to the Protocol,
which he/she has approved;

The Investigator Brochure and its addenda, if
any, which include all currently known
information about the Investigational Medicinal
Product and its features, or the Summary of
Product Characteristics. This document/These
documents shall be provided by the Sponsor to
the Investigator and shall be attached to the

5/31



e)

pfipojen(y) kdokumentaci o provedeni
klinického hodnoceni. Pfipadné zmény v tomto
dokumentu/ v téchto dokumentech da
zadavatel na védomi etické komisi a SUKL;
Smeérnici o spravné klinické praxi vydanou 1. 5.
1996 Mezinarodni konferenci pro harmonizaci
(véetné errat zahrnutych po ukonceni Kroku 4
harmonizacniho procesu ze =zafi 1997) a
zavedenim jeji Casti E6 vEU a EEA 17. ledna
1997 (smérnice CPMP ¢. CPMP/ICH/135/95) av
souladu s Helsinskou deklaraci (ptijatou na 18.
zasedani Sveétové |ékarské asociace v roce 1964,
ve znéni pozdéjsich dodatku).

2) Zkousejici se dale zavazuje:

a)

b)

c)

d)

v pripadé preruseni ¢i predéasného ukonéeni

klinického hodnoceni pred dokonéenim vsech
ukolG stanovenych protokolem neprodlené
informovat subjekty hodnoceni a zajistit jejich
dalsi lécbu a sledovani jejich zdravotniho
stavu. V pfipadé preruseni i predcasného
ukonceni klinického hodnoceni zkousejicim
bez predchoziho souhlasu zadavatele
neprodlend informovat zadavatele, SUKL a
etickou komisi, a dale poskytnout zadavateli a
etické komisi podrobnou pisemnou zpravu o
dlvodech takového preruseni ¢i predcéasného
ukonceni;

zodpovédét jakékoli dalsi otdzky vznesené ze
strany zadavatele v souvislosti s klinickym
hodnocenim ipoté, kdy zkousejici predd
zaznamy subjektd hodnoceni (dale také jako
»,CRF“) zadavateli;

seznamit se pred zahajenim klinického
hodnoceni se spravnym pouZivanim a
vlastnostmi hodnocenych IéCivych pripravkd,
jak jsou popsany v protokolu a jeho dodatcich,
v Souboru informaci pro zkousejiciho nebo
Souhrnu Udaji o pfipravku a v dalsich
informacnich  materidlech  poskytnutych
zadavatelem;

vramci spravné klinické praxe (i) vést
pisemnou evidenci osob, které povéfil
provadénim ukolG podstatnych pro pribéh
klinického hodnoceni, (ii) zajistit, Ze subjektu
hodnoceni je poskytnuta primérena lékarska
péle v pripadé nezadouci prihody, vcetné
klinicky vyznamné odchylky laboratornich
hodnot od hodnot normalnich, ke které doslo
v souvislosti s klinickym hodnocenim, (iii)

documents about the Clinical Trial. Changes, if
any, to this document/to these documents shall
be notified by the Sponsor to the Ethics
Committee and the Institute;

e) Guidelines for Good Clinical Practice as issued
on 1 May 1996 by the International Conference
for Harmonization (including errata included
after completion of Step 4 of the harmonization
process of September 1997) and
implementation of their Section E6 in the EU
and EEA on 17 January 1997 (Directive CPMP
No. CPMP/ICH/135/95) and in compliance with
the Declaration of Helsinki (adopted at the 18t
World Medical Assembly in 1964, as amended).

2) In addition, the Investigator undertakes:

a) In case of suspension or early termination of
the Clinical Trial prior to completion of all
tasks set by the Protocol, to immediately
inform the Clinical Trial Subjects and provide
for their further treatment and monitoring of
their health condition. If the Clinical Trial is
suspended or terminated early by the
Investigator without prior consent of the
Sponsor, the Investigator undertakes to
immediately inform the Sponsor, the Institute
and the Ethics Committee and, further, to
provide the Sponsor and the Ethics
Committee with a detailed written report on
the reasons of such suspension or early
termination;

b) To answer any other questions raised by the
Sponsor in connection with the Clinical Trial
after the Investigator hands over the Case
Report Forms (“CRF”) to the Sponsor;

c) Prior to commencement of the Clinical Trial,
to become acquainted with the correct use of
and features of the Investigational Medicinal
Products, as they are described in the Protocol
and its Amendments thereto and in the
Investigator Brochure or the Summary of
Product Characteristics and other
informational materials provided by the
Sponsor;

d) As part of the Good Clinical Practice, (i) to
maintain written records of the persons that
the Investigator has entrusted with
performance of tasks substantial for the
course of the Clinical Trial, (ii) to ensure that a
Clinical Trial Subject is provided with
adequate medical care in case of an adverse
event, including any clinically significant
laboratory test abnormality compared to
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zjisti-li nebo je-li informovan o soubéiné
probihajicim onemocnéni subjektu
hodnoceni, informovat subjekt hodnoceni o
této skutecnosti, (iv) v pripadé souhlasu
subjektu hodnoceni informovat o ucasti
subjektu v  klinickém hodnoceni jeho
osetfujiciho |ékatfe; rozhodnutim subjektu

hodnoceni neni dotcena povinnost
informovat o poskytnutych zdravotnich
sluzbach  oSetfujiciho |ékate  subjektu

hodnoceni v oboru vseobecné praktické
lékarstvi, pokud je zkousSejicimu znam, a (v)
vyvinout pfimérené usili ke zjisténi ddvodu
pro predcasné  odstoupeni  subjektu
z klinického hodnoceni, aniz by byla dotéena
prava subjektu hodnoceni.

3) Zhotovitel se zavazuje poskytnout k provedeni

klinického hodnoceni prostory a vytvofit
personalni, materidlni a technické podminky tak,
aby mohl bytdodrzen casovy plan uvedeny
v protokolu. Zkousejici a zhotovitel se dale zavazuiji
(i) zajistit bezpecné nakladani shodnocenym
|éCivym pripravkem béhem celého klinického
hodnoceni, (ii) pfijmout potfebnd opatieni
k ochrané Zivota a zdravi subjektd klinického
hodnoceni, (iii) povéfit pfislusné kvalifikovaného
zaméstnance zhotovitele nebo smluvné zajistit
prislusné kvalifikovanou osobu nebo zaclenit
povérenou pfrislusné kvalifikovanou osobu jako
Clena studijniho tymu v pozici farmaceuta k
zajiSténi rddného zachazeni a nasledného vydeje
hodnoceného lécivého pripravku dle pozadavki
zkousejiciho, v souladu se spravnou lékarenskou
praxi (vyhlaska ¢. 84/2008 Sb.), platnymi zakony a
predpisy a ustanovenimi protokolu, pficemz tam,
kde tato smlouva odkazuje na spoluzkousejiciho,
rozumi se jim ipovéreny farmaceut, pokud to
zjevné neodporuje smyslu nebo ucelu daného
ustanoveni smlouvy, a (iv) zajistit dGvérnost vsech
informaci tykajicich se subjektd hodnoceni a
naklddat se ziskanymi informacemi a udaji
v souladu se zakonem o ochrané osobnich udaju.
Zkousejici a zhotovitel se zavazuji fidit veskerymi
pisemnymi pokyny zadavatele, které se tykaji
ochrany informaci o subjektech hodnoceni
vsouladu sdanym prdvnim systémem za
predpokladu, Ze tyto informace budou ve formé
dané CRF zasilany do tfetich zemi.

normal values, which has occurred in
connection with the Clinical Trial, (iii) if the
Investigator ascertains any parallel disease of
a Clinical Trial Subject or is informed
thereabout, to inform the Clinical Trial Subject
about such fact, (iv) if a Clinical Trial Subject
gives his/her consent thereto, to inform
his/her attending physician about the
subject’s participation in the Clinical Trial; the
obligation to inform the Clinical Trial Subject's
attending physician, if known by the
Investigator, about the provided healthcare
services is not affected by this Clinical Trial
Subject's decision, and (v) to use reasonable
efforts to ascertain reasons for early
withdrawal of the Clinical Trial Subject from
the Clinical Trial, without any rights of the
Clinical Trial Subject being affected.

3) The Institution undertakes to provide premises for

conducting of the Clinical Trial and provide for
personnel, material and technical resources so that
the time schedule specified in the Protocol can be
complied with. The Investigator and the Institution
further undertake to (i) provide for safety handling
of the Investigational Medicinal Product during the
entire Clinical Trial, (ii) adopt all necessary
measures to protect the lives and health of the
Clinical Trial Subjects, (iii) authorize relevant
qualified employees of the Institution or, on a
contractual basis, arrange for an adequately
qualified person, or include an authorized
adequately qualified person as a Study Team
member serving as a pharmacist to ensure due
handling and subsequent dispensing of the
Investigational Medicinal Product, as required by
the Investigator, in compliance with the Good
Pharmacy Practice (Regulation No. 84/2008 Coll.),
applicable laws and regulations and provisions of
the Protocol, provided that, where the Agreement
refers to a Sub-Investigator, this also means an
authorized pharmacist, if not in apparent conflict
with the sense or purpose of the respective
provision of the Agreement, and (iv) ensure
confidentiality of all information relating to Clinical
Trial Subjects and maintain the acquired
information and data in compliance with the
Privacy Act. The Investigator and the Institution
undertake to observe all written instructions by the
Sponsor relating to the protection of data about
Clinical Trial Subjects in compliance with relevant
legislation, where this information is, in the form of
the given CRF, transferred to third countries.
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4)

5)

6)
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Zadavatel  poskytne  zhotoviteli  bezplatné
hodnocené |écivé pripravky dle protokolu a dalsi
materidl podle protokolu nezbytné k provedeni
klinického hodnoceni tak, aby mohla byt dodrZzena
doba trvani klinického hodnoceni predpokladand
v Cl. Ill, odst. 4 této smlouvy. Mistem dodani
hodnoceného lécivého ptipravku, popf. i ostatnich
|éCivych pripravkd a souvisejiciho materidlu je
Iékarna povéreného farmaceuta dle ¢l. IV odst. 3
této smlouvy, pficemzZ veskeré dodavky budou
adresovany clenu studijniho tymu v postaveni
farmaceuta dle ¢l. IV odst. 3 této smlouvy.
Hodnocené |écivé pripravky budou pfipravovany,
upravovany, kontrolovany, uchovavany, vydavany
a likvidovany v souladu se spravnou |ékdrenskou
praxi, pficemzZ veskeré osoby zajistujici uvedené
sluzby musi spliiovat poZadované odborné
predpoklady pro radny vykon takovych cinnosti.

Zadavatelem poskytnuté |écivé pripravky i ostatni
materiadl, jejichz specifikace je uvedena
v protokolu, pouZiji zhotovitel a zkousejici pouze
pro ucely provedeni klinického hodnoceni. Veskeré
hodnocené |écivé pripravky a materidly, které
nebudou pouzity vramci klinického hodnoceni,
vrati zhotovitel a zkousejici zadavateli a o této
skutec€nosti bude pofizen zapis.

V pfipadé, Ze bude mistu hodnoceni zapUljéena
jakdkoli véc nutnd pro provadéni klinického
hodnoceni, zavazuje se zhotovitel a zkousejici
pouzivat tuto véc pouze pro UuUcely provedeni
klinického hodnoceni a véc vratit zadavateli bez
zbyteénych odkladd po ukonéeni klinického
hodnoceni nebo na zakladé vyzvy zadavatele.

Zkousejici se zavazuje, Ze v pribéhu klinického
hodnoceni bude postupovat a povede ptislusnou
dokumentaci podle pozadavk( protokolu a podle
zasad spravné klinické praxe a bude provadét
spravné, citelné, Uplné a vcasné zaznamendvani
udaja tykajicich se klinického hodnoceni do
zdravotni dokumentace (napt. chorobopis, zaznam
o ambulantnim vysetreni, atd.) subjektu hodnoceni
a do zaznam( subjektd hodnoceni. Zaznamy
subjektll hodnoceni musi byt vsouladu se
zdrojovymi dokumenty. Pfipadné nesrovnalosti je
zkousejici povinen vysvétlit a odstranit. Kazda
zména nebo oprava v zaznamech subjekt(
hodnoceni musi byt oznacena datem a podpisem
osoby, kterd opravu provedla, popf. vysvétlena
podle pozadavk( spravné klinické praxe.

4)

5)

6)

The Sponsor shall provide the Institution with
Investigational Medicinal Products according to the
Protocol and other materials according to the
Protocol necessary for the Clinical Trial free of
charge so that the term of the Clinical Trial is
complied with, as estimated in Article Ill (4) of this
Agreement. The Investigational Medicinal Product,
or other medicinal products and related materials,
shall be delivered to the pharmacy of the
authorized pharmacist pursuant to Article IV (3)
hereof, with all deliveries being addressed to the
Study Team member serving as the pharmacist
pursuant to Article IV (3) of this Agreement. The
Investigational Medicinal Products will be
prepared, adapted, controlled, stored, dispensed
and liquidated in compliance with the Good
Pharmacy Practice, provided that all persons
ensuring the above services must have the
required prerequisites in terms of expertise for due
performance of such activities.

Medicinal products and other materials provided
by the Sponsor, specification of which is provided
in the Protocol, shall be used by the Institution and
the Investigator only for purposes of the Clinical
Trial. All Investigational Medicinal Products and
materials not used as part of the Clinical Trial shall
be returned by the Institution and the Investigator
to the Sponsor and a record shall be drawn up
about it.

If any item necessary for the Clinical Trial is loaned
to the Clinical Trial Site, the Institution and the
Investigator undertake to use such item only for
purposes of conducting the Clinical Trial and return
such item to the Sponsor without any undue delay
after the Clinical Trial is completed or upon the
Sponsor’s request.

The Investigator undertakes that, in the course of
the Clinical Trial, he/she shall proceed and shall
maintain relevant documents, as required by the
Protocol and principles of the Good Clinical
Practice, and shall record correctly, clearly, fully
and timely any data relating to the Clinical Trial in
the medical documentation (for instance, a case
record, record on ambulatory examination, etc.) of
a Clinical Trial Subject and in the Case Report
Forms. The Case Report Forms must correspond to
the source documents. Any discrepancies must be
explained and removed by the Investigator. Each
change or correction in the Case Report Forms
must be provided with a date and signature of the
person who made such change or correction, or
must be explained pursuant to requirements of the

8/31



7) Zhotovitel a zkousejici se zavazuji zabezpecit dale
uvedené skutec¢nosti:

a)

b)
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spravnou evidenci, skladovani a sprdvné a
bezpecné zachazeni s hodnocenym léCivym
pfipravkem v misté hodnoceni a jeho uzivani
vyhradné v souladu s vySe uvedenym
protokolem a touto smlouvou. Zkousejici nebo
jim povérena osoba je povinna vést zdznamy o
dodavani hodnoceného léc¢ivého pripravku do
mista hodnoceni, o stavu zasob hodnoceného
|éCivého pripravku v misté hodnoceni, o uZivani
kazdym ze subjektd hodnoceni, o vraceni
nepouzitého hodnoceného IéCivého pfipravku
zadavateli nebo o jiném zplsobu jeho likvidace,
o likvidaci prazdnych nebo poloprazdnych oball
hodnoceného lécivého pripravku a o vraceni
vratného obalového materidlu, ktery je
pfipadné pouzit pro transport hodnoceného
|éCivého pripravku do mista hodnoceni. Tyto
zdznamy obsahuji datum, mnozstvi, Sarze, dobu
pouzitelnosti a kodova Cisla prirazena
hodnocenému lécivému pfipravku a subjektiim
hodnoceni. Zkousejici je povinen vést zaznamy
prokazatelné dokumentujici, Ze subjektiim
hodnoceni byly poskytnuty davky |écivého
pfipravku uvedené v protokolu, a vykazujici
nakladani se vSemi hodnocenymi [éCivymi
pfipravky prevzatymi od zadavatele;

archivaci veskeré dokumentace tykajici se
klinického hodnoceni v souladu se spravnou
klinickou praxi, vcetné (i) dokumentace
vztahujici se k subjektidm hodnoceni zahrnutym
do klinického hodnoceni, (ii) zdrojové zdravotni
dokumentace dle pravidel pro uchovavani
zdravotni dokumentace v souladu pftislusnou
pravni Upravou, a (iii) specifickych kédu
subjektd hodnoceni, a to vSe minimalné po
dobu stanovenou v § 9 odst. 7 vyhlasky o
spravné klinické praxi. Zhotovitel a zkousejici se
dale zavazuji, Ze zni¢eni dokumentace tykajici
se klinického hodnoceni nebude provedeno bez
pfedchoziho pisemného souhlasu zadavatele;

pokud zkousejici pouzije k provedeni analyzy
pro ucely klinického hodnoceni externi
laboratof, kterou pfimo nezajisti zadavatel,
nebo interni laboratof zhotovitele, bude tato
laboratof zpUsobild k provedeni analyz
odpovidajicich zasaddm spravné klinické praxe

Good Clinical Practice.

7) The Institution and the Investigator undertake to
provide for the following:

a)

b)

Correct maintenance of records, storage and
correct and safe handling of the Investigational
Medical Product at the Clinical Trial Site and its
use solely in compliance with the above
Protocol and this Agreement. The Investigator
or any person authorized by him/her shall
maintain records on deliveries of the
Investigational Medicinal Product to the Clinical
Trial Site, about the inventory level of the
Investigational Medicinal Product, use by each
of the Clinical Trial Subjects and on return of
unused Investigational Medicinal Product to the
Sponsor or another manner of its liquidation,
liguidation of empty or half-empty containers
of the Investigational Medicinal Product and on
return of recyclable packaging materials, which
are used, as the case may be, for transport of
the Investigational Medicinal Product to the
Clinical Trial Site. These records shall include
the date, quantity, batches, use date and code
numbers allocated to the Investigational
Medicinal Product and the Clinical Trial
Subjects. The Investigator is obligated to
maintain records provably evidencing that the
Clinical Trial Subjects were provided with
dosages of the Investigational Medicinal
Product as stated in the Protocol and showing
handling of all Investigational Medicinal
Products as taken over from the Sponsor;
Archiving of all documents relating to the
Clinical Trial in compliance with the Good
Clinical Practice, including (i) documents
relating to the Clinical Trial Subjects enrolled in
the Clinical Trial, (ii) the source medical
documentation according to the principles for
maintenance of medical documentation in
compliance with relevant legislation, and (iii)
specific codes of the Clinical Trial Subjects, all at
least for the period specified in Sec. 9 (7) of the
Regulation on Good Clinical Practice. The
Institution and the Investigator further
undertake that the documents relating to the
Clinical Trial shall not be liquidated without the
Sponsor’s prior written consent;

If the Investigator uses, for making an analysis
for purposes of the Clinical Trial, an external
laboratory which is not directly arranged for by
the Sponsor, or an internal laboratory of the
Institution, such laboratory shall be fit for
making analyses corresponding to the
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d)

e)

f)

a spravné laboratorni praxe;

zkousejici si je védom skutecnosti, Ze zdkonné
zdravotni pojisténi kryje pouze naklady
vyplyvajici z provedeni diagnézy a léceni
subjektu hodnoceni v rozsahu, ktery by vznikl u
kazdého pacienta s touto diagnézou, tj. kdyby
se subjekt nezucastnil klinického hodnoceni
|éCivého pripravku. Jakékoliv dalsi naklady jsou
pokryty platbou od zadavatele. Zhotovitel a
zkousejici se zavazuji, Ze nebudou narokovat
plnéni z vefejného zdravotniho pojisténi na
zdravotni péci subjektl hodnoceni hrazenou
zadavatelem v souvislosti s klinickym
hodnocenim podle této smlouvy;

zkousejici se zavazuje poskytnout zadavateli na
zakladé jeho pisemné vyzvy zpravu o pribéhu
klinického hodnoceni v misté hodnoceni
v terminu stanoveném zadavatelem;

zhotovitel se zavazuje poskytnout zadavateli
kopie prislusnych laboratornich certifikatd
a/nebo akreditaci, kopie dokument
s rozmezim pfislusnych normalnich
laboratornich hodnot, kopie certifikat(, popfr.
protokold o kontrole zdravotnické techniky
apod. V pfipadé uplynuti doby platnosti téchto
dokument poskytne zhotovitel zadavateli
kopie téchto novych platnych dokument.

8) Smluvni strany se zavazuji bezvyhradné dodrZet

podminky ochrany subjektl hodnoceni upravené v
ust. § 52 zdkona o léCivech, zejména pak zajistit, Ze

prava,

bezpecnost a kvalita Zivota subjektu

hodnoceni vidy pfevazuji nad zajmy védy a
spolecnosti.

V.

Vybér subjektti hodnoceni pro klinické hodnoceni a

vyZadani jejich souhlasu

1) Pocet subjektll hodnoceni, ktery bude zkousejicim

zafazen do klinického hodnoceni, je stanoven
v pfiloze €. 1, kterd je nedilnou soucdsti této
smlouvy. Za zafazeny subjekt hodnoceni ve smyslu
predchozi véty se povazuje subjekt, ktery spliiuje
veskera vstupni kritéria pro zarazeni subjektli do
klinického hodnoceni a zaroven nespliiuje ani

jedno z kritérii pro nezafazeni subjektd do
klinického
Zadavatel si

kritérii).
nabér

hodnoceni  (vylucujicich
vyhrazuje prdvo kdykoli

d)

e)

f)

principles of the Good Clinical Practice and the
Good Laboratory Practice;

The Investigator is aware of the fact that the
statutory health insurance only covers costs
arising out of the making of a diagnosis and
treatment of the Clinical Trial Subject to the
extent that would occur with respect to each
patient with such diagnosis, i.e., if a Clinical Trial
Subject did not participate in the Clinical Trial of
the Medicinal Product. Any other costs are
covered by a payment from the Sponsor. The
Institution and the Investigator undertake not
to claim any payment from the public health
insurance for medical care of the Clinical Trial
Subjects as paid by the Sponsor in connection
with the Clinical Trial under this Agreement;
The Investigator undertakes to provide the
Sponsor, upon its written request, with a report
on the course of the Clinical Trial at the Clinical
Trial Site within the deadline as specified by the
Sponsor;

The Institution undertakes to provide the
Sponsor with copies of the relevant laboratory
certificates and/or accreditations, copies of
documents with ranges of the relevant normal
laboratory values, copies of certificates,
protocols on inspection of the medical
equipment, as the case may be, etc. If validity of
the above documents expires, the Institution
shall provide the Sponsor with copies of new
valid documents.

8) The Parties undertake to unconditionally comply
with terms and conditions for protection of the
Clinical Trial Subjects, as provided in Sec. 52 of the
Act on Pharmaceuticals, in particular, to ensure
that the rights, safety and quality of life of a Clinical
Trial Subject always prevail over the interests of
science and the society.

V.

Selection of Subjects for Clinical Trial and Request

for Their Consent

1) The number of Clinical Trial Subjects to be enrolled
in the Clinical Trial by the Investigator is set forth in
Exhibit 1 hereto, which forms an integral part
hereof. An enrolled Clinical Trial Subject, as
specified in the previous sentence, shall mean a
subject meeting all inclusion criteria for enrollment
of subjects in the Clinical Trial and, at the same
time, not meeting any of the criteria for not
enrolling subjects in the Clinical Trial (exclusion
criteria). The Sponsor reserves the right to end the
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enrollment of Clinical Trial Subjects at the Clinical
Trial Site at any time. In addition, the Sponsor is
entitled to permit that a greater number of Clinical
Trial Subjects be enrolled than specified in Exhibit
1 hereto. This permission shall be in writing and
shall be signed on behalf of the Sponsor by an
authorized representative of the Sponsor, who will
be the person in the position of the Clinical Site
Manager or the Clinical Site Monitor.

subjektll hodnoceni v misté hodnoceni ukoncit.
Zadavatel je déle opravnén povolit zafazeni vétsiho
poctu subjektl hodnoceni, nez je uvedeno v priloze
¢. 1. Toto povoleni bude mit pisemnou formu a
bude za zadavatele podepsdno povéfenym
zastupcem zadavatele, kterym bude osoba na
pozici Clinical Site Manager nebo Clinical Site
Monitor.

2) Subjekt hodnoceni, ktery podepise informovany | 2) A Clinical Trial Subject who has signed the informed
souhlas s ucasti v klinickém hodnoceni, ale nesplni consent with participation in the Clinical Trial, but
veskera kritéria pro zarazeni subjektl do klinického has not met all criteria for enrollment of subjects in
hodnoceni a/nebo splni alespon jedno z kritérii pro the Clinical Trial and/or meets at least one of the
nezafazeni subjektl do klinického hodnoceni, je criteria for not enrolling subjects in the Clinical
povaZovan za tzv. neldspésny skrinink. Trial, shall be considered as a screening failure.

3) Zarazeni subjektd do klinického hodnoceni bude | 3) Enrollment of subjects in the Clinical Trial shall only
mozné jen sjejich pisemnym informovanym be possible with their written informed consent
souhlasem a po jejich fddném pouceni o jejich and after they have been duly informed about their
pravech v pribéhu celého klinického hodnoceni, rights during the entire Clinical Trial, including the
véetné prava kdykoliv zklinického hodnoceni right to withdraw from the Clinical Trial at any time.
odstoupit. Vyzadani souhlasu od subjekt( Consent by Clinical Trial Subjects must be
hodnoceni musi byt ve shodé s etickymi principy a requested in compliance with ethical principles and
spravnou klinickou praxi. K tomu: the Good Clinical Practice. With respect to this:

a) zadavatel zpracuje a preda zkousejicimu navrh a) The Sponsor shall prepare and submit to the

formulare informovaného souhlasu subjektu
hodnoceni, jehoZ soucasti jsou i informace pro
subjekt hodnoceni, se zatazenim do klinického
hodnoceni. Tento dokument musi (i) obsahovat
vSsechny povinné informace dle pfrislusnych
pravnich a jinych predpist, (ii) odpovidajicim
zpUsobem popisovat vSechna predvidatelna
rizika spojena s ucasti v klinickém hodnoceni
véetné rizik spojenych s uzivanim hodnoceného
|éCivého pripravku, (iii) obsahovat souhlas
subjektu s tim, Ze identifikovatelné informace o
subjektu hodnoceni a jemu odebrané vzorky
budou poskytnuty/pfedany zadavateli nebo
jiné opravnéné osobé a zadavatelem ¢i jinou
opravnénou osobou hodnoceny v poZadované
mife a vsouvislosti stimto  klinickym
hodnocenim, (iv) obsahovat souhlas subjektu
s tim, Ze neidentifikovatelnd studijni
data/vzorky budou poskytnuta/pfedana a dale
zpracovavana zadavatelem a jeho partnery,
ktefi s nim spolupracujici na vyzkumu, a to jak
v souvislosti s timto klinickym hodnocenim, tak
v souvislosti s dalSim  probihajicim  nebo
budoucim vyzkumem, ktery nutné nemusi
s timto klinickym hodnocenim souviset. Znéni
tohoto dokumentu musi byt schvéleno SUKL a
etickou komisi;

Investigator a draft of an Informed Consent
Form for a Clinical Trial Subject with respect to
enrollment in the Clinical Trial, including
information for the Clinical Trial Subject. This
document must (i) include all mandatory
information according to relevant legal and
other regulations, (ii) describe, in a
corresponding manner, all predictable risks
related to participation in the Clinical Trial,
including risks connected with the use of the
Investigational Medicinal Product, (iii) include
the respective subject’s consent, with the
identifiable information about the Clinical Trial
Subject and samples taken from him/her being
submitted/transferred to the Sponsor or
another authorized person to be assessed by
the Sponsor or another person to the extent
requested and in connection with this Clinical
Trial, (iv) include the respective subject’s
consent with unidentifiable study data/samples
being submitted/transferred and further
processed by the Sponsor and its partners
cooperating with the Sponsor with respect to
the research, both in connection with the
Clinical Trial and with other ongoing or future
research that necessarily does not need to
relate to this Clinical Trial. The wording of this
document must be approved by the Institute
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b) se zkousSejici zavazuje v pripadé souhlasu
subjektu hodnoceni pozadat subjekt pred
zafazenim do klinického hodnoceni, po
odborném pouceni a nasledné za predpokladu
bezvyhradného informovani, ojeho podpis a
uvedeni data na formuladfi informovaného
souhlasu subjektu hodnoceni. Poucdeni musi
obsahovat naleZitosti a souhlas subjektu musi
byt ziskan za podminek stanovenych v ust. § 51
odst. 2 pism. h) zakona o léCivech avust. § 8 a
pfiloze €. 2 vyhlasky o spravné klinické praxi;

c) je zkousejici povinen zajistit, aby subjekt
hodnoceni podpisem formuldre, kterym
vyjadfuje souhlas sucasti v  klinickém
hodnoceni, potvrdil, Ze (i) jeho ucast v klinickém
hodnoceni je dobrovolnd a Ze se zavazuje
dodrZovat pokyny pro subjekt hodnoceni
uvedené v pisemném pouceni a plnit pokyny
zkousejiciho, a (ii) vyslovné souhlasi s tim, Ze
jeho  anonymizované  zdravotni  Udaje,
zaznamenané v priibéhu klinického hodnoceni,
mohou byt predany zadavateli a zadavatel je
mUZe pouZivat za Ucelem zpracovani udajl
ziskanych v prdbéhu prislusného klinického
hodnoceni a ziskané vysledky ddle pouZivat a
dale souhlasi s tim, Ze osoby odpovédné za
vedeni a kontrolu klinického hodnoceni mohou
nahlizet do jeho lékarskych zaznam;

d) se zhotovitel a zkousSejici zavazuji zajistit, Ze
jménem zadavatele nebudou Cinény zadné jiné
sliby ¢i zavazky vici subjektu hodnoceni nez ty,

které zadavatel predem pisemné schvalil.

Zkousejici  zajisti, Ze podepsané dokumenty
subjektd hodnoceni o jejich poudeni a souhlasu
pofizené podle odst. 3 vySe budou uloZeny
v dokumentaci o provedeni klinického hodnoceni
jim vedené. Zhotovitel a zkousejici dale zajisti, Ze
tyto dokumenty budou archivovany dle podminek
uvedenych v ¢l. IV, odst. 7 pism. b) této smlouvy.
Subjekt hodnoceni obdrzi stejnopis formulare

informovaného souhlasu opatfeny datem a
podpisem.
Pokud zkousejici zjisti v prabéhu klinického

hodnoceni, Ze subjekt hodnoceni zafazeny do

4)

5)

and the Ethics Committee;

b) If a Clinical Trial Subject grants his/her consent,
the Investigator undertakes to request the
Clinical Trial Subject, prior to his/her enrollment
in the Clinical Trial, after him/her having been
professionally informed and provided that
he/she has been informed without any
reservations, for his/her signature and inclusion
of a date in the Informed Consent Form of the
Clinical Trial Subject. The information must
include all requisites and the subject’s consent
must be obtained under conditions as set forth
in Sec. 51 (2) (h) of the Act on Pharmaceuticals
and Sec. 8 and Attachment 2 to the Regulation
on Good Clinical Practice;

c) The Investigator is obligated to ensure that the
Clinical Trial Subject confirms by his/her
signature of the form, granting his/her consent
to the participation in the Clinical Trial, that (i)
his/her participation in the Clinical Trial is
voluntary and that he/she undertakes to
adhere to the instructions for a Clinical Trial
Subject, as specified in the written information,
and perform the Investigator’s instructions, and
(ii) he/she expressly agrees that his/her
anonymous medical data, as recorded during
the Clinical Trial, may be submitted to the
Sponsor and the Sponsor may use it for
purposes of processing data obtained during
the relevant Clinical Trial and further use the
obtained results and, in addition, he/she agrees
that the persons responsible for management
of and control over the Clinical Trial may inspect
his/her medical records;

d) The Institution and the Investigator undertake
to ensure that no promises or covenants to a
Clinical Trial Subject shall be made on the
Sponsor’s behalf other than those approved by
the Sponsor in advance.

The Investigator shall ensure that the signed
documents of the Clinical Trial Subjects concerning
their having been informed and about their
consent obtained pursuant to part 3 above shall be
filed in the documents on the Clinical Trial
maintained by the Investigator. The Institution and
the Investigator shall further ensure that these
documents are archived as specified in Article IV (7)
(b) hereof. The Clinical Trial Subject shall receive a
counterpart of the Informed Consent Form,
provided with the date and signature.

If the Investigator ascertains during the Clinical
Trial that a Clinical Trial Subject enrolled in the
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7)

klinického hodnoceni nevyhovuje jeho kritériim,
okamzité o tom bude informovat zadavatele a po
dohodé snim subjekt zpribéhu klinického
hodnoceni vyradi.

Zhotovitel, zkousejici i zadavatel jsou povinni
v pribéhu klinického hodnoceni i po jeho ukonceni
dbét podle piislu$nych pravnich predpist CR, a to
zejména zakona o ochrané osobnich udajl, o
ochranu osobnich Udaji subjektd hodnoceni
zafazenych do klinického hodnoceni. V CRF budou
Udaje o klinickém hodnoceni zaznamenany
zasadné anonymné, tj. aniz by byl subjekt
hodnoceni jmenovan, pficemzZ veskeré zaznamy
v CRF musi byt odvoditelné z Iékarskych zaznamd,
pokud zadavatel v nékterych pripadech nestanovi
jinak. Jméno subjektu hodnoceni, stejné jako jiné
Udaje vztahujici se kjeho osobé nebudou
smluvnimi stranami zvefejiovany.

Informovany souhlas musi trvat po celou dobu
klinického hodnoceni. Pokud by jej subjekt
hodnoceni odvolal, zkousejici se zavazuje to bez
zbyteéného odkladu oznamit zadavateli a po
provedeni zavérecnych nezbytnych vysetfeni,
vyradi subjekt z klinického hodnoceni.

VI.

Sledovani a kontrola prtibéhu klinického hodnoceni

1)

2)

3)
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Pribéh a provadéni klinického hodnoceni budou
kontrolovany a sledovany subjektem povérenym
zadavatelem, kterému zhotovitel a zkousejici
umozni ¢i zprosttedkuje pristup do prostor, kde je
klinické hodnoceni provadéno, a to véetné prostor,
ve kterych je ulozena dokumentace vztahujici se ke
klinickému hodnoceni, a pfistup ke vsem
informacim ziskanym v ramci klinického hodnoceni
i k wvysledkim laboratornich testl a jinym
zaznamUm o subjektech zarazenych do klinického
hodnoceni.

Spoleénost BMS CR povéfi kontrolou a sledovanim
klinického hodnoceni konkrétni fyzickou osobu
(dale také jako ,monitor”), jejiz jméno, vcetné
kontaktnich Gdajd, nebo zménu bez zbyteéného
odkladu sdéli zkousejicimu.

Pribéh  klinického  hodnoceni,  dodrZovani
protokolu a zasad spravné klinické praxe a vysledky
klinického hodnoceni mohou byt kontrolovany
také auditory zadavatele, po predchozim
upozornéni a v patficné dohodnutych terminech.

6)

7)

1)

2)

3)

Clinical Trial does not meet its criteria, the
Investigator shall immediately inform the Sponsor
thereabout and, upon agreement with the
Sponsor, exclude the subject from the Clinical Trial.

During the Clinical Trial and after its completion,
the Institution, the Investigator and the Sponsor
are obligated to observe, pursuant to relevant legal
regulations of the Czech Republic, namely the
Privacy Act, protection of personal data of the
subjects enrolled in the Clinical Trial. Data on the
Clinical Trial shall be included in CRFs solely on an
anonymous basis, i.e. without identifying the
Clinical Trial Subject by name, provided that all
records included in the CRFs must be derivable
from the medical records, unless the Sponsor
provides otherwise in selected cases. The name of
a Clinical Trial Subject, as well as other data relating
to him/her, shall not be disclosed by the Parties.

The informed consent must be granted for the
entire duration of the Clinical Trial. If the consent is
withdrawn by a Clinical Trial Subject, the
Investigator undertakes to inform the Sponsor
accordingly without any undue delay and to
exclude the respective Clinical Trial Subject after
carrying out all necessary final examinations.

VL.
Monitoring and Control of Course of Clinical Trial

The course and conduct of the Clinical Trial shall be
controlled and monitored by an entity authorized
by the Sponsor, which the Institution and the
Investigator will allow or procure access to the
premises where the Clinical Trial is carried out,
including premises where the documents relating
to the Clinical Trial are stored, and access to all
information obtained during the Clinical Trial and
results of the laboratory tests and other records
about the subjects enrolled in the Clinical Trial.

BMS CR shall entrust a specific individual
(“Monitor”) with control and monitoring of the
Clinical Trial, the name of whom, including contact
details, or any change, will be notified by BMS CR
to the Investigator without any undue delay.

The course of the Clinical Trial, compliance with the
Protocol and principles of the Good Clinical
Practice and results of the Clinical Trial may also be
audited by auditors of the Sponsor, upon prior
notice and on duly agreed dates. The Institution
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Zhotovitel se zavazuje umoznit ¢i zprostredkovat
zadavateli/zastupci zadavatele kontrolu svého
zafizeni, lékarny, kterd je mistem dodani
hodnoceného |écivého pripravku a pracovistém
povéreného farmaceuta dle ¢l. IV odst. 3 této
smlouvy, pokud zhotovitel dle ¢l. IV odst. 3 této
smlouvy  povéril  pfislusné  kvalifikovaného
zaméstnance zhotovitele nebo smluvné zajistil
prislusné kvalifikovanou osobu jako ¢lena
studijniho tymu v pozici farmaceuta, a kontrolu
veskeré dokumentace vztahujici se ke klinickému
hodnoceni. Tim neni dotéeno prdvo kontroly
povéfenymi pracovniky pfislusnych statnich
organd CR a zahrani¢nich kontrolnich Gradd.

Zhotovitel, zkousejici i zadavatel jsou si védomi
moznosti, Ze regulacni ¢i jiny statni organ
provadéjici ¢innosti vramci své pravomoci je
opravnén ucinit nebo ucini regulacni opatreni vidi
zhotoviteli z divodu existujicich nebo ddajnych
nedostatkd v klinickych hodnocenich, a to i téch,
ktera nebyla zadana zadavatelem, nebo z divodu
jinych udajnych moznych pochybeni zhotovitele.
Zkousejici a zhotovitel se zavazuji neprodlené
uvédomit zadavatele telefonicky nebo faxem o
kazdém takovém regulacnim opatreni provedeném
nebo odekdvaném, vi¢i zhotoviteli, a to
z jakéhokoliv dlvodu, které muaze ovlivnit klinické
hodnoceni fidici se touto smlouvou, jakoZ i
poskytnout kopii veskeré pisemné korespondence
prijaté od prislusného regulacniho organu, ktera se
k témto skutecnostem vztahuje.

Zhotovitel a zkouSejici se zavazuji neprodlené
informovat zadavatele a BMS CR o viech 7adostech
pfijatych od pfislusného regulaéniho nebo jiného

statniho organu o provedeni inspekce i
zpristupnéni informaci, Udaji nebo materidll
vztahujicich se ke sluzbdm poskytovanym

zhotovitelem ¢i zkousejicim dle této smlouvy.
Zhotovitel a zkousejici se zavazuji neprodlené
uvédomit zadavatele a spole¢nost BMS CR o
takovych Zddostech, a to pred zpfistupnénim
pfislusnych informaci nebo dokumentld treti
strané, pokud je ozndmeni predem mozZné.
Zhotovitel a zkousejici souhlasi s tim, Ze umozni
inspekci takovych informaci, Udajd a materialQ
opravnénymi zastupci pfislusnych aradi nebo
organll, a to v mife nevyhnutné, jak predepisuji
zakony. Zhotovitel a zkousejici se zavazuji vynalozit
primérené usili k oddéleni materidlt a informaci
vztahujicich se k protokolu, klinickému hodnoceni
a hodnocenému lécivému pripravku od vsech

4)

undertakes to allow the Sponsor/representative of
the Sponsor or procure for it/him/her an
opportunity to inspect its facility, pharmacy, which
is the place of delivery of the Investigational
Medicinal Product, and the workplace of the
authorized pharmacist pursuant to Article IV (3)
hereof, if the Institution has, pursuant to Article IV
(3) hereof, authorized an adequately qualified
employee of the Institution or arranged for, on a
contractual basis, an adequately qualified person
as a Study Team member serving as a pharmacist,
and to audit all documents relating to the Clinical
Trial. Thus, the right to carry out an inspection by
authorized employees of the relevant state
authorities of the Czech Republic and foreign
supervisory bodies is not affected.

The Institution, the Investigator and the Sponsor
are aware of the possibility that a regulatory or
another state authority carrying out activities as
part of its powers is entitled to impose or shall
impose regulatory measures upon the Institution
due to the existing or alleged defects in the Clinical
Trials, even those not sponsored by the Sponsor, or
due to other possible mistakes by the Institution.
The Investigator and the Institution undertake to
immediately notify the Sponsor over the telephone
or by facsimile about each such regulatory measure
adopted or expected to be adopted with respect to
the Institution, due to any reason, which may
influence the Clinical Trial governed by this
Agreement, and to provide a copy of all written
correspondence received from the relevant
regulatory body, which relates to the above facts.

The Institution and the Investigator undertake to
immediately inform the Sponsor and BMS CR about
all requests received from the relevant regulatory
or another state authority about the inspection or
disclosure of information, data or materials
relating to the services provided by the Institution
or the Investigator pursuant to this Agreement.
The Institution and the Investigator undertake to
immediately notify the Sponsor and BMS CR about
such requests, prior to disclosure of the relevant
information or documents to a third party, if such
prior notification can be made. The Institution and
the Investigator agree to allow an inspection of
such information, data and materials by authorized
representatives of competent authorities or bodies
to the extent necessary, as prescribed by relevant
laws. The Institution and the Investigator
undertake to use reasonable efforts to separate
materials and information relating to the Protocol,
the Clinical Trial and the Investigational Medicinal
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1)
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jinych material( a informaci, které jsou predmétem
daného Setfeni nebo inspekce, a
odtajnit/zptistupnit povéfenym organtim pouze ty
dokumenty, materialy a informace, které budou v
pribéhu tohoto setfeni ¢i inspekce pFislusSnym
organem platné vyzadany. Zhotovitel a zkousejici
se zavazuji poskytnout zadavateli kopie veskerych
pfislusnych oznameni a veskeré souvisejici
korespondence a zavazuji se umoznit zastupcim
zadavatele Ucast na kontrolach, které maji nebo dle
nazoru zadavatele mohou mit pfimy dopad na
klinické hodnoceni fidici se touto smlouvou. Na
Zadost zadavatele, ve vzdjemné dohodnutém
terminu se zhotovitel a zkousejici zavazuji spole¢né
se zadavatelem zucastnit projedndni relevantnich
aspektl sluzeb zhotovitele poskytovanych dle této
smlouvy u pfislusSného organu.

Subjekty hodnoceni musi byt pouceny podle cl.
V odst. 3 této smlouvy a informovany také o tom,
Ze Udaje ziskané o nich v pribéhu klinického
hodnoceni mohou byt pro ucely kontroly pouZity a
predloZeny také pFislusnym statnim organim CR a
zahrani¢nim kontrolnim organtm.

VII.
Jina ustanoveni

K plnéni certifikatnich a jinych povinnosti
zadavatele tykajicich se poskytovani financnich
Gdajd, ve vztahu kamerickému Ufadu pro
potraviny a léky (Food and Drug Administration,
FDA), ve smyslu hlavy 21, c¢ast 54 Kodexu
federalnich predpist, jakoZz i podle nékterych
dalSich zdkon( a pravnich predpist ukladajicich
poskytovani finan¢nich informaci o vztahu mezi

zadavatelem a zkousejicim a viemi
spoluzkousejicimi, prip. mezi zkousejicim a
spoluzkousejicimi,  zavazuje  se  zkousejici

poskytnout a zajistit, aby vSichni spoluzkousejici
poskytli takové financni informace zadavateli na
jeho Zadost, a to na formulafich poskytnutych nebo
schvélenych zadavatelem. V pribéhu klinického
hodnoceni a po dobu jednoho (1) roku po jeho
ukonceni se zkousejici zavazuje a zavaze ktomu i
spoluzkousejici bezodkladné aktualizovat vyse
uvedené informace a poskytnout je zadavateli na
jeho Zadost nebo kdykoliv dojde ke zméné
v informacich poskytnutych v predchozim
formulafri. Zkousejici dava svij souhlas s prevodem
a zpfistupnénim individudlnich informaci pro vyse

5)

1)

Product from all other materials and information
that are subject to the given audit or inspection and
to declassify/disclose to competent bodies only
those documents, materials and information that
will be validly requested during the course of such
audit or inspection by the relevant authority. The
Institution and the Investigator undertake to
provide the Sponsor with copies of all relevant
notices and all relevant correspondence and
undertake to allow the representatives of the
Sponsor to participate in inspections that have or,
in the Sponsor’s opinion, may have a direct
influence on the Clinical Trial governed by this
Agreement. Upon the Sponsor’s request, the
Institution and the Investigator undertake to jointly
attend a meeting along with the Sponsor, on a
mutually agreed date, to negotiate the relevant
aspects of the Institution’s services provided
hereunder at the relevant body.

Clinical Trial Subjects must be instructed pursuant
to Article V (3) hereof and informed that the data
obtained from them during the course of the
Clinical Trial may be used and submitted for
purposes of inspection to the relevant state
authorities of the Czech Republic and foreign
supervisory bodies.

VII.
Other Provisions

To perform certification and other duties of the
Sponsor relating to the disclosure of financial data
with respect to Food and Drug Administration
(FDA) within the sense of Title 21 of the Code of
Federal Regulations, Part 54 and pursuant to other
selected laws and legal regulations providing for
disclosure of financial information on the
relationship between the Sponsor and the
Investigator and all Sub-Investigators, or between
the Investigator and Sub-Investigators, the
Investigator undertakes to disclose and ensure that
all  Sub-Investigators disclose such financial
information in the forms provided or approved by
the Sponsor. During the course of the Clinical Trial
and for the period of one (1) year from its
completion, the Investigator undertakes and shall
cause the Sub-Investigators to undertake to
immediately update the above information and
provide it to the Sponsor, upon the Sponsor’s
request, or whenever any change in the
information provided in the previous form is made.
The Investigator gives his/her consent to transfer
and disclosure of individual information for the
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3)

4)

5)
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uvedeny Ucel a pro potieby fizeni, jak je vyse
uvedeno. Zkousejici je dale povinen zajistit
odpovidajici souhlas od osob (zejména
spoluzkousejicich), které povéfil provadénim
urcitych ukona tykajicich se klinického hodnoceni.

Vztah zadavatele a zhotovitele a vztah zadavatele a
zkousejictho jsou podle této smlouvy vztahy
nezavislych smluvnich stran.

Tato smlouva nezaklada zadné ze smluvnich stran
zadna jind prdva nei ta, ktera jsou v ni pfimo
upravena. Smluvni strany jsou opravnény vyvijet
obchodni aktivity v souladu se svym predmétem
podnikani a prislusnymi platnymi pravnimi rady,
ale i s opravnénymi zajmy druhé smluvni strany, a
vyhrazuji si pravo vstupovat do obchodnich smluv
o provedeni klinického hodnoceni s tretimi
stranami, jakoz i vykondvat dalsi Cinnosti s timto
spojené. Tato smlouva nezaklada pravo exkluzivity.

Vsechna dlleZita pravni sdéleni, kterda sméruji

k pravim a povinnostem vyplyvajicim z této

smlouvy, véetné ptipadného zruseni této smlouvy,

musi mit pisemnou formu a musi byt dorucena

prokazatelnym zpUsobem, a to k rukam:

- u zhotovitele: statutarniho organu
odpovédného zaméstnance;

- u zadavatele: jednatele spole¢nosti BMS CR
nebo jim povérené osoby;

- u zkousejiciho: do vlastnich rukou.

Smluvni strany se soucasné dohodly, Ze sdéleni je

platné okamzikem jeho fadného doruceni. Smluvni

strany jsou oprdavnény kontaktni osobu zménit

svym jednostrannym pravnim ukonem, a to vyse

popsanym zpUsobem.

nebo

Zadavatel se zavazuje nepouzivat Udaje o
zhotoviteli ¢i zkousSejicim v Zadné reklamni ¢innosti
a nevykonavat prezentace hodnoceného lécivého
pfipravku ve spojeni s propagaci Cinnosti nebo
produktl zhotovitele ¢i zkousejictho bez jejich
pisemného svoleni a zhotovitel a zkousejici se
zavazuji neuzivat Udaje o zadavateli, jeho ¢innosti a

produktech kreklamnim nebo propagacnim
uceldm bez predchoziho pisemného svoleni
zadavatele. Ktomuto jsou smluvni strany

opravnény pouze za predpokladu, Ze to bude pfimo
vyplyvat z povinnosti uloZené nékteré smluvni
strané zakonem.

2)

3)

4)

5)

above purpose and for purposes of management,
as specified above. The Investigator is further
obligated to ensure the relevant consent from the
persons (particularly  Sub-Investigators) that
he/she entrusted with performance of certain acts
relating to the Clinical Trial.

The relationship between the Sponsor and the
Institution and the relationship between the
Sponsor and the Investigator represent
relationships between independent parties
hereunder.

This Agreement shall not establish any rights to any
of the Parties other than those directly governed
by this Agreement. The Parties are entitled to
develop business activities in compliance with their
scopes of business and relevant legal regulations
and justified interests of the other Party, and they
reserve the right to enter into business clinical trial
agreements with third parties, as well as perform
other related activities. This Agreement does not
establish any right of exclusivity.

All important legal notices relating to the rights and

duties under this Agreement, including

cancellation, if any, of this Agreement, must be in

writing and must be provably delivered for the

attention of the following persons:

- The Institution: a statutory body or a
responsible employee;

- The Sponsor: the Executive of BMS CR or a
person authorized by him/her;

- The Investigator: personal delivery.

At the same time, the Parties have agreed that a

notice is valid upon its due receipt. The Parties are

entitled to change the contact person by their

unilateral legal act, as described above.

The Sponsor undertakes not to use any information
about the Institution or the Investigator in any
advertisement and not to make any presentation
of the Investigational Medicinal Product in
connection with promotion of the activities or
products of the Institution or the Investigator
without their written consent and the Institution
and the Investigator undertake not to use any
information about the Sponsor, its activities and
products for advertising or promotional purposes
without the Sponsor’s prior written consent. The
Parties are only entitled to do so provided that this
will directly arise from a duty imposed upon any of
the Parties by law.
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7)

8)

9)
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Zhotovitel a zkousSejici se zavazuji nevyuZivat
Zadnym zpUsobem sluzeb nebo informaci od osob,
které jsou jako nezadouci uvedené v platném
seznamu FDA na adrese Food and Drug
Administration, 5600 Fishers lane, Rockville,
Maryland 20857, U.S.A.
(http://www.fda.gov/ora/compliance_ref/debar/
default.htm), na ktery odkazuje zadavatel plnic
timto své povinnosti obchodni spolecnosti
vlastnéné pravnimi subjekty USA (Generic Drug
Enforcement Act of 1992, v platném znéni) a
podpisem této smlouvy potvrzuji, Ze v pripadé, Ze
dojde ke zméné uvedenych skutecnosti, vydaji o
tomto zadavateli pisemné prohlaseni.

Zhotovitel a zkousejici timto Cestné prohlasuji, ze
maji pIlné opravnéni uzavrit tuto smlouvu v souladu
se vSemi jejimi ustanovenimi, a Ze uzavreni této
smlouvy a/nebo plnéni povinnosti podle této
smlouvy neni v rozporu s Zadnou povinnosti
zhotovitele a zkousejiciho vyplyvajici z obecné
platnych pravnich predpist nebo z jinych smluvnich
zavazkd. Smluvni strany dale prohlasuji, Ze s
uzavienim této smlouvy nejsou spojeny Zadné dalsi
sluzby, protisluzby nebo jiné vyhody, a zejména ze
poskytnuti smluvni odmény podle ¢lanku XllI této
smlouvy neni zaloZzeno na zavazku predepisovat,

vydavat nebo doporucovat [éCivé pripravky
zadavatele a/nebo zdravotnické prostfedky
zadavatele.

Zhotovitel a zkousejici timto Cestné prohlasuji, ze
uzavienim této smlouvy o provadéni predmétného
klinického hodnoceni ve smyslu této smlouvy u
nich nedojde k Zadnému stfetu zajm0 (zejména
stretu zajm0O se zaméstnavatelem zkousejiciho,
stfetu zajma tykajiciho se postaveni zkousejiciho,
kdy je povinen z titulu své funkce prosazovat nebo
hajit verejné zajmy, nebo stfetu zajmid s vykonem
zdravotnického povolani), které by jim branilo
provadét predmétné klinické hodnoceni.

Smluvni strany timto Cestné prohlasuji, Ze jsou si
védomy, 7e pravni tady Ceské republiky a
Spojenych statd americkych, zejména zakon o
korupcnim jednani v zahranici (Foreign Corrupt
Practices Act), paragraf 78 dd-1 a nasl. (dale jen
,FCPA“), zakazuji, kromé jiného, pfijimani a
poskytovani Uplatk( a poskytovani, at jiz pfimo Ci

6)

7)

8)

9)

The Institution and the Investigator undertake not
to use, in any manner, services or information from
persons that are listed as debarred in the valid FDA
list at the address of the Food and Drug
Administration, 5600 Fishers lane, Rockville,
Maryland 20857, U.S.A.
(http://www.fda.gov/ora/compliance_ref/debar/
default.htm), to which the Sponsor refers, thereby
meeting its duty as a business company owned by
US legal entities (Generic Drug Enforcement Act of
1992, as amended), and by signing this Agreement,
they confirm that, if the above facts are changed,
they will issue a written representation to the
Sponsor.

The Institution and the Investigator hereby
solemnly represent that they have the full power
to conclude this Agreement in compliance with all
its provisions and that the conclusion of this
Agreement and/or performance of duties
hereunder is not in breach of any of the
Institution’s and the Investigator’s duties arising
out of generally binding legal regulations or other
contractual relationships. In addition, the Parties
represent that the conclusion of this Agreement is
not connected with any other services, counter-
services or other benefits, in particular, that
provision of contractual remuneration under
Article XlII hereof is not based on an obligation to
prescribe, dispense or recommend any medicinal
products and/or medical devices of the Sponsor.

The Institution and the Investigator hereby
solemnly represent that conclusion of this
Agreement on conducting the respective Clinical
Trial pursuant to this Agreement will not result in
any conflict of interest with respect to them
(including, without limitation, a conflict of interest
with the employer of the Investigator, a conflict of
interest relating to the position of the Investigator
where the Investigator is, by virtue of his/her
office, obligated to promote or defend public
interests, or a conflict of interest with conduct of a
medical practice), which would prevent them from
conducting the respective Clinical Trial.

The Parties hereby solemnly affirm their awareness
of the fact that the laws of the Czech Republic and
the United States of America, including, without
limitation, Sec. 78 dd-1 et seq. of the Foreign
Corrupt Practices Act (“FCPA”), prohibit, among
others, to accept and give bribes and provide,
whether directly or indirectly, payments or
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neprimo, plateb nebo ¢ehokoliv, co ma hodnotu,
vladnim  dredniklm, politické strané nebo
kandidatim politickych stran za ucelem ziskani
nebo udrZeni obchodu. Zhotovitel a zkousejici
timto cestné prohlasuji, Ze si nejsou védomi
zadného konfliktu zajma tykajiciho se tohoto
ustanoveni (jak vyplyvd zejména z FCPA).
V pripadé, Ze by takovy konflikt zajm0 kdykoli
v budoucnu nastal, zhotovitel a zkousejici se
zavazuji bez prodleni tuto skutecnost ohlasit
zadavateli.

10) Elektronické systémy

a) Zadavatel implementoval elektronické
systémy (dale jen ,elektronické systémy”),
které napomahaji analyzovat data ziskana
béhem klinickych hodnoceni a predkladat je
kontrolnim uradim. Dllezitym pozadavkem
pro fungovani tohoto procesu je schopnost
zhotovitele, resp. zkousejiciho, elektronicky
vkladat, kontrolovat, schvalovat a prenaset
data. V souvislosti s timto klinickym
hodnocenim  zadavatel vyhodnoti, ve
spolupraci se zhotovitelem, elektronicka
zafizeni zhotovitele a jeho komunikaéni
moznosti, aby posoudil, zda jsou dostatecné
ke spInéni poZadavk( protokolu a zda jsou
kompatibilni se systémy zadavatele;

b) Zhotovitel a zkousSejici nesmi pouZivat
elektronické systémy pro jiné ucely nez ty
uvedené vtéto smlouvé a protokolu.
Zhotovitel umozni ptistup k elektronickym
systémUim pouze tém osobam, které se pfimo
podileji na provadéni klinického hodnoceni.
Zhotovitel ani zkousejici se nebudou za
Zzadnych okolnosti pokouset opravovat
jakékoli chyby ¢i technické problémy spojené
s elektronickymi systémy.

11) Zkouseji a zhotovitel timto berou na védomi, Ze

zadavatel muaZe vsouvislosti s klinickym
hodnocenim usporadat jedno nebo vice setkani
zkousejicich  (tzv.  Investigator = Meeting).
Zkousejici se timto zavazuje, Ze se takového
setkani zucastni, a/nebo povéfi Ulasti nékteré
¢leny studijniho tymu, a to v souladu s poZadavky
zadavatele. Pokud nebude dohodnuto jinak, je
zadavatel zodpovédny za uUhradu nezbytnych
vydajli  souvisejicich sucasti na  setkani
zkousejicich, predevsim ubytovani a dopravy.
UcastnikGm nendleZi za U¢ast na setkani odména
a zadavatel nebude uUcastnikiim hradit pfipadny

anything of value to government officials, a
political party or a candidate for a political office
with a view to obtain or retain business. The
Institution and the Investigator hereby affirm that
they are not aware of any conflict of interest
relating to this provision (as ensues, among others,
from FCPA). Should any such conflict of interest
occur in the future, the Institution and the
Investigator undertake to notify such fact to the
Sponsor without any undue delay.

10) Electronic Systems

a) The Sponsor has implemented electronic
systems (“Electronic Systems”) that facilitate
the analysis of data obtained in the Clinical
Trials and its submission to supervisory
bodies. An important requisite for the
functioning of this process is the ability of the
Institution, or the Investigator, to
electronically input, check, approve and
transfer the data. In connection with this
Clinical Trial, the Sponsor will, in cooperation
with the Institution, assess the electronic
facilities of the Institution and its potential in
terms of communications to determine
whether or not they are sufficient to meet the
requirements of the Protocol and whether or
not they are compatible with systems of the
Sponsor;

b) The Institution and the Investigator must not
use the Electronic Systems for purposes other
than those specified in this Agreement and
the Protocol. The Institution shall only provide
access to the Electronic Systems to persons
directly involved in the conduct of the Clinical
Trial. Under no circumstances shall the
Institution or the Investigator attempt to
correct any errors or technical problems
connected with the Electronic Systems.

11) The Investigator and the Institution hereby

acknowledge that the Sponsor may organize one
or more Investigator Meetings in connection with
the Clinical Trial. The Investigator hereby
undertakes to participate, and/or authorize some
members of the Study Team to participate, in
such a meeting in accordance with the
requirements of the Sponsor. Unless agreed
otherwise, the Sponsor shall be responsible for
payment of the necessary expenses related to the
participation in an Investigator Meeting,
particularly accommodation and transport. The
participants shall not be entitled to any
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1)

2)

3)
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usly zisk. V pripadé, Ze je zhotovitel v pozici
zaméstnavatele Ucastnika setkdni zkousejicich,
zavazuje se timto prislusného ucastnika na dobu
nezbytné nutnou uvolnit ze zaméstnani za
ucelem Ucasti na setkani zkousejicich.

Zkousejici bere na védomi a souhlasi s tim, Ze
zadavatel bude shromazdovat a zpracovavat jeho
osobni Udaje proto, aby zadavatel mohl Iépe Fidit
a spravovat své vztahy se zhotovitelem a
zkousejicim, aby mohl zvefejnit jméno
zkousejiciho a jeho kontaktni telefonni ¢islo spolu
s ndzvem zhotovitele a jeho adresou v oficialnich
registrech klinickych studii (napf.
http://www.clinicaltrials.gov) a za uUcelem
archivace udaju.

Tyto osobni Udaje mohou byt uchovavany,
zpfistupnény a pouZity za vyse uvedenym Ucelem
pobockami spolecnosti Bristol-Myers Squibb a
jejimi zastupci v zemich mimo Evropskou unii,
které neposkytuji odpovidajici Uroven ochrany
osobnich udajd. Nicméné s osobnimi Udaji
zkousejictho bude nakladano v souladu se
zdsadami a pozadavky zdkona o ochrané
osobnich udaja. V pripadé, Ze zkousejici bude
chtit mit pristup k osobnim tGdajlim, zadat jejich
opravu nebo vzndset ndmitku proti zpracovani
jeho osobnich Udajli, musi kontaktovat
zadavatele.

VIIl.
aseni nezadoucich pfihod a ucinkt a predkladani
Zprav

Zkousejici se zavazuje hlasit zadavateli v pribéhu
klinickétho  hodnoceni a v souladu s
pozadavky protokolu a pfisluSnymi pravnimi
predpisy vsechny nezadouci prihody.

Zadavatel a zkouSejici se zavazuji plnit své
povinnosti tykajici se hlaseni nezadoucich pfihod a
ucinkd a predkladani zprav dané predevsim ust. §
58 zakona o lécivech a vyhlaskou o spravné klinické
praxi.

Zkousejici je povinen plnit oznamovaci povinnosti
(zejména vi&i etické komisi a SUKL) a dalsi
povinnosti, které uklada zejména zadkon o léCivech
a vyhlaska o sprdvné klinické praxi. O ozndmenich

12)

remuneration for their participation in a meeting
and the Sponsor shall not compensate the
participants for lost profit, if any. If the Institution
is in the position of the employer of a participant
in an Investigator Meeting, the Institution hereby
undertakes to release the respective participant
from work for the purpose of his/her
participation in an Investigator Meeting.

The Investigator acknowledges and agrees that
the Sponsor will collect and process certain
personal data about him/her for purposes of
enabling the Sponsor to better manage and
administer its relationships with the Institution
and Investigator, to disclose Investigator’s name
and his/her contact telephone number together
with Institution's name and address in the official
Clinical Trials Registers (such as
http://www.clinicaltrials.gov) and for records
keeping purposes.

Such personal data may be stored, accessed and
used for the above purposes, by Bristol-Myers
Squibb affiliates and agents, in countries out of
the European Union that do not provide an
adequate level of personal data protection.
Nevertheless, Investigator's personal data will be
handled in accordance with principles and
requirements of the Privacy Act. Should the
Investigator wish to access, rectify or object to
the processing of his/her personal data, he/she
should contact the Sponsor.

VIIl.
Reporting Adverse Events and Reactions and
Submission of Reports

1) The Investigator undertakes to report any and all

adverse events to the Sponsor during the course of
the Clinical Trial and in accordance with the
requirements of the Protocol and applicable legal
regulations.

2) The Sponsor and the Investigator undertake to

meet their obligations relating to the reporting of
adverse events and reactions and to submission of
reports as stipulated particularly by Sec. 58 of the
Act on Pharmaceuticals and the Regulation on
Good Clinical Practice.

3) The Investigator is obligated to meet his/her

reporting duty (particularly in respect of the Ethics
Committee and the Institute) as well as other
duties as stipulated by the Act on Pharmaceuticals
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4)

a hlasenich zadavateli, etické komisi nebo SUKL
soucasné zkousejici informuje i monitora
klinického hodnoceni.

Vyskytne-li se v souvislosti s provadénim klinického
hodnoceni nova skutecnost, kterd muze ovlivnit
bezpecnost subjektll hodnoceni, je zkousejici
povinen pfijmout okamZitd opatieni k ochrané

subjektd  hodnoceni prfed bezprostfednim
nebezpedim a neprodlené informovat zadavatele.
Za poruseni svych povinnosti mlzZe byt

zkousejicimu uloZena sankce podle ust. § 108 odst.
5, 8 a 9 zadkona o |écivech.

IX.

Nahrada za Gjmu na zdravi subjektu zafazeného do

1)

2)
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klinického hodnoceni

Zadavatel poskytne, za podminek nize uvedenych,
zhotoviteli ndhradu za veskeré naroky a fizeni
(vCetné vsech vyrovnani ¢i plateb, na néz neni
pravni narok /pokud budou uskuteénény se
souhlasem smluvnich stran/ véetné pfimérenych
nakladl a vydaji na pravni zastoupeni a soudni
fizeni) vznesené a uplatnéné subjekty hodnoceni,
které se acastni klinického hodnoceni, vUdi
zhotoviteli nebo zkousejicimu z dlvodu Ujmy na
zdravi (v€éetné smrti), kterd subjektim hodnoceni
vznikla v souvislosti s uzivdnim hodnocenych
|éCivych pripravkd v ramci klinického hodnoceni a
je prokazatelné jeho dasledkem (tj. zkouseni nebo
klinického zakroku nebo postupu provedeného
nebo poZzadovaného v ramci klinického hodnoceni,
kterym by subjekty hodnoceni nebyly vystaveny,
kdyby se klinického hodnoceni neutcastnily).

Zadavatel se své povinnosti k nahradé Gjmy podle
vy$e uvedeného ujednani zprosti, prokaze-li ze:

a) Ujma na zdravi (véetné smrti) byla zpUsobena
nedbalosti, protipravnim  jednanim i
opomenutim ¢ poruSenim  povinnosti
zkousejiciho nebo zhotovitele dané zakonem ¢i
touto smlouvou;

zhotovitel bez zbyte¢ného odkladu poté, co byl
vUc¢i nému narok na nadhradu Ujmy uplatnén (tj.
obdrzel ozndmeni o takovém naroku nebo o
zahajeni fizeni o takovém naroku), neuvédomil
pisemné zadavatele o takové skutecnosti a na
Zadost zadavatele a na jeho ndklady mu
neumoznil prevzit kontrolu nad takovym
narokem nebo fizenim;

b)

4)

1)

2)

and the Regulation on Good Clinical Practice. The
Investigator shall concurrently inform the Monitor
of any notifications and reports to the Sponsor, the
Ethics Committee or the Institute.

If any new fact occurs in connection with the
conduct of the Clinical Trial, which could affect the
safety of the Clinical Trial Subjects, the Investigator
is obligated to immediately adopt measures to
protect the Clinical Trial Subjects against imminent
peril and shall forthwith inform the Sponsor. A
sanction may be imposed upon the Investigator for
breaching his/her duties pursuant to Sec. 108 (5),
(8) and (9) of the Act on Pharmaceuticals.

IX.
Compensation for Detriment to Health of Subject
Enrolled in Clinical Trial

Under the below terms, the Sponsor shall
compensate the Institution for any and all claims
and proceedings (including all settlements or
payments to which there is no legal entitlement /if
made with the consent of the contractual parties/
including reasonable costs and expenses of legal
representation and court proceedings) as raised
and brought by the Clinical Trial Subjects taking
part in the Clinical Trial against the Institution or
the Investigator due to detriment to their health
(including death) that the Clinical Trial Subjects
incurred in connection with the use of the
Investigational Medical Products in the Clinical Trial
and that provably result from it (i.e. testing or
clinical intervention or a procedure conducted or
required as part of the Clinical Trial to which the
Clinical Trial Subjects would not have been exposed
had they not participated in the Clinical Trial).

The Sponsor shall be released from its duty to
compensate detriment pursuant to the above
provision if the Sponsor proves that:

a) The detriment to health (including death) had
been caused by negligence, unlawful conduct or
omission or a breach of a duty by the
Investigator or the Institution as stipulated by
law or this Agreement;

b) The Institution did not, without any undue
delay after a claim for compensation of
detriment had been raised against it (i.e. after
having had received a notice of such claim or of
initiation of proceedings regarding such claim),
notify such fact to the Sponsor in writing and,
upon request of the Sponsor and at its cost, did
not enable the Sponsor to take control over
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c) zhotovitel bez predchoziho pisemného
souhlasu zadavatele uznal takovy narok nebo
postup stim, Ze takovy souhlas nebude
bezdivodné zadriovdan a s tim, Ze tato
podminka nebude povaZovana za porusenou
jakymkoliv prohlasenim, které zkousejici ucinil
v souvislosti s plnénim vnitfnich reklamacnich
postupli, hlaseni neocekavanych piihod a
nehod nebo disciplinarnich postupl
zhotovitele, nebo v pripadech, kdy je prohlaseni
predepsano zdkonem;

d) subjekt  hodnoceni  nedodrzel pokyny
zkousejiciho nebo se dopustil svévolného nebo
protipravni jednani nebo opomenuti.

3) Zadavatel bude zhotovitele vcelém rozsahu
informovat o stavu takového naroku nebo postupu
takového fizeni, bude se zhotovitelem konzultovat
zpUsob pravniho vedeni sporu a nevyrovna narok
nebo neukondi fizeni bez pisemného souhlasu
zhotovitele. Zhotovitel se zavazuje, Ze tento
souhlas nebude bezdlvodné odpiran.

4) Bez ohledu na ustanoveni odstavce 2 tohoto ¢lanku
bude zhotovitel informovat zadavatele o veskerych
okolnostech, o kterych je mozné se domnivat, Ze by
mohly vést ke vzniku naroku nebo fizeni, a kterych
si je pfimo védom, a bude zadavatele informovat o
vyvoji takového ndroku nebo fizeni, vzneseného
pfimo proti zadavateli.

5) Zadavatel prohlasuje, Ze pred zahajenim klinického
hodnoceni bylo uzavieno pojisténi odpovédnosti
za Skodu a nemajetkovou Ujmu pro zkousejiciho a
zadavatele pro provadéné klinické hodnoceni a
soucasné pojisténi subjektl hodnoceni pro ptipad
Ujmy vzniklé na zdravi, véetné smrti, v ddsledku
provadeéni klinického hodnoceni, ve smyslu ust. §
52, odst. 3, pism. f) zakona o lécivech.

X.
Ochrana dtivérnych informaci a zachovani
mlcenlivosti

1) Dlvérnymiinformacemi se pro ucely této smlouvy
rozumi veskeré informace poskytnuté zadavatelem
a vztahujici se ke klinickému hodnoceni nebo jeho
dokumentaci. Zahrnuji zejména informace o
strukture, slozeni, ingrediencich, vzorcich, know-

such claim or proceedings;

c) Without prior written consent of the Sponsor,
the Institution has acknowledged such claim or
procedure, provided that such consent is not to
be unreasonably withheld and provided that
this condition shall not be considered as
breached by any declaration that the
Investigator made in connection with carrying
out internal claim procedures, adverse events
and accidents reporting or where such
declaration is prescribed by law;

d) The Clinical Trial Subject has not observed the
instructions by the Investigator or there was a
willful or unlawful act or omission on his/her
part.

3) The Sponsor shall fully inform the Institution of the
status of such claim or the development of such
proceedings, shall consult with the Institution the
manner of conducting the dispute and shall not
settle the claim or terminate the proceedings
without the written consent by the Institution. The
Institution undertakes not to unreasonably
withhold such consent.

4) Notwithstanding provisions of part 2 of this Article,
the Institution shall inform the Sponsor of all
circumstances that may be believed to give rise to
a claim or proceedings and that the Institution is
directly aware of and shall inform the Sponsor of
the development of such claim or proceedings as
raised directly against the Sponsor.

5) The Sponsor represents that, prior to
commencement of the Clinical Trial, insurance of
liability for damage and non-material detriment
was concluded for the Investigator and the Sponsor
with respect to the conducted Clinical Trial,
concurrently with insurance of Clinical Trial
Subjects covering detriment to health, including
death, due to the conduct of the Clinical Trial
pursuant to Sec. 52 (3) (f) of the Act on
Pharmaceuticals.

X.
Privacy Protection and Maintaining Confidentiality

1) For purposes of this Agreement, confidential
information is understood to mean all information
provided by the Sponsor and relating to the Clinical
Trial or its documentation. It includes, without
limitation, information on the structure,
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how, technickych postupech a procesech a o
udajich a vysledcich ziskanych v pribéhu klinického
hodnoceni, jakoz i jiné informace zadavatelem
oznacené jako dUlvérné. Zhotovitel a zkousejici se
zavazuji nezpfistupnit dlvérné informace treti
osobé (s vyjimkou osob zucastnénych na klinickém
hodnoceni) a nepouzivat je pro ucel jiny, neiZ

urceny  vinstrukcich  zadavatele.  Duvérné
informace budou ve vyluéném vlastnictvi
zadavatele a budou drZeny zkousejicim a

zhotovitelem v tajnosti a na misté pro takové
informace urceném, vyjma pripadu, kdy zkousejici
nebo zhotovitel prokazi, Zze se jedna o informace
verejné pristupné. Pokud je ze zakonem
stanovenych dlvod( nutné dlvérné informace
zpfistupnit, zkousejici nebo zhotovitel toto
neodkladné pisemné oznami zadavateli. Zadavatel,
zhotovitel a zkousejici se zavazuji informovat
vSechny osoby zucastnéné na tomto klinickém
hodnoceni a osoby, jimz je dlvérna informace
zpristupnéna, o povinnosti micenlivosti v souladu
stouto smlouvou a zhotovitel a zkousejici se
zavazuji zavazat osoby povérené plnénim urcitych
ukoll pri provadéni klinického hodnoceni stejnou
povinnosti ml¢enlivosti. Tento zadvazek mlcenlivosti
neni vazan pouze na dobu platnosti této smlouvy,
ale pretrvava i po jejim ukonceni.

Smluvni strany se dale zavazuji, Ze nesdéli
podminky této smlouvy Zadné treti strané bez
predchoziho pisemného svoleni druhych smluvnich
stran, pricemzZ udéleni takového svoleni nebude
bezdlvodné odpirano. Kromé téchto a vyse
uvedenych povinnosti se zhotovitel a zkousejici
dale zavazuji, Ze nebudou $ifit informace tykajici se
tohoto klinického hodnoceni a hodnoceného
|éCivého pripravku, a zejména pak, Ze nebudou
diskutovat toto klinické hodnoceni a hodnoceny
|éCivy pripravek sanalytiky plsobicimi zejména
(nikoli vSak jen) v oblasti cennych papird, financi a
farmaceutického prlmyslu anebo s osobami
z masmédii, vyjma pripadu, kdy k tomu zadavatel
poskytne predchozi pisemny souhlas. Tato
povinnost se tyka (a) ddvérnych informaci a (b)
Gdajll a nazord, které vyplynou z tohoto klinického
hodnoceni. Zadavatel je opravnén sdélit podminky
této smlouvy v pripadé postoupeni nebo prevodu
této smlouvy na sobé majetkové pribuznou osobu.

2)

composition, ingredients, samples, know-how,
technical procedures and processes and on data
and results obtained during the course of the
Clinical Trial, as well as other information identified
by the Sponsor as confidential. The Institution and
the Investigator undertake not to disclose
confidential information to a third person (with the
exception of persons involved in the Clinical Trial)
and not to use it for a purpose other than that
specified in the instructions by the Sponsor.
Confidential information shall be the exclusive
property of the Sponsor and shall be maintained
confidential by the Investigator and the Institution
and at a place intended for such information,
except where the Investigator or the Institution
proves that the information is publicly available. If
it becomes necessary to disclose confidential
information due to the statutory reasons, the
Investigator or the Institution shall immediately
notify this to the Sponsor in writing. The Sponsor,
the Institution and the Investigator undertake to
inform all persons involved in this Clinical Trial and
persons to whom the confidential information is
disclosed about the confidentiality duty under this
Agreement, and the Institution and the
Investigator undertake to bind persons entrusted
with the performance of certain tasks in the
conduct of the Clinical Trial with the same
confidentiality obligation. This confidentiality
obligation is not merely related to the term of this
Agreement, but shall survive its termination.

The Parties further undertake not to disclose the
terms and conditions of this Agreement to any
third party without prior written consent by the
other Parties, provided that such consent shall not
be unreasonably withheld. In addition to these and
the above obligations, the Institution and the
Investigator further undertake not to disseminate
information regarding this Clinical Trial and the
Investigational Medicinal Product, particularly not
to discuss this Clinical Trial and the Investigational
Medical Product with analysts active in areas
including (without limitation) securities, finance
and pharmaceutical business and/or persons from
mass media, except where the Sponsor has granted
its prior written consent to this. This obligation
applies to (a) confidential information and (b) data
and opinions that will arise out of this Clinical Trial.
The Sponsor is entitled to disclose the terms and
conditions of this Agreement in the event of
assignment or transfer of this Agreement to its
property-related entity.
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3) Smluvni strany berou na védomi a souhlasi s tim, Zze
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zadavatel je opravnén na Zadost pfislusného
stdtniho, profesniho nebo jiného organu
vykonavajiciho dohled nad pribéhem klinickych
hodnoceni nebo v souvislosti s plnénim svych
zakonnych povinnosti zverejnit veskeré podminky
smluvniho vztahu zaloZeného touto smlouvou a
jejimi pripadnymi dodatky, a to véetné napriklad
celkového maximalniho financ¢niho plnéni (odmény
i nadkladl) poskytnutého dle této smlouvy.
Zhotovitel se dale zavazuje na Zadost etické komise
poskytnout informace o vysi odmén, které bude
vyplacet osobam podilejicim se na provadéni
klinického hodnoceni, a zaroven tyto osoby o
tomto rfadné informovat.

XXX

XI.
Vlastnictvi vysledkd klinického hodnoceni, jeho
ochrana a publikovani vysledki

Vysledky klinického hodnoceni, véetné odebranych
vzork(d a shromazdénych udajd, a postupy pfi ném
uzité, jakoz i jakékoliv informace s nim souvisejici,
zaznamenané ¢i vyjadrené jakymkoliv zplsobem a
objevené C¢i vytvorené zkousSejicim samostatné
nebo ve spoluprdci s tfeti stranou v rdmci plnéni
této smlouvy, jsou predmétem prav dusevniho
vlastnictvi zadavatele a svéd¢i vyhradné zadavateli.
Jako takové jsou chranény zejména pravem
obchodniho tajemstvi, pravem autorskym ¢i pravy
primyslovymi, jako jsou zejména prdva patentova
k vynalezim, a jakymikoli jinymi zakony tykajicimi
se dusevniho a primyslového vlastnictvi, at jiz
registrovaného Ci neregistrovaného. Zadavatel ma
pravo vyse uvedené vysledky a dalsi informace
uZivat a toto uzZivani neni podminéno plnénim
jakychkoli zavazk( vaéi  zhotoviteli a/nebo
zkousSejicimu. Jiné osoby neZ zadavatel mohou
prava a predméty takto se ke klinickému
hodnoceni vazici a chranéné pravy dusevniho
vlastnictvi zadavatele uzit jen s jeho predchozim
souhlasem, nestanovi-li obecné zdvazny pravni
predpis jinak. Zhotovitel a zkousejici mohou tyto
informace uZit bez predchoziho souhlasu
zadavatele pouze v pfipadé, Ze pouZiti téchto
informaci je nezbytné pro provddéni predmétného
klinického hodnoceni, pro zajisténi Iékarské péce o

subjekt hodnoceni a pro ucely interniho
akademického vyzkumu nekomercéni povahy.
Nicméné zhotovitel a zkousejici se zavazuji

pisemné informovat zadavatele o takovémto
vyzkumu pred jeho zahdjenim. Zhotovitel nema
Zadna prava k objevim ¢i vylepSenim lécebnych

3) The Parties acknowledge and agree that the

Sponsor is entitled, upon request of a competent
state, professional or other body supervising over
the course of clinical trials or in connection with its
meeting the statutory duties, to disclose all terms
and conditions of the contractual relationship
established by this Agreement and its
amendments, if any, such as the total maximum
financial performance (remuneration as well as
costs) provided hereunder. The Institution further
undertakes to provide, upon request of the Ethics
Committee, information on the amount of the
remuneration to be paid to persons involved in the
conduct of the Clinical Trial and, concurrently, duly
inform such persons about this.

XXX

XI.
Ownership of Clinical Trial Results, Its Protection
and Publication of Results

1) Results of the Clinical Trial, including any samples

taken and data collected, and the procedures used
during its course as well as any information related
to it as recorded or expressed in any manner and
discovered or created by the Investigator,
independently or in cooperation with a third party
as part of the performance hereof, are subject to
intellectual property rights of the Sponsor and
inure solely to its benefit. As such, they are
protected by, including without limitation, the
trade secret law, the copyright law or industrial
rights, such as patent rights to inventions, as well
as any other laws concerning intellectual and
industrial property, whether or not registered. The
Sponsor has the right to use the above results and
information and such use is not conditional upon
meeting any obligations vis-a-vis the Institution
and/or the Investigator. Persons other than the
Sponsor may only use the rights and objects so
connected with the Clinical Trial and protected by
the Sponsor’s intellectual property rights with the
Sponsor’s prior consent, unless a generally binding
legal regulation stipulates otherwise. The
Institution and the Investigator may only use this
information without the Sponsor’s prior consent if
the use of such information is necessary for the
conduct of the respective Clinical Trial, for ensuring
healthcare for a Clinical Trial Subject and for
purposes of internal academic research of a non-
commercial nature. Nevertheless, the Institution
and the Investigator undertake to inform the
Sponsor in writing of any such research prior to its
commencement. The Institution has no right to
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z pribéhu nebo vysledkl
klinického hodnoceni. Zhotovitel se zavazuje
poskytnout zadavateli veskerou potifebnou
soucinnost pri ziskani a registraci pfislusnych
primyslovych  prdv. na  osobu urcenou
zadavatelem.

postupll  zjisténych

Zhotovitel a zkousejici se zavazuji v dobé, kdy se
subjekt hodnoceni ucastni predmétného klinického
hodnoceni, neodebirat dals$i vzorky nebo
nevyuzivat jiZ odebrané vzorky (napf. vzorky tkani,
krve, séra apod.) a nepouZivat Udaje ziskané o
subjektu hodnoceni svyjimkou nasledujicich
pripadu:

a) je to vyzadovano protokolem;

b) je to nutné k zajisténi Iékarské péce o subjekt
hodnoceni;

c) je to vyslovné povolené touto smlouvou;

d) zadavatel stim vyjadfil predchozi pisemny
souhlas.

Na vSechny zplsoby uZiti téchto udaju/vzorkd se

vztahuji podminky ustanovené touto smlouvou,

zejména pak ty tykajici se zverejniovani informaci,

dusevniho vlastnictvi, vlastnictvi udaji a

davérnosti.

Zkousejici timto jako autor souhlasi a pokud je
zhotovitel zaméstnavatel zkousejiciho vykonavajici

majetkovd prava zkouSejiciho jako autora,
zhotovitel se zavazuje, Ze wudéli zadavateli
vyslovnou, vyhradni, neodvolatelnou,

neomezenou, trvalou a bezplatnou licenci k uzivani
a uplatiovani jakychkoli prav k dusevnimu
vlastnictvi vytvofenému v souvislosti s touto
smlouvou, vcéetné dudprav, zmén ¢i modifikaci
(v€etné prekladu do jiného jazyka) a to v rozsahu
povoleném prislusnymi zakony. Bez ohledu na vyse
uvedené timto zkousejici a zhotovitel souhlasi
stim, Ze zadavatel md pravo sublicencovat di
prevést licenci udélenou zkousejicim dle tohoto
¢lanku na treti stranu. Zkousejici a zhotovitel (tam,
kde vystupuje jako zaméstnavatel) jsou povinni
ziskat od vSech osob podilejicich se na vyvoji
dusevniho  vlastnictvi  vyslovny,  vyhradni,
neodvolatelny, neomezeny, trvaly a bezplatny
souhlas anebo pfipadné licenci ve prospéch
zadavatele na uZivani a uplatnovani jakychkoli
moralnich a majetkovych prav, kterad zkousejici a
takové osoby maji jakozto pavodci k dusevnimu
vlastnictvi, a to v rozsahu povoleném pfislusnymi
zakony. Zkousejici a zhotovitel souhlasi a zavazuji
se, Zze na zakladé Zadosti zadavatele vypracuji a
podepisi dokumenty nezbytné ¢ vhodné

2)

3)

discoveries or improvements of the medical
procedures ascertained from the course or results
of the Clinical Trial. The Institution undertakes to
provide the Sponsor with any assistance necessary
in obtaining and registering relevant industrial
rights for the person as determined by the Sponsor.

During the time when a Clinical Trial Subject

participates in the respective Clinical Trial, the

Institution and the Investigator undertake not to

take additional samples or not to use the samples

already taken (such as samples of tissues, blood,

serum, etc.) and not to use data obtained regarding

the Clinical Trial Subject, save for the following

cases:

a) Itisrequired by the Protocol;

b) It is necessary to ensure medical care for the
Clinical Trial Subject;

c) Itis expressly permitted by this Agreement;

d) The Sponsor has given its prior written consent
toit.

All manners of using this data/these samples are

subject to the terms and conditions stipulated by

this Agreement, particularly those relating to the

publication of information, intellectual property,

data ownership and confidentiality.

The Investigator, as the author, hereby agrees, and
if the Institution is the employer of the Investigator
exercising the property rights of the Investigator as
the author, the Institution undertakes, to grant the
Sponsor an explicit, exclusive, irrevocable,
unlimited, perpetual and royalty-free license to use
and exercise any right to the intellectual property
created in connection with this Agreement,
including adaptations, alterations or modifications
thereof (including translation to other language),
to the extent permitted by applicable laws.
Notwithstanding the above, the Investigator and
the Institution hereby agree that the Sponsor has
the right to sublicense or transfer the license
granted by the Investigator under this Article to a
third party. The Investigator and the Institution
(where it is in the position of the employer) are
obligated to obtain from all persons involved in the
development of the intellectual property an
explicit, exclusive, irrevocable, unlimited,
perpetual and royalty-free consent, and/or license,
to the benefit of the Sponsor to use and exercise
any moral and property rights that the Investigator
and such persons have to the intellectual property
as its authors, to the extent permitted by
applicable laws. The Investigator and the
Institution agree and undertake that, upon request
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k potvrzeni nebo realizaci ustanoveni tohoto

¢lanku.

Vysledky klinického hodnoceni nebo jejich ¢ast
nebudou zhotovitelem a potazmo zkousejicim
publikovany bez pfedchoziho pisemného souhlasu
zadavatele. Takovy souhlas nebude zadavatelem
bezdlvodné odepren. Zhotovitel a zkousejici se
zavazuji, Ze publikaci jakékoliv odborné prace o
pribéhu ¢i vysledcich klinického hodnoceni
projednaji se zadavatelem nejméné 30 dnU pred
predanim publikace do tisku nebo pred konanim
prednasky. Zadavatel si vyhrazuje pravo (i)
sezndmit se s obsahem publikace nebo prednasky
a zhotovitel a/nebo zkousejici se zavazuji na zadost
zadavatele odstranit ztextu publikace nebo
prednasky jakékoli davérné informace vlastnéné
zadavatelem a (ii) pozdrZet az o 60 dni vydani
publikace, a to z dlivodu zajisténi ochrany jeho prav
v souvislosti s dusevnim vlastnictvim. Zhotovitel a
zkousejici souhlasi s tim, Ze zadavatel mdze volné
nakladat s jakoukoli publikaci, zejména s ¢lanky,
abstrakty a rukopisy, ktera se vztahuje k vysledkiim
klinického hodnoceni, za ptedpokladu Fadného
uvedeni jejiho autora (jejich autord). Zadavatel si
vyhrazuje pravo publikovat v souvislosti
s predmétnym klinickym hodnocenim.

Zhotovitel a zkouSejici berou na védomi, Ze Zadnd
odbornd publikace kobjevim ¢i hodnocenym
|éCivym pripravkdim nesmi byt zhotovitelem nebo
zkousSejicim vyddna pred podanim Zadosti
zadavatele o patentovou pfrihlasku, pokud
vzhledem k povaze vysledk( klinického hodnoceni
bude podani takové prihlasky prichazet v tvahu.

V ptipadé multicentrického klinického hodnoceni
nesmi byt lokalni vysledky klinického hodnoceni
nebo jejich cast publikovany dfive, nez jsou
publikovany globalni vysledky. V pripadé, ze
globdlni wvysledky multicentrického klinického
hodnoceni nebudou publikovany béhem 12 mésicl
po ukonéeni  multicentrického  klinického
hodnoceni nebo zadavatel potvrdi v pribéhu 12
mésict po ukonceni multicentrického klinického
hodnoceni, Ze vysledky nebudou publikovany,
mohou v tomto pfipadé zhotovitel a zkousejici
publikovat lokalni vysledky klinického hodnoceni v
souladu s podminkami uvedenymi vyse v tomto
¢lanku.

4)

5)

6)

of the Sponsor, they will prepare and sign
documents necessary or appropriate to confirm or
implement the provisions of this Article.

Results of the Clinical Trial or their part shall not be
published by the Institution or the Investigator
without the prior written consent of the Sponsor.
Such consent shall not be unreasonably withheld
by the Sponsor. The Institution and the Investigator
undertake to discuss the publication of any treatise
on the course or results of the Clinical Trial with the
Sponsor no less than 30 days prior to submitting
the publication for printing or prior to giving the
lecture. The Sponsor reserves the right to (i)
become acquainted with the content of the
publication or lecture and the Institution and/or
the Investigator undertake, upon request of the
Sponsor, to remove from the text of the
publication or lecture any confidential information
owned by the Sponsor, and (ii) delay the
publication by up to 60 days to ensure protection
of the Sponsor’s rights in connection with
intellectual property. The Institution and the
Investigator agree that the Sponsor may freely
handle any publication, in particular any articles,
abstracts and manuscripts, which relates to the
results of the Clinical Trial, provided that it duly
states its author(s). The Sponsor reserves the right
to publish in connection with the respective Clinical
Trial.

The Institution and the Investigator acknowledge
that no professional publication regarding the
discoveries or Investigational Medicinal Products
may be made by the Institution or the Investigator
before the Sponsor files a patent application if,
given the nature of the Clinical Trial results, the
filing of such application comes into question.

In the case of a multicentre clinical trial, local
results of the Clinical Trial must not be published
before global results are published. If global results
of a multicentre clinical trial are not published
within 12 months after the end of the multicentre
clinical trial, or if the Sponsor confirms within 12
months after the end of the multicentre clinical
trial that results of the Clinical Trial will not be
published, the Institution and the Investigator may
publish local results of the Clinical Trial in
accordance with the terms and conditions as set
forth above in this Article.
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XIl.
Re3eni sporti a smiréi Fizeni

Smluvni strany se dohodly, Ze pravni vztahy a
poméry vzniklé z této smlouvy se fidi platnymi
zakony a predpisy CR.

Smluvni strany se zavazuji pfi zpracovani klinického
hodnoceni si vzdjemné pomdhat a pfipadné spory
a rozdilnost nazorll na postup a zpUsob praci resit
jedndnim obvyklym u smluvnich stran.

Smluvni strany berou na védomi a souhlasi, Ze
k projednani a rozhodovani pripadnych spord,
které nebudou prekonany spolupraci, jak je vyse
dohodnuto vust. odst. 2 tohoto clanku, je
prislusnym organem mistné pfislusny soud na
tzemi CR podle sidla zhotovitele.

XIll.
Financ¢ni vyrovnani

Zadavatel se zavazuje prostfednictvim spolecnosti
BMS CR uhradit zhotoviteli dohodnutou cenu dle
pfilohy €. 1 za kazdy hodnotitelny subjekt, pokud
zkousejici klinické hodnoceni povede a dokonci tak,
jak je stanoveno touto smlouvou a protokolem
klinického hodnoceni.

Smluvni strany berou na védomi, Ze predpokladané
celkové financni pInéni bude 1.863.848 K¢.
Dohodnuta cena zahrnuje odménu zhotoviteli za
splnéni veskerych ukoll popsanych v této smlouvé
a jejich prilohach, zejména pak za pfipadny ndkup
Ci prondjem produktd Ci zafizeni pouZitych v ramci
plnéni takového Ukolu, jakoZ i dhradu nakladi za
provedeni laboratornich a jinych vysetreni
pozadovanych protokolem klinického hodnoceni,
Uhradu nakladl souvisejicich s poskytnutim kopif
dokumentl dle ¢l. IV odst. 7 pism. f), Uhradu
nakladl lékarny, vcéetné nakladld na zajisténi
likvidace prazdnych nebo poloprazdnych oball
hodnocenych |éCivych pripravkl a na nakladani
s vratnymi obaly, které slouzi k prepravé lécivych
pfipravkl do mista hodnoceni, a Uhradu
administrativnich nakladd spojenych s provadénim
klinického hodnoceni, a to vcetné nakladld na
archivaci dokumentace vztahujici se ktomuto
klinickému hodnoceni a na vyplatu vynaloZenych
nakladd subjektd hodnoceni.

Dohodnutd cena ddle zahrnuje odménu nalezejici
Iékarnikim a dalSim zaméstnancim zhotovitele

1)

2)

3)

1)

XIl.
Dispute Resolution and Arbitration

The Parties have agreed that the legal relationships
and conditions arising out of this Agreement shall
be governed by the valid laws and regulations of
the Czech Republic.

In processing the Clinical Trial, the Parties
undertake to provide mutual assistance and
resolve any disputes and differences of opinions
regarding the procedure and methods of work by
negotiations as customary for contractual parties.

The Parties acknowledge and agree that the body
competent to discuss and decide any disputes that
will not be settled amicably as agreed above in part
2 of this Article shall be the court in the Czech
Republic having the local jurisdiction for the
registered office of the Institution.

Xl
Financial Settlement

The Sponsor undertakes, through BMS CR, to pay
the Institution the price agreed as per Exhibit 1 for
each subject that may be evaluated, if the
Investigator conducts and completes the Clinical
Trial as stipulated by this Agreement and the
Clinical Trial Protocol.

The Parties acknowledge that the expected total
financial commitment shall be 1,863,848 CZK.

The agreed price includes remuneration for the
Institution for performance of all tasks as described
in this Agreement and its Exhibits, including
without limitation, for any purchase or lease of
products or facilities used in performing such task,
as well as compensation for costs of conducting
any laboratory and other examinations as required
by the Clinical Trial Protocol, compensation for
costs related to the provision of the copies of
documents as per Article IV (7) (f), reimbursement
of the costs of the pharmacy, including costs of
liquidating empty or half-empty containers with
Investigational Medicinal Products and of handling
recyclable containers serving for the transport of
medicinal products to the Clinical Trial Site, as well
as reimbursement of any administrative costs
connected with the conduct of the Clinical Trial,
including costs of archiving documents relating to
this Clinical Trial and of reimbursing spent
expenses to Clinical Trial Subjects.

The agreed price further includes remuneration for
pharmacists and other employees of the Institution
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podilejicim se na provadéni klinického hodnoceni.
XXX

Veskera ujedndni, platby, odmény, bonusy a dalsi
financni podminky Ucasti osob, které se podileji na
provadéni klinického hodnoceni podle této
smlouvy a jejichz odména je soucasti ceny dle
pfilohy €. 1, jsou vyhradné zaleZitosti zhotovitele a
téchto osob. Zhotovitel je odpovédny za to, Ze
vsem témto osobam za jejich Cinnost poskytne
plnéni pfiméfené jejich ucasti na klinickém
hodnoceni.

Veskeré platby podle této smlouvy jsou vazany na
radné a vcasné provedeni klinického hodnoceni ve
smyslu této smlouvy.

Zhotovitel bude fakturovat dohodnutou cenu
spole¢nosti BMS CR. Fakturaéni adresa BMS CR:
Bristol-Myers Squibb spol. sr. o., Budéjovicka
778/3, 140 00 Praha 4, Ceska republika, ICO: 4300
4351, DIC: CZ4300 4351. V pfipadé, Ze je zhotovitel
platcem DPH a provadéni klinického hodnoceni
bude povaZovano ve smyslu zdkona o dani
z pfidané hodnoty v platném znéni za zdanitelné
plnéni, bude k veskerym cenam uvedenym v této
smlouvé nebo jejich pFilohach pfipoctena pfislusna
sazba DPH.

Fakturace bude provadéna na zakladé podkladi
predanych spole¢nosti BMS CR, které budou
obsahovat prehled uskuteénénych ndvstév
subjektd hodnoceni za uplynulé obdobi, tj.
v pfipadé pravidelnych plateb 1.1.-30.6. nebo 1.7.-
31.12. kalendarniho roku, které byly nasledné
zkousejicim zpracovany dle pozadavk( protokolu a
ke kterym zadavatel obdriel vSechny #adné
vyplnéné zaznamy subjektd hodnoceni, a dalsi
polozky uvedené v priloze ¢. 1. Faktura bude
vystavena do 15 dnll ode dne doruceni podkladi
zhotoviteli, toto datum je zaroven datem
zdanitelného plnéni. Doba splatnosti faktur je 30
dnd od data jejich vystaveni. V pfipadé pozdni
Uhrady je zhotovitel opravnén Uuctovat urok
z prodleni v zakonné vysi.

Zavérecna platba se uskutecni az poté, kdy
zadavatel obdrzi vSechny tadné vyplnéné a
schvalené zaznamy subjektd hodnoceni a
nepouZity hodnoceny lélivy pripravek, pokud
zkousejici radné wvyplni a predloZi vSechny
formulare a inventarizacni dokumenty pozadované
zadavatelem, které dokladaji doruceni, vydani,
pouziti a navraceni hodnoceného Iécivého
pripravku, zodpovi dotazy ke studijnim datlim a
dokon¢i provedeni klinického hodnoceni v souladu
s touto smlouvou a protokolem klinického
hodnoceni.

2)

participating in the conduct of the Clinical Trial. XXX
All arrangements, payments, remuneration,
bonuses and other financial terms of the
participation of the persons involved in the
conduct of the Clinical Trial pursuant to this
Agreement, whose remuneration is part of the
price as per Exhibit 1, are the sole responsibility of
the Institution and these persons. The Institution is
responsible for providing all these persons, for
their activities, with performance adequate to their
involvement in the Clinical Trial.

All payments hereunder are conditional upon due
and timely conduct of the Clinical Trial pursuant to
this Agreement.

The Institution shall invoice the agreed price to
BMS CR. The invoicing address of BMS CR: Bristol-
Myers Squibb spol. s r. 0., Budéjovicka 778/3, 140
00 Prague 4, Czech Republic, Id. No.: 4300 4351,
Tax Id. No.: CZ4300 4351. If the Institution is a VAT
payer and the conduct of the Clinical Trial is
considered as a taxable performance within the
meaning of the Value Added Tax Act, as amended,
all prices stated in this Agreement or its Exhibits
shall be subject to the applicable rate of VAT.
Invoicing will be made based on the underlying
materials delivered by BMS CR, which will include a
list of Clinical Trial Subjects’ visits performed within
the past time period, i.e., in the case of regular
payments 1.1.-30.6. or 1.7.-31.12. of the respective
calendar year, which were subsequently processed
by the Investigator as required by the Protocol and
for which the Sponsor has received all duly
completed Case Report Forms, and other items
stated in Exhibit 1. The invoice will be issued within
15 days from the date of delivery of the underlying
materials to the Institution, with this date being
also the date of taxable fulfillment. Invoices are
due within 30 days from the date of their issuance.
In case of a late payment the Institution is entitled
to claim the delay interest in the amount given by
the Law.

The final payment will not be made until the
Sponsor has received all dully completed and
approved Case Report Forms and any unused
Investigational Medicinal Product, provided that
the Investigator duly completes and submits all
forms and stocktaking documents as required by
the Sponsor, which evidence the delivery, issuance,
use and return of the Investigational Medicinal
Product, answers study data queries, and
concludes the conduct of the Clinical Trial in
accordance with this Agreement and the Clinical
Trial Protocol.
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Platba podle odst. 1 bude provedena bankovnim
pfevodem na ucet zhotovitele. V pribéhu
provadeéni klinického hodnoceni se zhotovitel timto
zavazuje bez zbytecnych odkladl informovat BMS
CR o pfipadné zméné bankovnich Gdaja, které byly
poskytnuty pred zahajenim klinického hodnoceni.
Uhrada bankovnich poplatkd: SHA — platce hradi
poplatky banky platce, prijemce hradi poplatky
banky prijemce, popft. zprostredkujicich bank.

3) V pfipadé odstoupeni od této smlouvy ¢i skoncéeni
jeji platnosti pred uplynutim predpokladané doby
provadéni klinického hodnoceni, napf. z divodu
pred¢asného ukonceni klinického hodnoceni,
zavazuje se zadavatel zaplatit zhotoviteli
pomérnou ¢ast dohodnuté ceny za provedenou
Cast klinického hodnoceni. Zhotovitel se zavazuje
vratit vSechny uskuteénéné platby za provedeni
tohoto klinického hodnoceni, na které mu
nevznikne narok.

4) Zkousejici prohlasuje, Ze plné akceptuje financ¢ni

podminky tohoto klinického hodnoceni dle této
smlouvy XXX a zavazuje se nepfijmout zadna jina
finan¢ni nebo jind plnéni v souvislosti s ¢innostmi
vykonavanymi vramci predmétného klinického
hodnoceni.
Zhotovitel prohlasuje, Ze plné akceptuje financni
podminky tohoto klinického hodnoceni dle této
smlouvy a zavazuje se nepfijmout Zadnd jind
financni nebo jind plnéni v souvislosti s ¢innostmi
vykonavanymi vramci predmétného klinického
hodnoceni nez ta, kterd jsou uvedena v pfiloze ¢. 1.
XXX

5) Smluvni strany timto dale prohlasuji, Ze veskeré
platby (prostfedky) poskytnuté k radnému vykonu
klinického hodnoceni ve smyslu této smlouvy jsou
na urovni obvyklé trini hodnoty za poskytnuté
plnéni a Ze tyto platby nejsou nijak vazany na
vysledky klinického hodnoceni.

XIV.
Ukonceni klinického hodnoceni

Klinické hodnoceni bude v misté hodnoceni ukonéeno
v souladu s protokolem ovérenim Udaja v predanych
CRF a odpovédi zkousejictho kdotazlim, které
vyplynou zkontroly ddajd v CRF provedené
zadavatelem pred statistickym zpracovanim. O
ukonceni klinického hodnoceni v misté hodnoceni
bude sepsan zdznam.
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The payment as per part 1 will be made via bank
transfer to the account of the Institution. During
the Clinical Trial conduct the Institution hereby
undertakes to provide, without any undue delay,
BMS CR with information concerning a change of
the bank account details which were provided
before the start of the Clinical Trial.

Bank fees coverage: SHA - the remitter covers fees
of remitter's bank, the beneficiary covers fees of
beneficiary's bank and if applicable of
intermediary banks.

3) In the event of rescission of this Agreement or its
termination prior to elapsing of the envisaged
duration of the Clinical Trial, such as due to early
termination of the Clinical Trial, the Sponsor
undertakes to pay the Institution the pro rata
portion of the agreed price for the completed part
of the Clinical Trial. The Institution undertakes to
return all payments made for the conduct of this
Clinical Trial, to which no entitlement has arisen to
it.

4) The Investigator represents that he/she fully
accepts the financial terms of this Clinical Trial
pursuant to this Agreement XXX and undertakes
not to accept any other financial or other
performance in connection with the activities
carried out as part of the respective Clinical Trial.
The Institution represents that it fully accepts the
financial terms of this Clinical Trial pursuant to this
Agreement and undertakes not to accept any
financial or other performance in connection with
the activities carried out as part of the respective
Clinical Trial other than as specified in Exhibit 1.
XXX

5) The Parties further represent that all payments
(resources) provided for due conduct of the Clinical
Trial pursuant to this Agreement are at the level of
the wusual market value for the provided
performance and that these payments are in no
way dependent on the results of the Clinical Trial.

XIV.
Conclusion of Clinical Trial

The Clinical Trial will be concluded at the Clinical Trial
Site in accordance with the Protocol by verification of
the data conveyed in CRFs and the response by the
Investigator to queries that arise from a check of the
data in CRFs as conducted by the Sponsor before
statistical processing. A record will be made about the
conclusion of the Clinical Trial at the Clinical Trial Site.
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XV.
Doba platnosti smlouvy

Tato smlouva se uzavird na dobu trvani klinického
hodnoceni, tj. ode dne uzavieni této smlouvy do
ukonéeni klinického hodnoceni dle ¢l. XIV této
smlouvy. Tato smlouva nabyva platnosti dnem
podpisu posledni smluvni stranou a Uc¢innosti splnénim
nasledujici odkladaci podminky: vydani pisemného
souhlasu prislusné etické komise, pripadné etickych
komisi, s predmétnym klinickym hodnocenim a
zaroven vydani povoleni SUKL k zahajeni klinického
hodnoceni nebo nezamitnuti, v zdkonné |h{té,
klinického hodnoceni, které podle zdkona o |éCivech
podléha ohlaseni SUKL, nejdfive véak dnem zverejnéni
v registru smluv.

1) Kterakoliv ze smluvnich stran je opravnéna ukondit
tuto smlouvu vypovédi, kterd je ucinna dorucenim
dals$im smluvnim strandm, a to v nasledujicich
pfipadech:

a) pokud néktera smluvni strana neplni nékteré
z ustanoveni této smlouvy a neodstrani zdvadny
stav ani ve |haté 30 dnl od doruceni pisemné
vyzvy k napravé;

b) pokud nékterad smluvni strana bude v Upadku,
bude proti ni zahajeno insolvencni fizeni nebo
proti ni bude poddan insolvencni ndvrh u soudu;

c) pokud nékterd smluvni strana pozbude
opravnéni k plsobeni v dané oblasti;

d) bude-liriziko pro subjekt hodnoceni Ucastnici se
klinického hodnoceni neimérné zvyseno;

e) pokud bude potfebné opravnéni, povoleni nebo
souhlasné stanovisko zruseno, jeho platnost
pozastavena nebo uplyne-li doba, na kterou
bylo vydano bez ptislusného prodlouzeni.

2) Zadavatel je opravnén ukoncit tuto smlouvu
vypovédi i v jinych pripadech, nez je uvedeno vyse.
Vypovédni |hlta Cini v tomto pripadé 30 dnl a
pocind béZet dnem nasledujicim po doruceni
vypovédi ostatnim smluvnim stranam. Zkousejici a
zhotovitel jsou oprdvnéni ukonéit tuto smlouvu
vypovédi pouze z divod( uvedenych vyse.

3) Tato smlouva muzZe byt také predcasné ukoncéena
vzajemnou pisemnou dohodou smluvnich stran.
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XV.
Term of Agreement

This Agreement is made for the term of duration of the
Clinical Trial, i.e. from the conclusion date of this
Agreement until conclusion of the Clinical Trial
pursuant to Article XIV hereof. This Agreement
becomes valid on the date of its execution by the last
party and effective upon meeting of the following
condition precedent: issuance of a written consent by
the competent Ethics Committee, or Ethics
Committees, to the respective Clinical Trial and, at the
same time, issuance of an authorisation by the
Institute for commencement of the Clinical Trial or no
rejection, within the statutory deadline, of the Clinical
Trial that is subject to the notification to the Institute
pursuant to the Act on Pharmaceuticals, but not
earlier than on the date of publication in the contract
register.

1) Any of the Parties is entitled to terminate this
Agreement by notice to become effective upon its
delivery to the other Parties in the following cases:

a) If any of the Parties does not perform any
provision of this Agreement and does not
remove the defective state within 30 days from
receiving a written request to do so;

b) If any of the Parties goes bankrupt, insolvency
proceedings are initiated against it or a petition
of insolvency is filed against it with a court;

c) If any of the Parties loses its license to conduct
business in the given area;

d) If the risk for a Clinical Trial Subject participating
in the Clinical Trial becomes inadequately high;

e) If the requisite authorization, permission or
consenting statement is cancelled, its validity is
suspended or if the term for which it has been
issued elapses without relevant extension.

2) The Sponsor is also entitled to terminate this
Agreement by termination notice in cases other
than as specified above. In such case the notice
period is 30 days commencing from delivery of a
termination notice to the other Parties. The
Investigator and the Institution are only entitled to
terminate this Agreement by a termination notice
for reasons as specified above.

3) This Agreement may be also prematurely

terminated by written mutual agreement of the
Parties.
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1)

XVI.
Zavérecna ustanoveni

V ostatnim se prava a povinnosti smluvnich stran
fidi zejména ust. § 2586 a nasl., zak. ¢. 89/2012 Sb.,
obcCanského zakoniku, v platném znéni a
pfisluSnymi ustanovenimi zdkona o léCivech a
vyhlasky o spravné klinické praxi.

2) Smluvni strany berou na védomi, Ze tato smlouva a,

3)

4)
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pokud bude pfichadzet v Gvahu, jeji dodatky, musi
byt zvefejnény v registru smluv (dale jen , registr”)
v souladu se zak. ¢. 340/2015 Sb., o registru smluv.
Smluvni strany se dale zavazuji nezverejnit
v registru informace, které mohou byt, v souladu s
§ 504 zak. ¢. 89/2012 Sbh., ob&anského zdkoniku,
v platném znéni, povazovany za obchodni
tajemstvi smluvnich stran. Zadavatel povaZuje
predevsim nasledujici za své obchodni tajemstvi:
jakékoli informace tykajici se designu klinického
hodnoceni, protokol klinického hodnoceni, Soubor
informaci  pro  zkousSejictho, = dokumentaci
hodnoceného  |é¢ivého  pfipravku, pojisténi
klinického hodnoceni (smlouvu a certifikat),
prehled plateb, planovany pocet Ié¢enych pacient(
a Casti smlouvy tykajici se dusevniho vlastnictvi,
odskodnéni a kompenzaci. Smluvni strany souhlasi
s tim, Ze elektronickd verze této smlouvy uréend
pro zverejnéni v registru bude odsouhlasena vsemi
smluvnimi stranami pred podpisem této smlouvy a
Ze smlouva bude zverejnéna zhotovitelem, a to do
3 pracovnich dni od podpisu smlouvy posledni
smluvni stranou. VySe uvedené informace
oznacené jako obchodni tajemstvi budou pred
zverejnénim skryty.

Tato smlouva je vyhotovena v ¢eském a anglickém
jazyce a v pripadé jakéhokoli sporu je pravné
zavazné Ceské znéni této smlouvy.

Pokud se nékteré ustanoveni této smlouvy stane
neplatnym nebo neucdinnym, nebude tim dotéena
platnost a ucinnost zbylych ustanoveni této
smlouvy. Neplatna ¢i neucinna ustanoveni budou v
takovém pripadé smluvnimi stranami nahrazena
takovymi platnymi a ucinnymi ustanovenimi, ktera
budou sledovat stejny ucel a budou mit stejny
ekonomicky dopad. V pripadé novelizaci ¢i zmén
pravnich predpist a pravidel upravujicich klinické
hodnoceni humannich |écivych pfipravkl se
smluvni strany zavazuji pri klinickém hodnoceni
postupovat dle novelizovanych ¢i zménénych znéni
takovych predpist a pravidel pocinaje dnem jejich
ucinnosti.

1)

XVI.
Final Provisions

For other issues, the rights and obligations of the
Parties are governed namely by Sec. 2586 et seq. of
the Act No. 89/2012 Coll., Civil Code, as amended,
and applicable provisions of the Act on
Pharmaceuticals and the Regulation on Good
Clinical Practice.

2) The Parties acknowledge that this Agreement, and

3)

4)

its amendments if applicable, shall be published at
the Registry of Agreements ("Registry") pursuant
to Act No. 340/2015 Coll., on Registry of
Agreements. The Parties further undertake not to
publish at the Registry any information which can
be considered as a trade secret of Parties within
the meaning of Sec. 504 of Act No. 89/2012 Coll.,
Civil Code, as amended. The Sponsor considers
mainly the following to be their trade secret: any
information concerning the study design, the study
Protocol, the Investigator Brochure, the
Investigational Medicinal Product Dossier, the
Clinical Trial insurance (contract and certificate),
budget details, the planned number of treated
patients, intellectual property, indemnification and
compensation terms of the Agreement. The Parties
have agreed that the electronic version of the
Agreement determined for the publishing at the
Registry shall be agreed by all Parties before the
Agreement signature and the Agreement shall be
published by the Institution within 3 business days
of the Agreement signature by the last Party. The
above terms identified as trade secret will be
hidden before any publication.

This Agreement is made in Czech and English
languages and, in the event of any dispute, the
Czech language version of this Agreement shall be
legally binding.

Should any provision of this Agreement become
invalid or ineffective, this shall not affect the
validity or effectiveness of the remaining
provisions of this Agreement. In such cases, the
Parties shall replace such invalid or ineffective
provisions by valid and effective provisions that
pursue the same purpose and have the same
economic effects. In the event of any amendments
or changes to legal regulations and rules governing
clinical trials of medicinal products for human use,
the Parties undertake to proceed in the Clinical
Trial according to the amended or changed
versions of such regulations and rules from the
date of their effectiveness.
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5) Tato smlouva je vyhotovena ve tfech stejnopisech,
kazda smluvni strana obdrZi jedno vyhotoveni.

6) Zmény a doplriky této smlouvy jsou mozné toliko

dohodou, a to pisemnym dodatkem ke smlouvé.

7) Na dlkaz souhlasu se znénim smlouvy pfipojuji
smluvni strany své podpisy.

5) This Agreement is made in three counterparts, with
each Party receiving one counterpart.

6) Changes and amendments to this Agreement are
only possible based upon agreement to a written
amendment to this Agreement.

7) In witness of their consent with the wording of this
Agreement, the Parties attach their signatures.

V Brné dne / Brno, date

Zkousejici / Investigator:

prim. MUDr. Zdenék Kral, CSc.

V Brné dne / Brno, date

Za zhotovitele / On behalf of Institution:

MUDr. Roman Kraus, MBA, feditel
Fakultni nemocnice Brno

V Praze dne / Praha, date

Za zadavatele / On behalf of Sponsor:

XXX
XXX
Bristol-Myers Squibb International Corporation

Seznam priloh:
Ptiloha ¢. 1: Pfehled plateb

List of Exhibits:
Exhibit 1: Payment Schedule
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