SMLOUVA ]
O KLINICKEM HODNOCENI

Mezi

Parexel International (IRL) Limited,
70 Sir John Rogerson's Quay

Dublin 2

Ireland

(Company number 541507)

(dale jen ,CRO®)

A

Masarykuav onkologicky ustav
se sidlem:

Zluty kopec 7

656 53 Brno
Ceska republika
IC: 00209805
DIC: CZ00209805
zastoupeny prof.
Ph.D., feditelem
(dale jen ,Centrum®)

MUDr. Markem Svobodou,

A

Masaryklv onkologicky ustav

Klinika Komplexni Onkologické Péce (KKOP)
Zluty kopec 7

656 53 Brno

Ceska republika

(dale jen ,Hlavni zkousejici”)

(Centrum a Hlavni zkou3ejici dale spole¢né
oznacovani jako ,Smluvni partnefi”)

uzaviena nize uvedeného dne, mésice a roku
podle ustanoveni § 1746 odst. 2 zakona
€. 89/2012 Sb., obcansky zakonik, ve znéni

pozdéjSich pfedpisi (dale jen ,obcéansky
zakonik"), (dale jen ,Smlouva®“):

Preambule

VZHLEDEM K TOMU, ZE Zadavatel

AstraZeneca AB, spole¢nost se sidlem ve
Svédsku, IC: 556011-7482, Sédertélje, SE-151 85,
(dale  jen .Zadavatel®) je sponzorem
multicentrického klinického hodnoceni
zaméfeného na klinické posouzeni studijniho
IéCiva a CRO (nebo jeho sesterska spolecnost)
uzaviela se zadavatelem samostatnou pisemnou
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CLINICAL TRIAL AGREEMENT

Between

Parexel International (IRL) Limited,
70 Sir John Rogerson's Quay

Dublin 2

Ireland

(Company number 541507)
(hereinafter referred to as the “CRQO”)

AND

Masarykuav onkologicky ustav

with its registered seat at:

Zluty kopec 7

656 53 Brno

Czech republic

Company ldentification Number: 00209805

VAT: CZ00209805

Represented by prof. MUDr. Marek Svoboda,
Ph.D., director

(hereinafter referred to as the “Center”)

AND

Masaryk(v onkologicky ustav
Klinika Komplexni Onkologické Péce (KKOP)

Zluty kopec 7

656 53 Brno

Czech Republic

(hereinafter referred to as the “Principal
Investigator”)

(the Center and the Principal Investigator
hereinafter collectively referred to as the

“Contracting Partners”)

entered into on this day, month and year pursuant
to Section 1746 (2) of Act no. 89/2012 of Coll.,
the Civil Code, as amended (hereinafter referred
to as the “Civil Code”) (hereinafter referred to as
the “Agreement”)

Preamble

WHEREAS, the Sponsor AstraZeneca AB, a
company incorporated in Sweden under no.
556011-7482 with offices at Sddertalje, SE-151
85, Sweden (hereinafter ,Sponsor®) is the
sponsor of the multi-center/multi-centre Study to
clinically evaluate the Study Drug and CRO (or its
Affiliate) has been retained by Sponsor (under a
separate written agreement) to act as Sponsor’s
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smlouvu, na jejimz zakladé byla povéfena
zastupovanim zadavatele pfi vedeni klinického
hodnoceni; a

VZHLEDEM K TOMU, ZE Zadavatel pozadal
Smluvni partnery, aby provedli klinické hodnoceni
s hodnocenym lé&ivym pfipravkem Olaparib, (dale
jen ,Hodnoceny Iék*) snazvem ,ROSY-O:
Navazujici studie pro pacienty, ktefi dokongili
predchozi hlavni onkologickou studii s
olaparibem a dle zkousejiciho lékafe maji z
pokra€ovani lé€by klinicky pFinos“ (dale jen
LStudie” nebo ,Klinické hodnoceni*), které je
blize popsano v protokolu €. D0817C00098 , ktery
bude Smluvnim partnerim pfedan Zadavatelem a
ktery muaze byt ¢as od c&asu Zadavatelem
jednostranné doplfiovan (dale jen jako
.Protokol®).

VZHLEDEM K TOMU, ZE Smluvni
disponuji  znalostmi, zkuSenostmi a zdroji
nezbytnymi k provedeni Studie, dle jejich
nejlepSiho védomi maji pfistup k pozadovanému
poctu subjektl hodnoceni dle kritérii pro zafazeni
nebo vyfazeni, jak jsou stanoveny v Protokolu, a
jsou ochotni Studii provést,

partnefi

PROTO se smluvni strany (dale jen ,strany“ nebo
~-Smluvni strany“) dohodly nasledovné:

Cl. 1 - Pfedmét Smlouvy
1.1 Pfedmétem této Smlouvy je provedeni
Studie v Centru a rozdéleni povinnosti
souvisejicich se Studii mezi CRO a Smluvni
partnery. Pfedmétem této Smlouvy jsou
zavazky Smluvnich partnert k provedeni
Studie za podminek sjednanych v této
Smlouvé a zavazek CRO k uhradé odmény
za Fadné provedeni Studie. Jakékoli
odchylky od Protokolu a dodatky
k Protokolu, v€etné avsak nejen jakéhokoli
vySetfovani nebo hodnoceni dopliujicich
klinickych &i laboratornich parametrd,
vyzaduji pfedchozi pisemny souhlas
Zadavatele nebo CRO.

Cl. 2 — Povinnosti Smluvnich partnerd

2.1. Smluvni partnefi se zavazuji provést a
zdokumentovat Studii hospodarné a
s nalezitou odbornou péci v pfisném
souladu s (a) Protokolem; a (b) podminkami
této Smlouvy; a (c) etickymi zasadami
Helsinské deklarace; a (d)
Harmonizovanym Tfistrannym Guideline
ICH pro spravnou klinickou praxi v&etné
jeho naslednych zmén a obecné
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contractor and designee in managing the Study for
Sponsor; and

WHEREAS, the Sponsor asked the Contracting
Partners to conduct a clinical trial involving the
study drug Olaparib (hereinafter called the “Study
Drug”) named ,ROSY-O: Roll over Study for
Patients Who Have Completed a Previous
Oncology Study with Olaparib and Are Judged
by the Investigator to Clinically Benefit from
Continued Treatment” (hereinafter referred to as
the “Study”) as described in more detail in protocol
no. DO0817C00098 will be provided to the
Contracting Partners by the Sponsor and which
may be from time to time unilaterally updated by
the Sponsor (hereinafter referred to as the
“Protocol”).

WHEREAS, the Contracting Partners possess
knowledge, experience and resources necessary
for conducting the Study, have - to the best of their
knowledge - access to the required number of trial
subjects based on the inclusion or exclusion
criteria as laid down in the Protocol and are willing
to conduct the Study.

THEREFORE, the parties (hereinafter referred to
as the “Parties” or the “Contracting Parties”)
have agreed as follows:

Article 1 — Subject of the Agreement

1.1 The subject of the Agreement is the
performance of the Study at the Center and
the division of Study-related obligations
among the CRO and the Contracting Partners.
The subject of the Agreement are covenants
of the Contracting Partners to conduct the
Study under the terms and conditions agreed
herein and the covenant of the CRO to pay
remuneration for a duly conducted Study. Any
deviations from the Protocol or amendments of
the Protocol, including without limitation, any
investigation or evaluation of additional clinical
or laboratory parameters, require the prior
written approval of the Sponsor or CRO.

Article 2 — Obligations of the Contracting
Partners

2.1 The Contracting Partners shall conduct and
document the Study in a diligent and efficient
manner in strict compliance with (a) the
Protocol; and (b) the terms and conditions of
this Agreement; and (c) the ethical principles
of the Declaration of Helsinki; and (d) the ICH
Harmonised Tripartite Guideline for Good
Clinical Practice as amended from time to time
as well as generally accepted standards of
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2.2.

2.3.

pfijimanymi standardy spravné Kklinické
praxe; a (e) vSemi pfislusSnymi pravnimi
predpisy; a (f) veSkerymi pfikazy a
smérnicemi pfisluSnych organ vefejné
moci a spravy a etickych komisi, jsou-li
takové. Centrum se zavazuje poskytnout
odpovidajici zdroje a vybaveni k provadéni
Studie.

Studie bude v Centru provadéna pod
dohledem Hlavniho zkousejiciho, ktery je
odpovédny za jeji fadny prabéh. Hlavni
zkouSejici je odpovédnym vedoucim
skupiny zkous$ejicich v pfipadé, ze Studie je
v Centru provadéna vicero nez jednim
zkouSejicim (takovi dal$i zkouSejici se dale
oznaCuji jako ,Zkousejici‘). Hlavni
zkouS$ejici je odpovédny za blaho subjektu
hodnoceni u€astnicich se Studie z hlediska
poskytovani zdravotnich sluzeb na nalezité
odborné drovni.

Hlavni zkou$ejici sou¢asné mulze slouzit
pro CRO jako kontaktni osoba v Centru ve
vztahu ke Studii, pokud neni nize v této
Smlouvé stanoveno jinak. Hlavni zkous$ejici
provadi Studii vV ramci svého
zaméstnaneckého poméru k Centru.

2.4.Centrum se zavazuje umoznit a Hlavni
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zkousejici se zavazuje zajistit, aby
ZkouSejici a ostatni osoby zahrnuté do
provadéni Studie (dale jen ,Clenové
studijniho  tymu“) jednali v souladu
s podminkami této Smlouvy. Centrum se
prostfednictvim  Hlavniho  zkouSejiciho
zavazuje zajistit, Ze pavodni i novi Clenové
studijniho tymu jsou fFadné proskoleni,
kvalifikovani a vzdélani, obzvlast Ze se
zucastnuji vSech Skolicich setkani o Studii,
v€etné Skoleni na spravnou klinickou praxi
vyzadovanych a zajiStovanych Zadavatelem
nebo CRO (Clenové studijniho tymu vSak
nemusi Skoleni na spravnou klinickou praxi
absolvovat, pokud se prokazi certifikatem
z absolvovaného Skoleni spravné klinické
praxe ne star§im 2 let k datu zahdjeni
Studie). Zadavatel nebo CRO ma pravo
odmitnout konkrétni Cleny studijniho tymu,
pokud se Zadavatel nebo CRO domniva, ze
nejsou pfisludné vzdélani a/nebo
kvalifikovani. Clenové studijniho tymu jsou
zaméstnanci Centra. Clenové studijniho
tymu a Hlavni zkouSejici se budou ucastnit
Skoleni, které v souvislosti se Studii pro tyto
osoby Zadavatel nebo CRO zorganizuje a
Centrum je povinno takovou uc¢ast umoznit.
CRO nahradi pfiméfené cestovni a
ubytovaci naklady souvisejici se
vzdélavanim podle tohoto &lanku, bude-li to

Good Clinical Practice; and (e) all applicable
legal regulations; and (f) all orders and
directives of competent public administration
authorities and ethics committees, if any. The
Center shall provide adequate resources and
facilities for the performance of the Study.

2.2 The Study at the Center shall be conducted

under the supervision of the Principal
Investigator who shall be responsible for due
course of the Study. The Principal Investigator
is the responsible head of the group of
investigators in case the Study is conducted at
the Center by several investigators (such
additional investigators hereinafter referred to
as “Investigators”). The Principal Investigator
is responsible for the well-being of the trial
subjects participating in the Study in terms of
professional medical services provided.

2.3 The Principal Investigator may also serve as

the contact person for CRO with regard to the
Study at the Center, unless this Agreement
specifies otherwise. The Principal Investigator
shall conduct the Study as part of his or her
employment at the Center.

2.4 The Center shall allow and the Principal

Investigator shall ensure that the Investigators
and other persons involved with the Study
(hereinafter referred to as “Study Team
Members”) comply with the terms and
conditions of this Agreement. The Center shall
ensure through the Principal Investigator that
original and new Study Team Members are
appropriately trained, qualified and educated,
in particular that they participate in all training
sessions regarding the Study, including any
good clinical practice training required and
organized by the Sponsor or CRO (Study
Team Members, who have a good clinical
practice certificate that is not older than two
years as of the first day of the Study, are not
required to participate in good clinical practice
training). The Sponsor or CRO shall have the
right to reject specific Study Team Members, if
the Sponsor or CRO deems them not
appropriately educated and/or qualified. Study
Team Members are employees of the Center.
Study Team Members and the Principal
Investigator shall attend trainings organized for
them by the Sponsor or CRO in connection
with the Study, and the Center shall allow such
persons to attend. The CRO shall reimburse
reasonable travel and accommodation costs, if
applicable related to the trainings under this
article, but no remuneration shall be provided
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tfeba, ale za ucast na takovém vzdélavani
nenadlezi UcCastnikim ani nikomu jinému
zadna odména.

to participants or any other persons for
attending such trainings.

2.5 The Center shall make it possible for the
Principal Investigator, Investigators and Study
Team Members, as required, to participate in

2.5. Centrum se zavazuje umoznit Hlavnimu
zkous$ejicimu, ZkouSejicim a Clenim
studijniho tymu, uc€astnit se podle potfeby

setkani  zkouSejicich a telekonferenci Investigators’ meetings and teleconferences
uskute€riovanych v pribéhu Studie held in the course of the Study to the extent
v rozsahu poZzadovaném Zadavatelem nebo requested by the Sponsor or CRO.
CRO.

2.6. Kazdé smluvni zajisténi kterékoli 2.6 Any subcontracting of any of the Center’s
z povinnosti Centra na zakladé této obligations under this Agreement to a third

party requires the prior written consent of the
Sponsor or CRO. Granting of such consent
shall be within the Sponsor’s or CRO’s sole
discretion. In the case that such consent is
granted, the Center shall:

Smlouvy tfeti stranou vyzaduje pfedchozi
pisemny souhlas Zadavatele nebo CRO.
Udéleni takového souhlasu je na vyluéném
rozhodnuti  Zadavatele nebo CRO.
V pfipadé povoleného smluvniho zajisténi
povinnosti Centrum:

2.6.1 je povinno zajistit u subjektu, na néjz svou 2.6.1 make sure that such subcontractors observe

povinnost pfenasi, dodrzovani podminek,
(a) které jsou vzhledem k charakteru
pozadované sluzby relevantni a podobné
podminkam této Smlouvy, véetné, avsak

the terms and conditions (a) that are relevant
to the nature of requested services and
similar to the terms and conditions of this
Agreement, including — without limitation -

nejen, Ihit k plnéni povinnosti, (b) na the timelines for fulfilling obligations, (b)
zakladé kterych treti strana postoupi based on which the third party shall assign all
veskera prava k vysledkim své rights with regard to the results of its

Cinnosti/Studie na  Centrum  anebo
Zadavatele nebo CRO a (c) dle kterych treti
strana umozni Zadavateli nebo CRO nebo
tretim  stranam smluvné opravnénym
spolecnosti CRO a pfisluSnym regulatornim
Ufadim provedeni auditd a inspekci u
takové tfeti strany, coZz souc€asné
neznamena omezeni povinnosti Centra ve
vztahu k auditim a inspekcim; a

performance/the Study to the Center or the
Sponsor or the CRO and (c) based on which
the third party shall allow the Sponsor or
CRO or third parties contracted by the CRO
and competent regulatory authorities to
perform audits and inspections at such a
third party’ site, whereas this shall not limit
the Center’s obligations with respect to
audits and inspections; and

2.6.2 bude nést odpovédnost za fadné pinéni 2.6.2 be responsible for due performance of all
vSech zajiSténych nebo delegovanych delegated or subcontracted duties.
povinnosti.

2.7. Smluvni partnefi se zavazuji vynalozit 2.7 The Contracting Partners agree to make
veSkeré usili k zafazeni subjektd hodnoceni maximum efforts to enroll trial subjects in the
do Studie vsouladu s pozadavky na Study in accordance with the inclusion
zafazovani a |hGtami  stanovenymi requirements and timelines set forth in the
v Protokolu. Souc¢asné Ihity vztahujici se Protocol. The current timelines for
k provadéni Studie jsou nasleduijici: conducting the Study are as follows:

2.7.1 Predpokladany nabor subjektt hodnocenije 2.7.1 Recruitment of trial subjects is expected to

2.7.2
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a predpokladané ukonceni
. Nabor  subjektd
vzdy Fidi aktualnimi

Studie je
hodnoceni  se
podminkami Protokolu.

Hlavni zkousejici souhlasi, ze Zadavatel
nebo CRO muze jednostranné kdykoli
zménit poc€et subjektd hodnoceni, které
Hlavni zkouSejici do Studie mize zarfadit

begin in and the Study to be
completed by . Recruitment of trial
subjects is always governed by current terms
and conditions of the Protocol.

2.7.2 The Principal Investigator agrees that the

Sponsor or CRO may unilaterally change the
number of trial subjects that the Principal
Investigator shall include in the Study and/or
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2.8

2.9

2.10
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a/nebo ¢asovy harmonogram naboru, a to
prostfednictvim vydani pfislusného pokynu
ke Studii. Takovy pokyn se nedotkne jiz
zarazenych subjektd hodnoceni.

Hlavni zkouSejici se zavazuje do Studie
zafadit pouze fadné zplsobilé subjekty
hodnoceni v souladu s Protokolem.

Smluvni partnefi se zavazuji zajistit, ze
Studie  bude provadéna v souladu
s povolenim nebo souhlasem Kk ohlaseni
vydanym Statnim ustavem pro kontrolu IéCiv
a souhlasy pfislusnych etickych komisi.
Smluvni partnefi se zavazuji poskytnout
CRO/Zadavateli soucinnost pfi pfipravé
dokumentl tykajicich se Studie a predat
Zadavateli nebo CRO nebo tfeti strané
urCené Zadavatelem bezodkladné veSkera
prohlaSeni nezbytna k povoleni Studie
regulatornimi  organy a/nebo etickymi
komisemi, v€etné av8ak nejen (i) Prohlaseni
o finan¢nich zajmech, (ii) CV a (iii) potvrzeni
o odpovidajicim vybaveni mista hodnoceni.
Smluvni partnefi se zavazuji zajistit, ze
poskytnuté dokumenty tykajici se Studie
jsou uplné a spravné. Napfiklad, Prohlaseni
o finanénich zajmech musi obsahovat
veSkeré financni vztahy mezi Hlavnim
zkousejicim a kterymkoli Clenem studijniho
tymu, a jejich financni zajmy, na jedné
strané a Zadavatelem, CRO anebo
kteroukoli spole€nosti propojenou s CRO na
strané druhé, véetné - av3ak nejen —
odmény nebo jiného finanéniho prospéchu
pfijatého kaZdym znich od Zadavatele,
CRO nebo kterékoli ze spole€nosti
propojenych s CRO za konzultaéni €innosti
nebo jiné sluzby nepokryté touto Smlouvou.
Potvrzeni o finan¢nich zajmech by méla byt
predlozena v priibéhu Studie, pfi jeji zméné
a jeden rok po skonceni Studie.
.Propojenou osobou® se rozumi jakakoli
pravnicka osoba nebo spolecnost, ktera
pfimo nebo nepfimo, prostfednictvim
jednoho ¢&i vice prostfednik(i, vykonava
kontrolu, je kontrolovana anebo je pod
spole€nou kontrolou se smluvni stranou.

Hlavni zkouSejici se zavazuje vS8echny
subjekty hodnoceni odpovidajicim
zpusobem informovat o cilech, metodach,
predpokladanych pfinosech a potencialnich
rizicich Studie a o okolnostech, za kterych
by jejich osobni uddaje mohly byt
zpfistupnény CRO/Zadavateli, jejich
Propojenym osobam, pfisluSnym organim,
tfetim stranam, jeZz poskytuji sluzby CRO
a/nebo etickym komisim. Hlavni zkouSejici

2.8

2.9

2.10

the recruitment timeframe by issuing a
relevant instruction for the Study. Such an
instruction shall not concern the already
included trial subjects.

The Principal Investigator agrees to include
in the Study only such trial subjects that are
duly suitable for the Study in compliance with
the Protocol.

The Contracting Partners agree to ensure
that the Study shall be conducted in
compliance with the approval or consent with
notification issued by the State Institute for
Drug Control and approvals of the competent
ethics committees. The Contracting Partners
agree to cooperate with the CRO/Sponsor in
preparing documents concerning the Study
and to immediately provide the Sponsor or
CRO or a third party specified by the Sponsor
or CRO with all declarations necessary for
the approval of the Study by regulatory
authorities  and/or  ethics committees,
including without limitation, if applicable, (i)
Financial Interest Declarations , (ii) CVs and
(i) confirmation of adequate trial site
facilities. The Contracting Partners shall
ensure that the provided Study documents
are complete and correct. For example, the
Financial Interest Declarations shall contain
all financial relations between, and financial
interests of, the Principal Investigator and
any Study Team Member, on one hand, and
the Sponsor, the CRO or any of the CRO’s
affiliates, on the other hand, including - but
not limited to - remuneration or other financial
benefits received by each of them from the
Sponsor, CRO or any of the CRO'’s affiliates
for consultations or other services not
covered in this Agreement. The Financial
Interest Declarations should be submitted in
the course of the Study, upon a change in the
Study and one year after completion of the
Study. “Affiliate” shall mean any legal entity
or company, which directly or indirectly,
through one or more intermediaries, controls,
is controlled by or is under joint control with a
Contracting Party.

The Principal Investigator agrees to
appropriately inform all trial subjects of the
aims, methods, expected benefits and
potential risks of the Study and the
circumstances under which their personal
data might be disclosed to the CRO/Sponsor,
their Affiliates, competent authorities, third
parties providing services for the CRO and/or
ethics committees. The Principal Investigator
agrees to ensure that the trial subjects shall
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2.11

2.12

2.13
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se zavazuje zajistit, Ze subjekty hodnoceni
se zUcCastni Studie teprve poté, co podepisi
informovany souhlas subjektu hodnoceni

poskytnuty spole¢nosti CRO. Hlavni
zkouSejici uchova original takového
souhlasu ve zdravotnické dokumentaci
subjektu  hodnoceni.  Pokud subjekt

hodnoceni svlj souhlas v pribéhu Studie
odvola, Smluvni partnefi nesmi ve vztahu
k tomuto subjektu hodnoceni provést Zadné
daldi postupy vramci Studie vyjma
pfipadnych opatieni tykajicich se
nasledného sledovani pfedepsanych
Protokolem, s nimiz subjekt hodnoceni
souhlasil. Nasledna 1é¢ba  subjektu
hodnoceni, ktera nesouvisi se Studii, je
vyhradni Iékafskou odpovédnosti a pravni
odpovédnosti Smluvnich partnera.

Smluvni partnefi se zavazuji zajistit, ze
subjekty hodnoceni zafazené do Studie se
v Centru nebudou Uucastnit specifického
IéCebného programu dle § 49 zakona ¢.
378/2007 Sb., o IéCivech (dale jen ,zakon o
lIécivech®) ani jiného klinického hodnoceni,
pfi kterém by subjekty hodnoceni uzivaly
v Ceské republice neregistrovany légivy
pfipravek v prabéhu Studie ani béhem doby
preruseni Studie specifikované v Protokolu
bez predchoziho pisemného souhlasu
CRO.

Pokud v pribéhu Studie v Centru dojde
k poSkozeni zdravi subjektu hodnoceni,
Smluvni partnefi se zavazuji informovat o
kazdé takové udalosti Zadavatele nebo
CRO (i) v pfipadé zavazného nezadouciho
ucinku a/nebo zavazné nezadouci pFihody

a/nebo v pfipadech té&hotenstvi, jsou-li
takové, nejpozdé&ji do 24 hodin a (ii)
v pfipadé nezadouciho ucinku a/nebo

nezadouci pfihody neprodlené v ramci lhut
stanovenych v Protokolu a jinych pokynech
danych Zadavatelem nebo CRO o hlaseni
dat tykajicich se bezpecnosti. Soucasti
takového hlaseni musi byt také posouzeni
pri¢inné souvislosti. O jakémkoliv jiném
poskozeni zdravi subjektu hodnoceni nebo
jakémkoliv zavazném poruseni Protokolu
nebo pokynu spravné klinické praxe musi
Smluvni partnefi informovat Zadavatele
nebo CRO bez zbyte&ného odkladu.

Smluvni  partnefi se zavazuji bez
zbyte€ného prodleni zodpovédét vSechny
dotazy CRO a/nebo Zadavatele nebo osob
povéfenych Zadavatelem tykajici se
dokumentace nezZadouci wudalosti. Toto
zahrnuje  zejména  aktivni  nasledné
sledovani a  objasnéni  pfisluSnych

211

not participate in the Study until after they
sign their informed consent provided by the
CRO. The Principal Investigator shall keep
the original of such consent in the trial
subjects’ medical records. If such consent is
revoked in the course of the Study, no further
Study-related procedures may be performed
by the Contracting Partners with regard to
the respective trial subject, except for any
Study-related follow-up monitoring laid down
in the Protocol and consented to by the trial
subject. Subsequent treatment of the trial
subject, which is not related to the Study, lies
in the sole medical responsibility and legal
liability of the Contracting Partners.

The Contracting Partners shall ensure that
the trial subjects included in the Study do not
participate in a specific treatment program
according to Section 49 of Act No. 378/2007
Coll., on Medicinal Products (“Act on
Medicinal Products”) or in any other clinical
trial in which the trial subjects would use
medicinal products not registered in the
Czech Republic in the course of the Study or
during any suspension period specified in the
Protocol without the prior written consent of
the CRO.

2.12If in the course of the Study at the Center trial

2.13

subjects' health is harmed, the Contracting
Partners shall inform the Sponsor or CRO of
any such event (i) in case of any serious
adverse effect and/or serious adverse events
and/or, if applicable, in case of pregnancy,
within 24 hours at the latest and (ii) in case of
any adverse effect and/or adverse event
immediately within the timelines specified in
the Protocol and other instructions on safety-
related data reporting provided by the
Sponsor or CRO. Such reporting must also
include an assessment of causality. Any
other harm to health of trial subjects or any
serious breach of the Protocol or good
clinical practice guidelines must be reported
to the Sponsor or the CRO without undue
delay.

The Contracting Partners agree to
immediately answer any questions of the
CRO and/or Sponsor or persons authorized
by the Sponsor regarding adverse event
documentation. This includes - but is not
limited to - active follow-up monitoring and
clarification of relevant inconsistencies in
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nesrovnalosti v hldSenich neZadoucich
pfihod a pfipadu téhotenstvi. Za ucelem
hlaseni nezadoucich pfihod a pfipadu
téhotenstvi jsou Smluvni partnefi povinni
pouzivat formulare poskytnuté CRO a/nebo
Zadavatelem, jsou-li takové.

Bé&hem a po skonleni Studie se zavazuji
Smluvni partnefi predlozit CRO nebo
Zadavateli, podle toho, co je relevantni,
veSkeré dokumenty pfijaté od afadd,
etickych  komisi  a/nebo  pfislusnych
regulatornich organl tykajici se jakychkoli
souhlasti nebo povoleni nebo pfislusné
komunikace vztahujici se k bezpeénosti ve
vztahu ke Studii do 24 hodin od jejich
obdrzeni.

Smluvni partnefi se zavazuji pouzivat
Hodnoceny lék vyhradné pro ucely
provadéni Studie a pouze zplsobem
specifikovanym v Protokolu.  Smluvni

partnefi jsou odpovédni za fadné pfijimani,
pouzivani, nakladani, skladovani a vedeni
dikladné a presné evidence zachazeni s
Hodnocenym Iékem v pribéhu Studie
v souladu s pozadavky spravné Kklinické
praxe, spravné lékarenské praxe a
Protokolem. Navic se Smluvni partnefi
zavazuji vratit anebo zajistit Fadnou likvidaci
nepouzitého Hodnoceného Iéku, pokud si
Zadavatel likvidaci vyzadal (na naklady
Zadavatele), a tuto likvidaci fadné
zdokumentovat. V pfipadé nacatého a
nespotfebovaného Hodnoceného Iéku,
jehoz forma podani je infuze, zajisti
Smluvni partnefi likvidaci ihned po pfipravé
Ci Upravé Hodnoceného Iéku.

Centrum se timto zavazuje zajistit
uskladnéni, pfipravu, kontrolu a distribuci
Hodnoceného 1éku v  souladu s
ustanovenim Protokolu, platnych zakon( a
v souladu se vSemi ustanovenimi pokynu
LEK-12 Statniho ustavu pro kontrolu IéCiv.
Smluvni partnefi nebudou vyzadovat
zaplaceni Hodnoceného léku nebo jakékoliv
sluzby hrazené CRO jménem Zadavatele
podle této Smlouvy po subjektu hodnoceni
nebo tfeti strané, jako je napfiklad zdravotni
pojistovna.

Centrum se zavazuje jmenovat dostateény
poCet zastupcu, ktefi splnuji kvalifikacni
pozadavky na vykon povolani farmaceuta
ve smyslu zakona ¢&. 95/2004 Sb.,
0 podminkach ziskavani a uznavani
odborné zpUsobilosti a specializované
zpusobilosti  k vykonu zdravotnického
povolani lékare, zubniho IékaFe
a farmaceuta, ve znéni pozdéjsich predpisu,

adverse event and pregnancy reports. For
the purposes of adverse event and
pregnancy reporting, the Contracting
Partners must use the forms provided by the
CRO and/or Sponsor, if applicable.

2.14 During and after completion of the Study, the

2.15

Contracting Partners shall submit to the CRO
or Sponsor, as applicable, all documents
received from authorities, ethics
committee/s, and/or competent regulatory
authorities regarding any consent or
authorization or safety- related
communication with respect to the Study
within 24 hours following their receipt.

The Contracting Partners agree to use the
Study Drug exclusively for the purposes of
conducting the Study and only as specified in
the Protocol. The Contracting Partners are
responsible for the proper receipt, use,
handling, storage and keeping detailed and
accurate records of handling of the Study
Drug in the course of the Study pursuant to
the requirements of good clinical practice,
good pharmacy practice and Protocol. The
Contracting Partners agree to return any
unused Study Drug or properly liquidate any
unused Study Drug, provided that the
Sponsor requested such liquidation (at the
expense of the Sponsor), and properly
document such liquidation. The Contracting
Partners shall immediately liquidate any
unfinished or unused Study Drug
administered by infusion immediately after its
preparation or modification.

2.16 The Center hereby agrees to ensure that the

2.17

Study Drug is stored, prepared, inspected
and distributed in compliance with the
Protocol, the applicable law and all
provisions of the LEK-12 guideline issued by
the State Institute for Drug Control. The
Contracting Partners shall not charge any
trial subject or third party, such as a health
insurance company, for the Study Drug or for
any services paid for by the CRO on behalf
of Sponsor under this Agreement.

The Center agrees to appoint a sufficient
number of representatives who meet
qualification requirements for the position of
a pharmacist pursuant to Act no. 95/2004
Coll., on conditions for acquisition and
recognition of professional qualifications
and specialized gualifications for
physicians, dentists and pharmacists, as
amended, or for pharmaceutical assistants
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nebo farmaceutického asistenta ve smyslu
zakona c. 96/2004 Sb.,
0 nelékafskych zdravotnickych povolanich,
ve znéni pozdéjSich predpisu. Tito zastupci
budou odpovédni za nakladani
s Hodnocenym Iékem a za vedeni
souvisejicich zaznaml a dokumentace.
Ihned po jmenovani tohoto zastupce nebo
zastupcll, oznami Centrum CRO a
Zadavateli pisemné jméno a pfijmeni
povéfenych osob ¢&i osob, spolu s
pfislusnymi kontaktnimi informacemi.

Hlavni zkouSejici se zavazuje odebirat
Hodnoceny Iék v souladu s Protokolem, a to
v davkovani potiebném pro kazdou
jednotlivou navstévu subjektu hodnoceni.

Kdykoli o to CRO a/nebo Zadavatel pozada,
zavazuji se Smluvni partnefi podat hlaseni
0 postupu ve Studii v Centru véetné udajl o
zafazovani subjektl hodnoceni.

Hlavni zkouS$ejici je povinen shromazdovat
data a vkladat je do 5 pracovnich dni od
jejich vytvoreni do elektronickych
zaznamovych listd nebo zaznamovych listu
v listinné podobé (dale jen ,CRF*) v souladu
s nalezitostmi  stanovenymi v Protokolu.
Hlavni zkouSejici se zavazuje pravidelné
pfedavat CRO CRF a veSkerou
dokumentaci vyzadovanou Protokolem, aby
je CRO mohla pfimo ¢i prostfednictvim
jiného subjektu pribézné zpracovavat.
V pfipadé prodleni delS§im nez 10
pracovnich dn0 s vkladanim udaji je
Zadavatel opravnén, na zakladé pisemného
oznameni doruéeného Hlavnimu
zkouSejicimu, zastavit zafazovani subjektd
hodnoceni Hlavnim zkousejicim az do doby,
kdy je vkladani udaju aktualizované. Pokud
bude mit toto za nasledek prodleni v
zarazovani subjekt hodnoceni,
CRO/Zadavateli pfislusi prava stanovena
v El. 12.4. Ve |haté 5 pracovnich dnl po
oSetfeni posledniho ze subjektt hodnoceni,
musi byt dokon€eno vloZeni veSkerych
zbyvajicich CRF, souvisejici dokumentace
a rovnéz nepouzité CRF v listinné podobé,
jsou-li takové, musi byt pfedany CRO
anebo na poZadani Zadavatele zniceny.
Smluvni partnefi se zavazuji poskytovat
soucinnost pfi pohotovém objasnovani
jakychkoli dotaz(l tykajicich se udaji v CRF
a vénovat se témto dotazim a zodpovidat je
nejpozdéji ve Ihité 5 (péti) pracovnich dnu.
CRO muze pozadovat odpoveédii v kratSim
Casovém useku s ohledem na kliCova stadia
Studie, jako napf. Cista databaze. Smluvni

2.18

2.19

pursuant to Act no. 96/2004 of Coll., on non-
medical health professions, as amended.
These representatives shall be responsible
for handling the Study Drug and for keeping
related records and documentation.
Immediately after the appointment of the
representative(s), the Center shall notify the
CRO and Sponsor in writing about the first
and last name and contact details of such
appointees.

The Principal Investigator agrees to draw
the Study Drug in compliance with the
Protocol and in doses required for every
visit of the trial subject.

The Contracting Partners agree to report on
the progress of the Study at the Center,
including information about the enrolment
of trial subjects, upon the CRO’s and/or
Sponsor’s request.

2.20 The Principal Investigator must collect data

and enter them within 5 working days of their
generation in the electronic case report forms
or paper case report forms (hereinafter
referred to as “CRFs”) in accordance with the
requirements set forth in the Protocol. The
Principal Investigator agrees to regularly
forward CRFs and any documentation
required in the Protocol to the CRO so that
the CRO could process them directly or
through another entity on a continuous basis.
In case of a delay with data entering for more
than 10 working days, the Sponsor shall
have the right by giving written notice to the
Principal Investigator to stop the recruitment
of trial subjects by the Principal Investigator
until data entering is up to date. If this results
in a delay with recruiting trial subjects, the
CRO/Sponsor shall have the rights set forth
in Article 12.4. Within five working days of the
last trial subject’s treatment, all outstanding
CRFs must be entered and related
documentation as well as unused paper
CRFs, if applicable, must be forwarded to the
CRO or destroyed upon the Sponsor’s
request. The Contracting Partners agree to
assist in promptly clarifying any questions
concerning CRF data and to address and
answer such questions within five (5) working
days. The CRO may request answers
sooner than that due to key Study
milestones, such as a clean database.
Furthermore, the Contracting Partners agree
to reasonably assist in preparing the overall
Study report upon the CRO’s or Sponsor’s
request. The Center shall ensure that CRFs
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partnefi se dale na zadost CRO nebo
Zadavatele zavazuji poskytovat pfiméfenou
soucinnost pfi pfipravé celkové zpravy o
Studii. Centrum zajisti, ze CRF nebudou
pfistupné nikomu jinému nez Clentim
studijniho tymu a Hlavnimu zkousejicimu a
pristup k nim, pokud budou v elektronické
podobé, bude chranén pfistupovym jménem
a heslem.

Hlavni zkouSejici je povinen zajistit, Ze
v§echny CRF poskytnuté CRO jsou
pravdivé, pfesné a fadné vyplnény a Ze jsou
vérnym odrazem skuteénych vysledkl
Studie. Hlavni zkouSejici se rovnéz
zavazuje predat CRO kopie vSech zprav,
vCetné v8ech aktualizaci a zmén, které si
vyzadala eticka komise.

Centrum se zavazuje uchovavat veSkerou
elektronickou i jinou dokumentaci, véetné
zdrojové dokumentace a slozky
Zkousejiciho, vyzadovanych ICH pfedpisy a
pfislusnymi pravnimi pfedpisy upravujicimi
provadéni Studie, po del§i z nasledujicich
dob: 1) patnact (15) let po skonéeni Studie
nebo 2) jakoukoli delSi dobu pro archivaci
dokumentace stanovenou  pfislusnymi
pravnimi predpisy. Studijni dokumentace
musi byt uchovavana na vhodném misté a
vhodnym zplsobem a Centrum je povinno
vést zaznamy o misté, kde je dokumentace
Studie uchovavana, aby tato byla pohotové
k dispozici na zadost povéfeného zastupce
Zadavatele, etické komise, auditora nebo
pfislusnych Gfadd. Centrum je povinno
Zadavatele nebo CRO informovat
v pfipadé, ze planuje archivovat
dokumentaci Studie mimo své vlastni
prostory.

Smluvni partnefi jsou si védomi, ze CRO
nebo jménem Zadavatele tfeti strana
dikladné monitoruje provadéni Studie a
pravidelné navstévuje Centrum. Smluvni
partnefi se zavazuji pfiméfené podporovat
tyto monitorovaci aktivity, v€etné ale bez
omezeni, poskytnutim pFistupu povéfenému
zastupci CRO do prostor a k datiim dle
potfeby a spolupracovat s CRO nebo
pfislusnou tfeti stranou v tomto ohledu. Na
Zadost CRO jsou Hlavni zkouSejici a
Clenové studijniho tymu povinni se
zUcastnit osobni diskuze.

Zadavatel nebo CRO a statni organy, jako
je napt. UFad pro potraviny a léky Spojenych
statu americkych (,FDA®) maji pravo
provadét audit ¢&i inspekci zaznam

shall not be available to any persons other
than Study Team Members and the Principal
Investigator and that access to CRFs, if they
are in electronic form, shall be protected by
user name and password.

2.21 The Principal Investigator shall ensure that all

CRFs submitted to the CRO are true,
complete, correct and accurate and reflect
the actual results of the Study. The Principal
Investigator also agrees to provide the CRO
with copies of all reports, including all
updates and changes, that were requested
by the ethics committee.

2.22 The Center shall keep all electronic and other

documents, including without limitation,
source documents and the Investigator’s files
required by ICH guidelines and applicable
laws regulating Study performance for the
longer of the following periods: 1) fifteen (15)
years after the end of the Study, or 2) any
longer documentation archiving period laid
down in applicable legal regulations. Study
documentation must be kept in a suitable
location and manner, and the Center must
keep record of the location where Study
documentation is stored to ensure that it is
readily available upon the request of the
Sponsor’s appointed representative, the
ethics committee, an auditor or competent
authorities. The Center must notify the
Sponsor or CRO in the event that the Center
plans to archive Study documentation
outside of its own premises.

2.23 The Contracting Partners understand that the

CRO or a third party on behalf of the Sponsor
closely monitors the performance of the
Study and regularly visits the Center. The
Contracting Partners agree to appropriately
support such monitoring activities, including
without limitation, by providing the CRO’s
appointed representative with access to the
facilities and data as necessary and to
cooperate with the CRO or the relevant third
party in this regard. The Principal
Investigator and Study Team Members must
participate in personal discussions upon the
request of the CRO.

2.24 The Sponsor or the CRO and government

authorities, such as for example the US Food
and Drug Administration (the “FDA”) have
the right to audit or inspect the Contracting
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Smluvnich partneru, veskeré  jiné
dokumentace a prostor souvisejicich
s provadénim Studie, a to kdykoli v pribéhu
a/nebo po dobu 15 let po skonéeni Studie a
bez jakychkoli narokh Smiuvnich partner(
na zvlastni platbu. Takovy audit &i inspekci
je Zadavatel nebo CRO povinen pfiméfené
pfedem ohlasit v pfipadé, Ze je provadén
Zadavatelem nebo CRO. Smluvni partnefi
jsou povinni poskytovat Zadavateli nebo
CRO, jim povéfenym zastupclm nebo
veskerym statnim organim soucinnost pfi
plnéni jejich uloh v souladu s Protokolem a
podniknout veSkeré pfiméfené kroky
pozadované Zadavatelem a/nebo CRO
nebo statnimi organy za ucelem odstranéni
nedostatk(l zjisténych béhem auditu nebo
inspekce.

Smluvni partnefi se zavazuji, ze bé€hem a po
skonCeni  Studie, umozni a budou
podporovat veskeré kontroly odpovédnych
Ufadd bez jakychkoli narokti na zvlastni
odménu ¢i nahradu. Smluvni partnefi jsou
povinni informovat Zadavatele nebo CRO o
kazdé takové inspekci & zaméru takovou
inspekci provést ihned poté, co se o nich
dozvi. Smluvni partnefi se zavazuji umoznit,
aby Zadavatel nebo CRO mohl byt pfitomen
na kazdé inspekci provadéné afady nebo
podobnymi institucemi. Pfed vyjadfenim se
k nalezim takové inspekce, budou-li
néjaké, jsou Smluvni partnefi povinni
odpovéd posoudit a prodiskutovat se
Zadavatelem nebo CRO. Smluvni partnefi
bez zbyteéného odkladu poskytnou
Zadavateli nebo CRO kopie jakychkoliv
Zjisténi nebo kontrol odpovédnych Gfadu ve
vztahu ke Studii.

Smluvni partnefi nesmi védomé vyuzivat
sluzeb, bez ohledu na jejich objem, Zadnych
osob, jimz bylo poskytovani téchto sluzeb
zakdzano FDA nebo kterymkoli jinym
pfisluSnym organem v pribéhu provadéni
Studie. Smluvni partnefi dale zavazné
prohlasuji, ze dle jejich znalosti ani jim ani
jejich  zaméstnancim, zmocnéncim i
zastupclm, ktefi se u&astni provadéni
Studie, nebylo zakdzano provadét Cinnosti,
jez jsou provadéné v ramci Studie, ze strany
FDA ¢&i jiného organu, ani podle jejich
nejlepSiho  védomi v souCasné dobé
neprobiha zadné fizeni tykajici se takového
zakazu ve vztahu k témto osobam, zejména
na zakladé (i) United States 21 U.S.C.
§ 335a a (ii) Hlavy 21 Code of Federal
Regulation § 312.70. Smluvni partnefi se
zavazuji v priibéhu Studie a po dobu 3 let po
jejim ukond&eni ihned informovat

Partners’ records, any and all other
documentation and the facility relating to the
Study at any time during the Study and/or for
another 15 years after completion of the
Study and without the Contracting Partners’
right to special payment. The Sponsor or
CRO must announce such audit or
inspection sufficiently in advance, provided
that it is carried out by the Sponsor or CRO.
The Contracting Partners must assist the
Sponsor or CRO, its designated
representatives or all government authorities
in performing their tasks pursuant to the
Protocol and take any and all reasonable
actions requested by the Sponsor and/or
CRO or government authorities to remedy
deficiencies noted during an audit or
inspection.

2.25 The Contracting Partners shall, during and

after the Study, allow and support any
inspections of responsible authorities without
any right to special payment or
reimbursement. The Contracting Partners
must inform the Sponsor or CRO about any
such inspection or the intent to conduct such
inspection as soon as the Sponsor or CRO
learns about it. The Contracting Partners
shall allow the Sponsor or CRO to be present
at any inspection conducted by authorities or
similar institutions. Prior to responding to the
findings of any such inspection, if any, the
Contracting Partners must review and
discuss such response with the Sponsor or
the CRO. The Contracting Partners shall
promptly provide the Sponsor or CRO with
copies of any findings or inspections of
responsible authorities in relation to the
Study.

2.26 The Contracting Partners may not knowingly

use the services, regardless of their volume,
of any person prohibited to provide such
services by the FDA or any other competent
authority in the course of the Study.
Furthermore, the Contracting Partners
represent and warrant that, as far as they
know, neither them nor their employees,
agents or representatives, who are involved
in the Study, have been prohibited by the
FDA or any other competent authority to
perform the activities that are performed
during the Study, nor that they are currently,
to the best of their knowledge, the subject of
proceedings concerning such prohibition by
the FDA or any other authority, in particular
on the basis of (i) United States 21 U.S.C.
Section 335a and (i) Title 21 Code of
Federal Regulation, Section 312.70. During
the Study and for a period of 3 years after its
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Zadavatele, pokud se dozvi, Ze bude
zahajeno takové fizeni ve vztahu
k Hlavnimu zkouSejicimu, Centru ¢&i jeho
zaméstnanci. Smluvni partnefi dale zarucuji
a zavazuji se, ze dle jejich znalosti nejsou
subjektem pfedchozich ani probihajicich
Setfeni, vyzev, upozornéni nebo vymahani
rozhodnuti organt statni spravy
vztahujicich se ke klinickému hodnoceni,
které by nebyly oznameny Zadavateli nebo
CRO. V pfipadé, zZe nastane skutenost
podle predchozi véty ve vztahu ke Studii,
Smluvni partnefi to bez zbyte¢ného odkladu
sdéli Zadavateli nebo CRO.

V pfipadé, ze Hlavni zkousSejici v pribéhu
Studie ukon&i pracovnépravni vztah s
Centrem, Centrum je povinno o této
skute€nosti informovat Zadavatele nebo
CRO neprodlené poté, co se o tom dozvi, a
souc€asné navrhnout rfadné kvalifikovanou
osobu jako nového hlavniho zkouS$ejiciho.
Zadavatel nebo CRO ma pravo vznést
namitky vici tomuto nahrazeni. Centrum, se
zavazuje s vynalozenim maximalniho usili
pozadovat po novém hlavnim zkou$ejicim,
aby se pisemné zavazal k dodrZovani
podminek sjednanych vtéto Smiouvé.
Pokud Centrum a Zadavatel nebo CRO
nejsou schopni domluvit se na osobé
nového hlavniho zkousejiciho anebo pokud
novy hlavni zkou$ejici neni ochoten zavazat

se kpodminkam  stanovenym  touto
Smlouvou, Zadavatel nebo CRO je
opravnén  vypovédét tuto  Smlouvu

vsouladu sél. 12.5. Centrum a Hlavni
zkousejici jsou povinni neprodlené pisemné
informovat CRO o vSech zménach, které
maiji vliv na dostupnost zdrojd a/nebo Clen(
studijniho tymu provadéjiciho Studii.

Smluvni partnefi se zavazuji pfimo a
neprodlené informovat CRO
prostfednictvim monitora studie v pfipade,
Ze subjekt hodnoceni uc€astnici se Studie
oznami ¢&i vyjadfi nazor, Ze doslo
k poskozeni jeho zdravi v disledku Uc&asti
ve Studii, a Ze ma proto pravo na finanéni
nahradu.

Smluvni partnefi se zavazuji umoznit
smluvnim vyzkumnym organizacim,
smluvné zajiSténym Zadavatelem nebo
kteroukoli z Propojenych osob, aby jménem
Zadavatele vykonavaly kterékoli z prav a
povinnosti Zadavatele na zakladé této
Smlouvy, v pfipadé, Ze se prokazi
povéienim &i plnou moci, ze které jejich
opravnéni vykonavat prava a povinnosti

2.27

completion, the Contracting Partners agree
to promptly notify the Sponsor about any
such proceedings initiated against the
Principal Investigator, the Center or its
employees. Furthermore, the Contracting
Partners represent and warrant that, as far
as they know, they are not the subject of any
past or current investigations, inquiries,
warnings or enforced decisions of public
administration authorities that concern the
clinical trial and have not been disclosed to
the Sponsor or CRO. The Contracting
Partners shall notify the Sponsor or CRO
about the fact described in the previous
sentence without undue delay.

In the event that the Principal Investigator
terminates his or her employment at the
Center, the Center shall inform the Sponsor
or CRO as soon as it learns about it and shall
propose a duly qualified person acting as a
new principal investigator. The Sponsor or
CRO shall have the right to object to such
replacement. The Center, shall make
maximum efforts to require the new principal
investigator to agree in writing to the terms
and conditions stipulated in this Agreement.
If the Center and the Sponsor or CRO are
unable to agree on the new principal
investigator or if the new principal
investigator is unwilling to agree to the terms
and conditions stipulated in this Agreement,
the Sponsor or CRO shall have the right to
terminate this Agreement in accordance with
Article 12.5. The Center and the Principal
Investigator must immediately inform the
CRO in writing about any and all changes
having an impact on the availability of
resources and/or Study Team Members
conducting the Study.

2.28 The Contracting Partners agree to inform the

2.29

CRO through the Study monitor directly and
immediately in the case that a trial subject
participating in the Study announces or
opines that his or her health has been
damaged due to his or her participation in the
Study and that he/she is therefore entitled to
financial compensation.

The Contracting Partners agree to allow
research organizations contracted by the
Sponsor or any of its Affiliates, including the
CRO, to exercise any of the Sponsor’s rights
and to perform any of the Sponsor's
obligations under this Agreement on behalf
of the Sponsor, provided that they have
authorization or a power of attorney to
exercise the Sponsor’s rights and to perform
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Zadavatele vyplyva. Smiluvni partnefi se
zavazuji spolupracovat s témito smluvnimi
vyzkumnymi organizacemi.

Smluvni partnefi se zavazuji poskytovat
zdravotni sluzby subjektiim, jejichz ucast ve
Studii neskoncila, v pfipadé <&astecného
uzavieni Studie, a dale také subjektim
zafazenym do nasledného sledovani po
skonCeni Studie, v souladu s etickymi
pravidly.

V pfipadé, ze pfi Studii pouziva Centrum,
Hlavni zkousejici nebo Clenové studijniho
tymu pfistrojové vybaveni, které vyzaduje
servis, kalibraci nebo jinou zvlastni pédi,
Centrum se zavazuje udrzovat takové
pfistrojové vybaveni zplsobilé Fadného
provozu, o ¢emz je povinno Zadavateli nebo
CRO na vyzadani poskytnout odpovidajici
dokumentaci.

Cl. 3 = Povinnosti CRO
Kontaktnimi osobami CRO ve vztahu ke

Studii je monitor Studie:
, e-mail:

nebo kterékoli dalSi
Hlavnimu zkousSejicimu.

osoby oznamené

CRO se jménem Zadavatele zavazuje
Smluvnim partnerdm poskytnout zdarma
v mnozstvi a Easovych intervalech pro fadné
provedeni Studie Hodnoceny 1€k, nezbytné
vzory CRF a dalsi informace a dalsi
léCivo/placebo vyZadované pro provadéni
Studie, napf. PFirucka  zkouS$ejiciho,
Dokumentaci o Hodnoceném léku a Souhrn
udaja o pfipravku - SPC.

Hodnoceny Iék (jakoz i dalSi IéCivo, placebo,
je-li vyzadovano Protokolem) bude dodavan
do Iékarny Centra na nasledujici adresu:

Masaryklv onkologicky Ustav
Ustavni lékarna

Zluty kopec 7

656 53 Brno

Ceska republika

Hodnoceny Iék, nezbytné vzory CRF a dalsi
informace vyzadované pro provadéni Studie

poskytnuté Centru jsou a zlstavaji
vlastnictvim Zadavatele. Zadavatel
prohlaSuje, Ze jsou splnény veSkeré

2.30

231

3.1

the Sponsor’'s obligations. The Contracting
Partners agree to cooperate with such
research organizations.

The Contracting Partners undertake to
provide medical services to trial subjects
whose participation in the Study has not yet
ended, in the case of a partial closure of the
Study, as well as to subjects included in the
post Study follow-up in compliance with
ethics rules.

In the case that the Center, the Principal
Investigator or Study Team Members use in
the course of the Study devices that require
servicing, calibration or any other special
care, the Center agrees to maintain such
devices in due operational condition and to
provide relevant documentation thereof to
the Sponsor or CRO upon the request of the
Sponsor or CRO.

Article 3 — Obligations of the CRO
The CRO’s contact persons regarding the

Study is the Study  monitor:
, e-mail:

or any other person announced to the
Principal Investigator.

3.2 The CRO on behalf of Sponsor agrees to

3.3

3.4

provide the Contracting Partners with the
Study Drug, necessary CRF templates, other
information and other drugs/placebo required
for the performance of the Study free of
charge and in the quantity and frequency
necessary for the proper performance of the
Study, for example the Investigator’'s
Brochure, Study Drug Documentation and
Summary of Product Characteristics (SPC).

The Study Drug (as well as any other drugs,
placebo, if required by the Protocol) shall be
delivered to the Center’s pharmacy to the
following address:

Masaryk(v onkologicky Ustav
Ustavni lékarna

Zluty kopec 7

656 53 Brno

Czech Republic

The Study Drug, necessary CRF templates
and other information required for the
performance of the Study and provided to
the Center are and shall remain the
Sponsor’s property. The Sponsor declares
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podminky stanovené pfislusnymi pravnimi
pfedpisy pro vyrobu (dovoz) dodavaného
Hodnoceného [éCiva a jeho distribuci do
Centra.

Zadavatel nebo CRO se zavazuje
poskytovat Hlavnimu zkou$ejicimi pfislusné
nové informace o bezpec€nosti tykajici se
Hodnoceného 1éku bez zbyte€ného
odkladu.

Cl. 4 - Odména

CRO se zavazuje zaplatit Centru za rfadné
provedené cinnosti Smluvnimi partnery na
zakladé této Smiouvy v&etné prevodu prav
dle ¢l. 5 odménu ve vysi, zplsobem a za
podminek sjednanych stranami dale v tomto
Clanku Smlouvy a pfiloze ¢&. 1, pfiCemz
smluvni strany prohlasuji, ze pfedpokladana
vySe odmény ¢&ini 240 191 KE. Jedinym
pfijemcem veSkerych Castek dle této
Smlouvy bude Centrum, které se zavazuje
vyplatit pfisluSnou &ast odmény Hlavnimu
Zkou$ejicimu a Clenim studijniho tymu
v souladu se svymi internimi pfedpisy. CRO
prohladuje, ze neuzaviela se zaméstnanci
Centra zadnou dohodu, jejimz pfedmétem by
bylo poskytnuti plnéni v souvislosti se Studii.

Smluvni partnefi nemaji narok na Zadnou
jinou odménu ¢&i nahradu kromé téch, které
jsou uvedeny v této Smlouvé nebo pfiloze
€. 1 nebo jinych smlouvach uzavfenych
sCRO, ledazZe je pfedem pisemné& schvali
CRO.

VeSkeré odmény a nahrady, které maji byt
zaplaceny Centru, jsou splatné ve Ih(té 45
dnt ode dne, kdy bude CRO dorucen
odpovidajici danovy doklad (faktura) majici
vSechny naleZitosti dle pfisluSnych pravnich
predpisi  upravujicich dan z pfidané
hodnoty, a to ve prospéch bankovniho u&tu
Centra uvedeného v Pf¥iloze 1.

Originalni, spravné a po polozkach vystavené
faktury musi byt vystaveny na CRO
s uvedenim®

(a) Cislo protokolu:; a

(b) Cislo faktury; a

(c) Datum faktruy; a

(d) Misto, Datum a popis poskytnutych
sluZeb; a

3.5

4.1

4.2

4.3

that all conditions stipulated in applicable
laws regulating the production (import) of
the provided Study Drug and the distribution
of the Study Drug to the Center have been
met.

The Sponsor or CRO agrees to provide the
Principal Investigator with new information
regarding the safety of the Study Drug
without undue delay.

Article 4 — Remuneration

For the activities properly performed by the
Contracting partners based on this
Agreement and for the transfer of rights
under Article 5, the CRO agrees to provide
the Center with remuneration in the amount,
by means and under the terms agreed by the
Parties below herein and in Appendix 1,
whereas the Parties hereto represent that the
anticipated  remuneration amount is
240 191 CZK. The Center shall be the only
recipient of all payments hereunder and
agrees to pay a relevant part of the
remuneration to the Principal Investigator
and Study Team Members pursuant to its
internal rules. The CRO represents and
warrants that it did not conclude any
agreement about the remuneration related to
the Study with any employee of the Center.

The Contracting Partners are not entitled to
any remuneration or reimbursement other
than that set forth in this Agreement and its
Appendix 1 or other agreements concluded
with the CRO, unless approved in advance
by the CRO in writing.

Any remuneration and reimbursement for
the Center must be paid within 45 days of
the day the CRO receives a relevant tax
document (invoice), which meets all
requirements stipulated in applicable laws
regulating value-add tax, to the bank
account of the Center listed in Appendix 1.

Original, correct and itemized invoices must
be addressed to the CRO, must include:

€) Protocol Number: and

(b) Invoice Number; and

(c) Invoice Date; and

(d) Place, Date & Description of

Services Provided; and
(e) CRO Project Number: ; and
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(e) Cislo projektu CRO:; a

) Celkova ¢astka k proplaceni; a

(9) Prepocitaci kurz (pokud se pouzije);
a

(h) Jmeéno Hlavniho zkousejicicho; a

0] Cislo pracovisté; a

a musi byt zaslany na nasledujici adresu:

Preferovano

Fakturi Ize zaslat e-mailem na adresu:

Parexel International (IRL) Limited
One Kilmainham Square

Inchicore Road

Kilmainham

Dublin 8

Irsko

Irské DIC: |IE 324997 1HH

Krukam.: Investigator Payment Office

Odmény a nahrady dle této Smlouvy a pfilohy
€. 1 (s vyjimkou odmén a nahrad, u kterych je
splatnost zvlast upravena v pfiloze ¢&. 1
Smlouvy) budou Centru uhrazeny takto:
Zpétné za bezprostfedné uplynulé a dosud
nefakturované obdobi vzdy kazdého
kalendarniho Ctvrtleti, Studie si Smluvni
partnefi spole€né s CRO vzajemné pisemné
nebo formou e-mailu odsouhlasi pfehled
poCtu, druhu a jim odpovidajici hodnoty
jednotlivych Ukond provedenych Hlavnim
zkou$ejicim  a/nebo  ostatnimi  Cleny
studijniho tymu, jeZ maji byt dle této Smlouvy
CRO hrazeny (tzv. navrh faktury), zaslany
osobou povéifenou CRO. Tento pfehled musi
byt zpracovan zvlast pro kazdy subjekt
Studie a musi zahrnovat polozkové
vyuctovani vSech navstév, vySetieni a
dalSich sluzeb provedenych v pfisluSném
kalendarnim Ctvrtleti. Na zakladé
vzajemného odsouhlaseni navrhu faktury
vystavi Centrum fakturu na odménu a
pfipadné nahrady, jez je v souladu s touto
Smlouvou opravnéno fakturovat, kterou
doruci CRO. CRO zaplati Centru na zakladé
fadné vystavené a doruené faktury
pfisluSsnou odménu a pfipadné opravnéné
fakturované nahrady za obdobi, pro néz byl
pfedmétny navrh faktury dle tohoto &lanku
odsouhlasen.

V pfipadé, ze CRO nezaSle Centru vyse
uvedeny prehled (navrh faktury)
k odsouhlaseni ve Ihaté 30 dnd ode dne
ukonéeni  kalendarniho  Ctvrtleti, zaSle
Centrum CRO pisemnou vyzvu a pokud CRO

-D0817C0098_CZE-NT_Inst_PI_CSA-BiIingua|_20210630_1.0

(f) Total amount payable; and

(9) Exchange rate used (where
applicable); and
(h) Investigator Name; and

(i) Site Number; and

and must be sent to the following address:

Preferred:

Invoices mai be e-mailed to:

Parexel International (IRL) Limited
One Kilmainham Square

Inchicore Road

Kilmainham

Dublin 8

Ireland

Irish VAT Number: IE 3249971HH
Attention: Investigator Payment Office

Any remuneration and reimbursement based
on this Agreement and Appendix 1 (except
for remuneration and reimbursement, the
due date of which is specified separately in
Appendix 1 to the Agreement) shall be paid
to the Center in the following manner:
retroactively for the past and not yet invoiced
period of each calendar quarter of the Study,
the Contracting Partners and the CRO shall
approve in writing or by e-mail an overview
of the number, type and value of individual
activities, which were performed by the
Principal Investigator and/or other Study
Team Members and which are to be paid by
the CRO based on this Agreement (i.e. draft
invoice), sent by a person authorized by the
CRO. Every overview must be prepared
separately for each trial subject and must
include an itemized list of all Vvisits,
examinations and other services provided in
the relevant calendar quarter. Based on the
mutually approved draft invoice, the Center
shall issue an invoice for remuneration and
potential reimbursement that the Center is
entitled to charge pursuant to this Agreement
and shall send it to the CRO. Based on the
duly issued and delivered invoice, the CRO
shall pay the Center the relevant
remuneration and  potential  justified
reimbursement for the period for which the
draft invoice has been approved pursuant to
this article.

In the case that the CRO does not send the
Center the aforesaid overview (draft invoice)
for approval within 30 days of the end of the
calendar quarter, the Center shall send the
CRO a written reminder and if the CRO does
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nezasle uvedeny prehled (navrh faktury) ani
ve |haté 30 dnu od doruceni takové vyzvy, je
Centrum opravnéno vystavit fakturu a CRO je
povinna uhradit Centru odménu a nahrady za
vSechny fakturované Ukony provedené

v obdobi kalendarniho pololeti Hlavnim
zkouSejicim  a/nebo  ostatnimi  Cleny
studijniho tymu.

V pfipadé, ze Centrum zjisti, Ze jsou

v pfehledu (navrhu faktury) nedostatky, tyto
oznami bez zbyte¢ného odkladu Zadavateli,
a CRO je povinna je odstranit. Ma-li CRO
zato, ze v pfehledu (navrhu faktury) zadné
nedostatky nejsou, sdéli toto CRO Centru.
Centrum a CRO jsou nasledné povinni si
navzajem poskytnout soucinnost nezbytnou k
odstranéni pfipadnych rozpor(i. Neposkytnuti
souCinnosti se povazuje za nepodstatné
poruseni Smlouvy.

Neodstrani-li CRO nedostatky v piehledu
(navrhu faktury) ani ve 1hdté 45 dnd ode dne
doru€eni oznameni dle predchoziho
odstavce, nebo v téze Ihaté nesdéli Centru,
Ze v prehledu (navrhu faktury) zadné
nedostatky nespatfuje, plati, Ze rozhodny pro
vystaveni faktury je pfehled (navrh faktury) ve
znéni pfipominek Centra, na zakladé kterého
je Centrum opravnéno vystavit fakturu a
CRO je povinna odménu a nahrady za
fakturované Uukony provedené v obdobi
kalendarniho c¢tvrtleti Hlavnim zkouSejicim
a/nebo ostatnimi Cleny studijniho tymu
Centru uhradit.

CRO ma pravo zadrzet az 10 % z pfislusné
C¢astky odmény za obdobi kalendarniho
Ctvrtleti (dale jen ,zadrzné®). CRO se
zavazuje uhradit Centru zadrzné poté, co
budou pfedlozeny vSechny pfislusné CRF,
budou zodpovézeny vSechny dotazy
s ohledem na data obsazena v téchto CRF
a budou odstranény vSechny nespravnosti a
nedostatky dat v databazi.

Nestanovi-li tato Smlouva jinak, vSechny
Castky uvedené v této Smlouvé a jejich
pfilohach jsou uvedeny bez DPH. Pokud
nékteré platby za sluzby podliéhaji DPH,
CRO zaplati pfislusnou Castku DPH ve
vysi dle pravnich predpisl ucinnych ke dni
uskuteénéni  zdanitelného plnéni na
zakladé prislusného dariového dokladu
(faktury), kterd bude splhovat vSechny
nalezitosti predepsané prislusnymi
pravnimi  pfedpisy. Centrum  nese

not send the aforesaid overview (draft
invoice) within 30 days of receipt of the
reminder, the Center shall have the right to
issue an invoice and the CRO shall pay the
Center the remuneration and reimbursement
for all invoiced activities performed during the
calendar quarter by the Principal Investigator
and/or other Study Team Members.

The Center must immediately report any
potential deficiencies in the overview (draft
invoice) to the CRO, and the CRO on behalf
of the CRO must remedy such deficiencies.
In the case that the CRO/CRO believes that
the overview (draft invoice) has no
deficiencies, the CRO on behalf of the CRO
shall announce it to the Center. The Center
and the CRO on behalf of the CRO must then
cooperate as necessary to rectify such
discrepancies. Failure to cooperate shall be
considered a minor breach of this
Agreement.

In the case that the CRO fails to remedy
deficiencies in the overview (draft invoice), or
fails to inform the Center that the CRO
believes that the overview (draft invoice) has
no deficiencies, within 45 days of
announcement based on the previous
paragraph, the Center shall use its version of
the overview (draft invoice), based on which
the Center shall issue an invoice and the
CRO shall have to pay the remuneration and
reimbursement for invoiced activities
performed during the calendar quarter by the
Principal Investigator and/or other Study
Team Members.

4.4 CRO has the right to retain up to 10% of the

4.5

remuneration for the calendar quarter
(hereinafter referred to as the “Retainer”).
The CRO agrees to pay the Center the
Retainer after all relevant CRFs were
submitted, all questions concerning CRF
data were answered and all incorrect or
incomplete data in the database were
rectified.

Unless otherwise stated in this Agreement,
no amounts specified in this Agreement and
its Appendices include VAT. In the case that
any payment for services is subject to VAT,
the CRO shall pay the relevant VAT amount
stipulated in legal regulations effective as of
the date of taxable supply based on the
relevant tax document (invoice) that shall
meet the requirements laid down in
applicable legal regulations. The Center
shall be responsible for paying any other tax
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odpovédnost za uhrazeni vSech ostatnich
dani v souvislosti s platbami na zakladé
této Smlouvy.

Smluvni partnefi si jsou védomi, Zze
Zadavatel or CRO mulze zvefejnit na
webové strance

www.transparentnispoluprace.cz vlastnéné
a provozované Asociaci inovativniho
farmaceutického primyslu platby a jina
plnéni tykajici se vyzkumu a vyvoje, j. (1)
platby provedené ze strany CRO na zakladé
této Smlouvy a (2) veSkeré vydaje na
ubytovani, souvisejici vydaje na pohosténi a
dopravu Smluvnich partnerd, které CRO
uhradi na zakladé této Smlouvy a (3)
veSkeré kongresové registraCni poplatky,
ucastnické  poplatky nebo obdobné
poplatky, které CRO uhradi na zakladé této
Smlouvy, a to anonymnim zpudsobem, {j. na
agregované urovni. Tyto informace mohou
byt rovnéz publikovany jako soudast této
Smlouvy vregistru smluv na zakladé
zakona ¢. 340/2015 Sb., o Registru Smluv
(dale jen ,Zakon o registru smluv®). Bez
ohledu na vySe uvedené mlze CRO
zvefejnit  pfevod  jakékoliv  hodnoty
poskytnuté v ramci této Smlouvy. Smiuvni
strany se dohodly, Zze tato smlouva bude
zvefejnéna vyhradné v rozsahu a podobé
dohodnuté e-mailem.

VeSkera penézni plnéni subjektu hodnoceni
jsou vyplacena Centrem v souladu s touto
Smlouvou a Protokolem. Pravidla pro
vyplaceni jsou blize upravena v pfiloze €. 1
k této Smiouvé.

Cl. 5 - Prava k vysledkim

Zadavateli patfi vyhradni prava ke vSem
vysledkim, datim, zjiSténim, objevim,
vynalezdm a specifikacim, bez ohledu na to
zda jsou zpusobilé byt predmétem
patentové ochrany &i nikoli, které vznikly,
byly vytvofené, odvozené, vyprodukované,
objevené, vymyslené nebo jinak udinéné
Centrem, Hlavnim zkouSejicim a/nebo
Cleny studijniho  tymu v souvislosti
s provadénim Studie (dale jen ,Vysledky*).
Smluvni partnefi timto pfedem postupuiji
veskera sva majetkova prava k Vysledkim
na Zadavatele a Zadavatel tato postoupena
prava pfijima. Odména za tento pfevod je jiz
zahrnuta v odméné Smluvnich partner( dle
Cl. 4. Smluvni partnefi neziskavaji

with respect to the payments made based
on this Agreement.

4.6 The Contracting Partners understand that the

4.7

Sponsor or CRO may disclose on the website
www.transparentnispoluprace.cz owned and
operated by the Association of Innovative
Pharmaceutical Industry any payment and
any transfer of value relating to research and
development, i.e. (1) payments made by
CRO on behalf of the CRO under this
Agreement and (2) any cost of
accommodation, refreshments and travel of
the Contracting Partners, which CRO on
behalf of the CRO covers under this
Agreement and (3) any congress registration
or participation fees or similar fees, which
CRO on behalf of CRO covers under this
Agreement, all this in an anonymized way,
i.e. on aggregated level. This information
may also be disclosed as a part of this
Agreement in the Agreements Register
pursuant Act No. 340/2015 Coll., on the
agreements register (hereinafter referred to
as the “Agreements Register Act”).
Notwithstanding the aforementioned, the
CRO may also disclose any transfer of value
under this Agreement. The Contracting
Parties have agreed that this Agreement
shall be disclosed exclusively in the scope
and form as agreed by email.

Payments to trial subjects shall be made by

the Center in compliance with this
Agreement and the Protocol. Payment rules
are specified in detail in Appendix 1 to this
Agreement.

Article 5 — Rights to Results

5.1 The Sponsor shall own the exclusive rights to

all results, data, findings, discoveries,
inventions and specifications, whether
patentable or not, that were originated,
conceived, derived, produced, discovered,
invented or otherwise made by the Center,
the Principal Investigator and/or Study Team
Members in connection with conducting the
Study (hereinafter referred to as “Results®).
The Contracting Partners hereby assign all of
their proprietary rights to Results to the
Sponsor in advance and the Sponsor
accepts such assigned rights. The royalty fee
for this assignment is already included in the
remuneration of the Contracting Partners
under Article 4 hereof. The Contracting
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k Vysledkim pInénim této Smlouvy zadna
prava.

VSechna zdravotnickda dokumentace a
pGvodni zdrojova dokumentace zlstane
majetkem Centra; nicméné, Zadavatel je

opravnén je pouzit vsouladu s touto
Smlouvou a souhlasem subjektl
hodnoceni. Zpftistupnéni Vysledkd
jakémukoli  subjektu, v&etné smluvni
vyzkumné organizace C&i etické komise
anebo regulatorniho organu nebude

povazovano za udéleni vlastnického prava
k témto informacim témto subjektdm.

Vrozsahu, Vvjakém prava duSevniho
vlastnictvi k Vysledkim nejsou
prevoditelna, udéluji timto Smluvni partnefi
Zadavateli vyhradni, neodvolatelnou
vmist¢ a cCase neomezenou licenci
s pravem udélovat podlicence a to ke vSem
zplGsoblm uziti téchto Vysledkd. Odména
za tuto licenci je jiz zahrnuta v odméné
Smluvnich partneri dle ¢l. 4. Centrum se
zavazuje vyvinout maximalni usili k tomu,
aby skutecni viastnici téchto prav dusevniho
vlastnictvi, tzn. zaméstnanci Centra a/nebo
zUCastnéné treti strany, umozni Centru
udélit vySe uvedenou licenci Zadavateli.
Zadavatel neni povinen licenci vyuzit.

Pro odstranéni pochybnosti plati, ze
vynalezy, které jsou vylepSenimi, nebo
novym pouZzitim ¢i novymi Iékovymi formami
Hodnoceného 1éku  jsou  vyluénym
vlastnictvim Zadavatele.

Smluvni partnefi se zavazuji zajistit, Ze
vesSkeré Vysledky (dale jen ,Vynalezy“),
uinéné zaméstnanci Centra nebo jinymi
stranami zahrnutymi Smluvnimi partnery do
provadéni Studie, budou bezodkladné
oznameny Zadavateli.

Zadavatel anebo kterakoli s nim Propojena
osoba jsou opravnéni podat pfihlasku
patentu pro tyto Vynalezy svym vlastnim
jménem anebo jménem urCené tfeti strany,
na vlastni naklady, s uvedenim jména
vynalezce(-u) v pfihlasce patentu. Smluvni
partnefi se zavazuji podepsat a zajistit, aby
zaméstnanci Centra a dalSi subjekty
zahrnuté Smluvnimi partnery do provadéni
Studie podepsali veSkeré dokumenty a
poskytli takova svédectvi, jaké Zadavatel
uzna za nezbytné pro ucely podani
pfihlaSky patentu a ziskani patentu za
Ucelem ochrany opravnénych zajmi
Zadavatele k duSevnimu vlastnictvi, ktera
vzniknou ze Studie.

5.2

5.3

54

55

5.6

Partners shall not acquire any rights to
Results by performing this Agreement.

All medical records and original source
documents shall remain the property of the
Center; however, the Sponsor shall be
permitted to use them in accordance with this
Agreement and based on the consent of trial
subjects. Disclosure of Results to any
subject, including a contracted research
organization, ethics committee or regulatory
authority, shall not be deemed as granting
the ownership of such information to these
entities.

To the extent intellectual property rights to

Results are legally not assignable, the
Sponsor is hereby granted by the
Contracting Partners an  exclusive,
worldwide, sub-licensable, time-unlimited

and irrevocable license for unlimited use of
these Results. The royalty fee for this license
is already included in the remuneration of the
Contracting Partners under Article 4. The
Center shall make maximum efforts so that
the actual owners of the intellectual property
rights, i.e. employees of the Center and/or
involved third parties, would allow the Center
to grant the aforementioned license to the
Sponsaor.

To eliminate any doubts, an invention that is
an improvement, a new use or a new drug
form of the Study Drug shall be the sole
property of the Sponsor.

The Contracting Partners agree to ensure
that all Results (hereinafter referred to as
“Inventions”) made by employees of the
Center or other parties included in the Study
by the Contracting Partners shall be reported
to the Sponsor without undue delay.

The Sponsor or any of its Affiliates shall have
the right to file a patent application for such
Inventions under its own name or under the
name of a designated third party and at its
own expense, with the inventor(s) named in
the patent application. The Contracting
Partners agree to sign and to have
employees of the Center and other parties
involved in the Study by the Contracting
Parties sign all documents and give such
testimony as the Sponsor deems necessary
for fiing a patent application and for
obtaining a patent in order to protect its
intellectual property interests arising from the
Study.

Page 17 of 36



5.7

5.8

6.1.
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Zadavatel nebo CRO a jeho Propojené
osoby smi uzivat, rozmnozZovat a pfevadét
anonymizované radiologické/diagnostické
snimky  pofizené v prubéhu  Studie
v souladu s ustanovenimi informovaného
souhlasu a v rozsahu tam stanoveném, pro
vesSkeré ucely, védecké a/nebo komeréni,
v jakékoli formé a jakymikoli zplsoby,
elektronickymi nebo mechanickymi, véetné
pofizovani fotokopif, elektronickych
zaznamu (napf. na CD-ROM), mikro-kopii,
nebo prostfednictvim systému uchovavani a
obnovovani dat, vcetné databank a
internetu. Za timto Uucelem udéluji Smluvni
partnefi Zadavateli vyhradni, mistem
neomezenou a neodvolatelnou licenci,
véetné prava udélovat  podlicence
Propojenym osobam Zadavatele, k uzivani
vySe uvedenych snimkd. Odména za tuto
licenci je jiz zahrnuta v odméné Smluvnich
partnert dle ¢l. 4. Nejsou-li Centrum anebo
Hlavni zkouSejici vlastniky prav k témto
snimkim,  Centrum  a/nebo  Hlavni
zkouSejici se zavazuiji zajistit, aby skutecny
vlastnik téchto prav, tzn. zaméstnanci
Centra a/nebo tfeti osoby zahrnuté do
provadéni Studie, umoznili Smluvnim
stranam udélit vySe uvedenou licenci
Zadavateli. Smluvni partnefi potvrzuji, ze
veskeré takové snimky budou ziskané se
souhlasem subjektu hodnoceni, ktery
Centru pfeda Zadavatel nebo CRO a ze
nebudou obsahovat Zzadné informace,
jejichz  prostfednictvim by mohl byt
identifikovan konkrétni subjekt hodnoceni.

Zadavatel udéluje Smluvnim partnerim
nevyhradni licenci k Vysledkdm vytvofenym
v Centru pro interni nekomercni vyzkumné
a vzdeélavaci Ucely pfi dodrzeni podminek
zachovavani divérnosti a podminek pro
publikovani, jez jsou obsazeny v této
Smlouvé. Tato licence neopravnuje k
udélovani jakychkoliv podlicenci.

Cl. 6 — Zachovavani davérnosti

Smluvni partnefi se zavazuji zachazet se
vSdemi informacemi oznadenymi jako
,DUvérné“ a pfijatymi od Zadavatele nebo
jeho jménem nebo od CRO anebo od
Propojenych osob Zadavatele v souvislosti
se Studii, Hodnocenym lékem, Protokolem
nebo touto Smlouvou a s Vysledky (dale jen
,Duvérné informace®) pfisné davérné.
Smluvni strany zaroven sjednavaji, Ze jsou
Smluvni partnefi povinni zachazet jako

5.7

5.8

6.1

The Sponsor or CRO and its Affiliates may
utilize, reproduce and transform anonymized
radiological/diagnostic images made in the
course of the Study, in compliance with the
provisions of the informed consent and to the
extent specified in the informed consent, for
any scientific and/or commercial purposes, in
any form and by any means, electronic or
mechanical, including making photocopies,
electronic recordings (e.g. on CD-ROM),
micro-copies, or by any data storage and
retrieval systems, including data banks and
the Internet. The Contracting Partners hereby
grant to the Sponsor an exclusive, worldwide
and irrevocable license, with the right to grant
a sublicense to the Sponsor’s Affiliates, for the
use of aforementioned images. The royalty fee
for this license is already included in the
remuneration of the Contracting Partners
under Article 4. In the case that the Center or
the Principal Investigator is not the owner of
these rights to such images, the Center and/or
the Principal Investigator agree to ensure that
the actual owner of these rights, i.e.
employees of the Center and/or third parties
involved in the Study, would allow the
Contracting Partners to grant the
aforementioned license to the Sponsor. The
Contracting Partners confirm that all such
images shall be obtained with trial subjects'
consent that shall be submitted to the Center
by the Sponsor or CRO and that the images
shall not contain any information, through
which the relevant trial subject could be
identified.

The Sponsor provides the Contracting
Partners with a non-exclusive license to
Results created at the Center exclusively for
internal  non-commercial research and
educational purposes, subject to
confidentiality and publication terms specified
in this Agreement. Such license does not allow
for granting any sub-licenses.

Article 6 — Confidentiality

The Contracting Partners agree to treat as
strictly confidential all information marked as
“Confidential” and received from or on behalf
of the Sponsor or CRO or any of Sponsor’s
Affiliates in relation to the Study, the Study
Drug, the Protocol or this Agreement as well
as Results (hereinafter referred to as
“Confidential Information”). The
Contracting Parties agree that the
Contracting Partners must also treat as
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6.2.

6.3.

6.4.
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s davérnymi i s témi informacemi, které sice
jako ,Dlvérné” nejsou oznaceny, ale mohou
byt povazovany za Dlvérné informace, a to
na zakladé jejich povahy &i podminek, které
se vztahovaly kjejich poskytnuti ¢&i
zpristupnéni, véetné vSech udaju tykajicich
se Studie, udaju pro vnitfni potfebu, anebo
informaci vytvofenych na zakladé Studie, a
to napfiklad v&etné Protokolu, souboru
informaci pro zkousejiciho &i pfedbéznych
vysledkd Studie. Smluvni partnefi smi
pouzivat D(vérné informace pouze pro
Ucely pInéni této Smlouvy a zavazuji se
nezpfistupnit takové D(vérné informace
zadné ftfeti strané mimo stran povéfenych
Zadavatelem bez pfedchoziho pisemného
souhlasu Zadavatele. Smluvni partnefi se

zavazuji umoznit pFistup k Ddvérnym
informacim pouze osobam, jez se s
Dlvérnymi informacemi maji potfebu

seznamovat pro Ucely poskytovani sluzeb
na zakladeé této Smlouvy a i to pouze tehdy,
pokud tyto osoby byly Smluvnimi partnery
prokazatelné zavazany k dodrzovani
podminek alespon tak pfisnych, jako jsou
podminky dle tohoto ¢l. 6.

Povinnost k zachovavani duvérnosti se
nevztahuje na ty pfipady, kdy Smluvni
partnefi jsou opravnéni publikovat Duvérné
Informace v souladu s €l. 7.

Pojem Davérné informace, jak je pouzivan
v této Smlouvé, se nevztahuje na data a
informace, u nichZ mohou Smluvni partnefi
prokazat, Ze (i) jimi Centrum nebo Hlavni
zkouSejici disponovali bez povinnosti
mi€enlivosti v dobé&, kdy jim byly
zpfistupnéné Zadavatelem nebo CRO nebo
jejich Propojenymi osobami, anebo jménem
nékterych z nich, (ii) jsou nebo se stanou
soucasti vefejnych informaci jinak nez
jednanim ¢&i opomenutim Centra nebo
Hlavniho zkousejiciho, (iii) je Centrum nebo
Hlavni zkousejici pravem nabyli od tfeti
strany, ktera neni vuci Zadavateli nebo CRO
nebo jejich Propojenym osobam vazana
vyslovnou nebo pfedpokladanou povinnosti
miéenlivosti, nebo (iv) byly vytvofeny
nezavisle Centrem nebo Hlavnim
zkouSejicim bez odkazovani se na Davérné
informace nebo jejich pouziti.

Navic jsou Smluvni partnefi opravnéni
zpfistupnit Davérné informace v takovém
rozsahu, vjakém je takové zpfistupnéni
vyzadovano pravnimi pFedpisy nebo
vykonatelnym soudnim rozhodnutim, av8ak
za podminky, Ze Smluvni partnefi o takové
skute€nosti v pfiméfeném Casovém

6.2

6.3

6.4

strictly confidential any information that is not
marked as “Confidential” but can be
considered Confidential Information based
on its nature or conditions under which it was
provided or disclosed, including any data
concerning the Study, information for internal
use only or information created based on the
Study, for example including the Protocol,
the dataset for the investigator or preliminary
results of the Study. The Contracting
Partners may use Confidential Information
only for the purposes of performance of this
Agreement and agree not to disclose such
Confidential Information to any third party
other than parties authorized by the Sponsor
without the Sponsor’s prior written consent.
The Contracting Partners agree to provide
access to Confidential Information only to
persons that need to know Confidential
Information for the purpose of providing
services based on this Agreement and only if
such persons were provably bound by the
Contracting Partners to observe conditions
that are at least as stringent as the conditions
under this Article 6.

The confidentiality obligation shall not apply
as long as the Contracting Partners have the
right to publish Confidential Information in
accordance with Article 7.

The term Confidential Information, as used in
this Agreement, does not apply to data and
information where the Contracting Partners
can prove that such data and information (i)
were already in possession of the Center or
the Principal Investigator without the
confidentiality obligation at the time of their
disclosure to them by or on behalf of the or
CRO or any of their Affiliates, (i) are or
become a part of public information by
means other than by an act or omission on
the part of the Center or the Principal
Investigator, (iii) were legally acquired by the
Center or the Principal Investigator from a
third party not bound to the Sponsor or CRO
or their Affiliates by an explicit or implied
confidentiality obligation or (iv) were created
independently by the Center or the Principal
Investigator without reference to Confidential
Information or its use.

Furthermore, the Contracting Partners may
disclose Confidential Information to the
extent required by law or an enforceable
court order, provided, however, that the
Contracting Partners shall give the Sponsor
or CRO reasonable advance notice and shall
cooperate with the Sponsor or CRO to seek
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6.5.

6.6.

6.7.

6.8.

predstihu informuji Zadavatele nebo CRO a
na jejich zadost budou se Zadavatelem
nebo CRO spolupracovat ve snaze
dosahnout opatfeni za uc¢elem ochrany
nebo jiného pfiméfeného  pravniho
prostfedku. Smluvni partnefi se zavazuji
vyvinout vSechno piiméfené usili, aby
zabezpedili davérné zachazeni s kteroukoli
z Duvérnych informaci, jez bude
zpfistupnéna.

Tyto povinnosti k zachovavani mi¢enlivosti
a zakazu pouzivani DOvérnych informaci
dle této Smlouvy zlstanou v platnosti i po
skonc&eni této Smlouvy.

Smluvni partnefi se zavazuji na Zzadost
Zadavatele nebo CRO zlikvidovat a smazat
Dlvérné informace, jimiz disponuji anebo je
vratit Zadavatel. nebo CRO

Veskeré dohody existujici pfed uzavienim
této Smlouvy a tykajici se zachovavani
micenlivosti ve vztahu ke Studii, se
nahrazuji touto Smlouvou a pouze ve
vztahu ke Studii.

Zadavatel nebo CRO se zavazuje
zachovavat milcenlivost o skuteCnostech,
které Centrum oznali jako skuteénosti
divérné.

Cl. 7 — Publikovani, tiskové zpravy a verejna

7.1.

7.1.1

7.1.2
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oznameni
Zadavatel uznava zdjem  Smluvnich
partnerd na nekomerénim védeckém

publikovani Vysledku, bez ohledu na to, zda
vysledek Studie je pozitivni &i negativni.
S ohledem na opravnéné zajmy Zadavatele
se Smluvni partnefi zavazuji dodrzovat
nasledujici povinnosti a podminky pro
publikovani:

Smluvni partnefi se zavazuji poskytovat
Zadavateli veSkeré navrhy na publikovani
nebo ustni prezentace tykajici se Studie
nebo Hodnoceného Iéku nebo Vysledki
(dale jen ,Publikace®) nejméné Sedesat
(60) dnG pfed zamySlenym predloZzenim
nebo prezentaci Publikace, aby je
Zadavatel mohl zkontrolovat.

Pokud Zadavatel neucini vi¢i Smluvnim
partnerdm zadné oznameni ve |haté 45 dn(
ode dne, kdy mu byla doru¢ena zamyslena
Publikace, Smluvni partnefi se zavazuji

6.5

6.6

6.7

6.8

a protective order or any other appropriate
remedy upon the request of the Sponsor or
CRO. The Contracting Partners agree to
make maximum reasonable efforts to ensure
confidential treatment of any Confidential
Information that shall be disclosed.

This confidentiality obligation and the
prohibition to use Confidential Information as
specified in this Agreement shall remain in
effect even after this Agreement is
terminated.

The Contracting Partners agree to liquidate
and delete any Confidential Information in
their possession or to return it to the Sponsor
or CRO upon the request of the Sponsor or
CRO.

All pre-existing agreements regarding the
confidentiality obligation with regard to the
Study shall be superseded by this
Agreement and only with regard to the Study.

The Sponsor or the CRO agrees not to
disclose any fact that the Center designates
as confidential.

Article 7 — Publication, Press Releases and

Public Announcements

7.1 The Sponsor acknowledges the interest of the

7.1.1

7.1.2

Contracting Partners in the non-commercial
scientific publication of Results, regardless of
whether the outcome of the Study is positive
or negative. Considering the Sponsor's
reasonable interests, the Contracting
Partners agree to comply with the following
publication obligations and terms:

The Contracting Partners agree to provide
the Sponsor with all proposed publications or
oral presentations relating to the Study or the
Study Drug or Results (hereinafter referred to
as the “Publication”) at least sixty (60) days
prior to the intended submission or
presentation of the Publication in order to
allow the Sponsor to review it.

If the Sponsor does not notify the Contracting
Partners within 45 days of the Sponsor's
receipt of the intended Publication, the
Contracting Partners agree to remind the
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7.1.3

7.1.4

7.1.5

7.1.6
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pfipomenout Zadavateli zamyslené datum
Publikace.  Smluvni partnefi  nejsou
opravnéni  publikovat Publikace bez
vyslovného souhlasu Zadavatele.

Smluvni strany berou na védomi a souhlasi,
ze v pfipadé multicentrickych studii se
Vysledky Studie publikuji pouze
prostifednictvim koordinace se
Zadavatelem za uCelem kombinovani
vysledkd ze vSech center U€astnicich se
Studie. Smluvni partnefi jsou opravnéni
publikovat Vysledky jejich Centra za
podminky, Ze celkové vysledky nebyly
publikovany do 18 mésicll od dokonceni
Studie, a soucasné za podminky
postupovani v souladu s podminkami
stanovenimi v tomto ¢lanku.

Zadavatel a Smluvni partnefi se zavazuji
prodiskutovat veskeré rozdily v nazorech
na zamysleny obsah Publikace za u¢elem
nalezeni feSeni  uspokojivého pro
Zadavatele i pro Smluvni partnery.
Zadavatel je opravnén navrhnout jakékoli
zmény Publikace, které odavodnéné
povazuje za nezbytné pro védecké ucely.
Smluvni partnefi se zavazuji, ze
implementace takovych doporucenych
zmén nebude bezdlvodné odmitnuta.

Pokud Ize o&ekavat, Ze takova Publikace by
mohla mit neZadouci uc€inek na zachovani
davérnosti kterékoli z Duvérnych informaci
Zadavatele, Smluvni partnefi se zavazuji
zabranit takové Publikaci, ledaze
predmétna Davérna informace nemuze byt
vymazana z Publikace bez ujmy védecké
spravnosti Publikace.

Pokud by Publikace z pohledu Zadavatele
mohla mit nezadouci uc¢inek na schopnost
ziskat patentovou ochranu pro kterykoli
Vynalez, Zadavatel ma pravo poZadovat
odklad Publikace na pfiméfenou dobu za
ucelem pfipravy a podani Zzadané patentové
pfihladky Zadavatelem nebo jeho jménem,
avSak tato doba nesmi pfesahnout Sest (6)
mésici od data, kdy byla Zadavateli
Publikace doru¢ena ke kontrole. Zadavatel
ma pravo pozadovat dalSi odklad Publikace,
pokud patentova pfihlaska byla podana a
pokud pfihlaSka s pravem pfednosti je
nedplna a vramci 1 roku od podani
pfihladky s pravem pfednosti musi byt do
zadosti doplnén  pfedmét patentové
pfihladky. V tomto pfipadé ma Zadavatel
pravo pozadovat odklad jakékoli Publikace
az do doplnéni pfihladky s pravem

7.1.3

7.1.4

7.1.5

7.1.5

Sponsor of the intended date of the
Publication. The Contracting Partners are not
allowed to publish Publications without the
explicit consent of the Sponsor.

The Contracting Parties acknowledge and
agree that, in case of multi-center studies,
Results of the Study are published only
through coordination with the Sponsor in
order to combine the results of all centers
participating in the Study. The Contracting
Partners may publish Results of their
Centers on the condition that overall results
were not published within 18 months of the
completion of the Study, subject to the
compliance with the terms set forth in this
Article.

The Sponsor and the Contracting Partners
agree to discuss any difference of opinion
with regard to the intended content of the
Publication in order to find a solution
satisfactory for the Sponsor and the
Contracting Partners. The Sponsor may
recommend any changes in the Publication,
which the Sponsor reasonably deems
necessary for scientific purposes. The
Contracting Partners agree that the
implementation of such recommended
changes shall not be unreasonably refused.

If such Publication is expected to have an
adverse effect on the confidentiality of any of
the Sponsor’'s Confidential Information, the
Contracting Partners shall prevent such
Publication, unless the  Confidential
Information can be deleted from the
Publication without detriment to the scientific
correctness of the Publication.

If the Publication may - in the Sponsor’s
view - have an adverse effect on the ability
to obtain patent protection for any
Invention, the Sponsor may request a
delay of the Publication for a reasonable
period of time in order to enable the
preparation and filing of any desired
patent application by, or on behalf of, the
Sponsor; such period, however, may not
to exceed six (6) months from the day the
Sponsor received the intended Publication
for review. The Sponsor may request a
further delay of the Publication in the case
that the patent application has been filed
and the priority application is incomplete
and the subject-matter has to be added to
the application during the priority year. In
such a case, the Sponsor may request a
delay of any Publication until the
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7.2

7.3

7.4

7.5

7.6
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pfednosti. Zadavatel nebude zakazovat
Publikaci v pfipadé, kdy informace, ktera je
zpusobila byt pfedmétem patentové
ochrany, byla zplanované Publikace
odstranéna.

Smluvni partnefi se zavazuji zahrnout do
kazdé Publikace ustanoveni informujici, ze
vytvofeni dat bylo podpoifeno Zadavatelem
a sou€asné se Smluvni partnefi zavazuji
informovat o své mife angazovanosti ve
Studii a prospéchu, ktery jim ze Studie
plynul. Autorstvi a uznani za védecké
publikovani by mély byt v souladu
s Jednotnymi pozadavky na rukopisy
vydanymi Mezinarodnim vyborem redaktor(
Iékafskych ¢asopist - ICMJE (Uniform
Requirements for Manuscripts).

Smluvni partnefi se zavazuji zavazat
stejnymi povinnostmi a pozadavky na
publikovani, které jsou stanoveny v ¢l. 7.1
také véechny Cleny studijniho tymu.

Povinnosti stanové v ¢El. 7.1 zlstanou
v platnosti dalSich patnact (15) let po
pfed€asném ukon€eni nebo Fadném

uplynuti této Smlouvy.

Zadavatel je opravnén zvefejnit vysledky
Studie zplsobem, ktery uzna za vhodny, a
to jak po celou dobu trvani této smlouvy, tak
po jejim ukonCeni, dale je Zadavatel
opravnén umistit informace o Studii a o
Vysledcich na internet, napf. na stranky
www.ClinicalTrials.qov (zvefejnéni registru)
a na stranky pro zvefejnéni vysledkd, na
firemni stranky Zadavatele (zvefejnéni
registru a vysledkud) a v kterékoli databazi
vyZadované pravnimi pFedpisy v souladu
s pfisluSnymi  standardy ve  vztahu
k rozsahu, formé a obsahu.

Smluvni partnefi se zavazuji nepublikovat
zadné tiskové zpravy nebo jina vefejna
oznameni o Studii, Vysledcich Studie
a/nebo Hodnoceném léku bez pfedchoziho
pisemného souhlasu Zadavatele,
s vyjimkou opravnéné zvefejnénych a
vefejné dostupnych informaci.

Nazev Zadavatele a CRO nesmi byt
pouzivan v zadném reklamnim ¢&i jiném
materialu  Smluvnich  partnerli  bez
pfedchoziho pisemného schvaleni
Zadavatelem.

Cl. 8 — Odpovédnost a odskodnéni

completion of the priority application. The
Sponsor shall not prohibit the Publication
if the patentable information was removed
from the planned Publication.

7.1.6 The Contracting Partners agree to include in

every Publication information that the
creation of data was supported by the
Sponsor as well as information about their
involvement in the Study and their benefits
from the  Study. Authorship and
acknowledgements for scientific publications
should be consistent with the Uniform
Requirements for Manuscripts issued by the
International Committee of Medical Journal
Editors (ICMJE).

7.2 The Contracting Partners agree to impose the

7.3

same obligations and requirements for
publications as set forth in Article 7.1 on all
Study Team Members.

The obligations set forth in Article 7.1 shall
remain in effect for another fifteen (15) years
after early termination or expiration of this
Agreement.

7.4 The Sponsor may publish Results of the Study

in any manner it deems appropriate, both
during, and following termination of this
Agreement; the Sponsor may also post
information about the Study and Results on
the Internet, e.g. on www.ClinicalTrials.gov
(register posting) and on websites for results
posting, on the Sponsor’s company website
(register and results posting) and in any other
database required by laws in accordance
with applicable standards regarding scope,
form and content.

7.5 The Contracting Partners agree not to publish

7.6

any press release or any other public
announcements about the Study, Results of
the Study and/or the Study Drug without the
Sponsor's prior written consent, except for
justifiably disclosed and publicly available
information.

The name of the Sponsor and CRO may not
be used in any advertising or any other

material of the Contracting Partners without
the Sponsor's prior written authorization.

Article 8 — Liability and Indemnity
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Smluvni strany se dohodly, ze podminky
odSkodnéni budou sjednany zvlastni
dohodou uzavienou mezi Smluvnimi
partnery a Zadavatelem.

Cl. 9 — Pojisténi

CRO prohladuje Ze Zadavatel zajistil
pojisténi pro ucely Studie v souladu
s pfisluSnymi  pravnimi  pfedpisy, tedy
pojisténi  odpovédnosti Zadavatele a
Hlavniho ZkouSejiciho za Skodu (vCetné
nemajetkové ujmy, vyjma nemajetkové ujmy
zpusobené porusenim prav na ochranu
osobnosti €i jména, urazkou na cti,
pomluvou, Sikanou, obtézovanim,
nerovnym zachazenim ¢&i jinymi zpUsoby
diskriminace), jehoz prostfednictvim je
zajisténo i odSkodnéni v pfipadé smrti
subjektu hodnoceni nebo v pfipadé ujmy
vzniklé na zdravi subjektu hodnoceni v
dasledku provadéni Studie v souladu s § 52
odst. 3 pism. f) zakona o léCivech. Pro
vylou€eni pochybnosti Zadavatel a Smluvni
partnefi prohlasuiji, Zze pojisténi podle tohoto
odstavce nenahrazuje pojisténi vztahujici
se k aktivitam, které nesouvisi se Studii,
napf. bézné poskytovani zdravotnich
sluzeb.

. 10 — Ochrana a zpfistupnéni osobnich

adajd

Smluvni partnefi jsou si védomi, Ze
Zadavatel nebo tfeti osoba Zadavatelem
povéfena budou vkladat Vysledky Studie a
veSkeré zpravy souvisejici se Studii,
zdznamy o 8kolenich v misté provadéni
Studie a vystupy zveSkerych auditl
provadénych Zadavatelem nebo jeho
jménem podle pravidel spravné Kklinické
praxe Ci inspekci do internich elektronickych
databazi Zadavatele a/nebo tfetich osob
povéfenych Zadavatelem. Vramci této
spravy dat mohou byt v souladu
s pozadavky pravidel spravné klinické praxe
a pfislusnych pravnich predpisi na uUseku
ochrany osobnich adaju uchovavany,
zpracovavany a pouzivany Zadavatelem,
jeho Propojenymi osobami a povéfenymi
tfetimi stranami osobni udaje Hlavniho
zkouSejiciho, jako jsou jméno, pfijmeni a
adresa, finanéni zajmy podle Potvrzeni o
finan¢nich zajmech, a dale také osobni
Udaje jinych zaméstnancii Centra, Clen(
studijniho tymu a jejich zaangazovani ve
Studii a vystupy auditl provedenych
Zadavatelem podle pravidel spravné
klinické praxe &i inspekci (dale jen ,Data“) a

8.1

The Contracting Parties agree that the
conditions for indemnification will be agreed
by a separate agreement concluded
between the Contracting Partners and the
Sponsor.

Article 9 — Insurance

CRO represents that the Sponsor has
secured insurance for the purposes of the
Study in compliance with applicable legal
regulations, i.e. insurance of liability of the
Sponsor and the Principal Investigator for
damage (including the non-pecuniary
damage, with the exception of non-pecuniary
damage caused by violation of personality or

name protection rights, by defamation,
slander, bullying, harassment, unequal
treatment or by any other way of

discrimination), including indemnification in
case of death of a trial subject or damage to
health to a trial subject due to the Study
performance pursuant to Section 52 (3, f) of
Pharmaceuticals Act. In order to eliminate
any doubts, the Sponsor and the Contracting
Partners represent and warrant that this
insurance does not replace insurance
covering activities which are not related to
the Study, e.g. a regular provision of medical
services.

Article 10 — Personal Data Protection and

Disclosure

10.1 The Contracting Partners understand that

the Sponsor or a third party authorized by the
Sponsor shall enter Results of the Study, all
reports related to the Study, site-training
records and outcomes of all audits performed
by, or on behalf of, the Sponsor into internal
electronic databases of the Sponsor and/or
third parties authorized by the Sponsor in
compliance with good clinical practice rules
or inspections. As part of such data
management, the personal data of the
Principal Investigator, such as first and last
name, address and financial interests
according to the Financial Interests
Declaration, as well as the personal data of
other employees of the Center, Study Team
Members and their involvement in the Study
and outcomes of audits performed by the
Sponsor in compliance with good clinical
practice rules or inspections (hereinafter
referred to as “Data”) and personal data
protection laws may be stored, processed
and used by the Sponsor, its Affiliates and
authorized third parties in compliance with
good clinical practice rules and applicable
personal data protection laws. The Sponsor
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pravnich predpist vztahujicich se k ochrané
osobnich udaju. Zadavatel bude poskytovat
tato Data externim vefejnym databazim jako
je napf. clinicaltrials.gov a v nezbytném
rozsahu na zakladé prisluSnych pravnich
predpist také organim verfejné moci. Data
budou zpracovavana pro plnéni pravnich
povinnosti Zadavatele a pro management
klinickych ~ hodnoceni. = Data  budou
zpracovavana po dobu neurcitou, nejdéle
v8ak do naplnéni ucelu.

Smluvni partnefi se zavazuji zajistit, Ze do
provadéni Studie nebudou zaangazovany
zadné fyzické osoby, dokud tyto osoby
neudéli souhlas se zpracovanim svych
osobnich udaju a dokud Smluvni partnefi
nezaslou tento souhlas CRO.

Smluvni partnefi se zavazuji neprodlené a
pisemné informovat Zadavatele o jakémkoli
poruseni  ustanoveni o bezpecnosti
osobnich adaji, v kazdém pfipadé vSak
nejpozdéji do péti (5) dnu od data takového
poruseni.

Smluvni partnefi a Zadavatel a CRO se
zavazuji jednat v souladu s pfisluSnymi
pravnimi pfedpisy na Uuseku ochrany
osobnich  udaji, zejména nafizenim
Evropského parlamentu a Rady (EU)
2016/679 ze dne 27. dubna 2016 o ochrané
fyzickych osob v souvislosti se zpracovanim
osobnich udajd a o volném pohybu téchto
Uudaju a o zruseni smérnice 95/46/ES
(obecné nafizeni o ochrané osobnich Gdaju)
zadkonem upravujicim zpracovani osobnich
udaju a pfislusnymi pokyny Statniho ustavu
pro kontrolu 1é€iv, zejména pokynem KLH-
22, pokud se uplatni.

Cl. 11 — Trvani Smlouvy

Tato Smlouva nabyva acinnosti svym
uverejnénim v registru smluv a skonéi dnem
kdy (a) bude dokoncena celkova zprava o
Studii, nebo (b) bude provedena posledni
platba ze strany CRO, pfi€emz rozhodujici
je ta ztéchto skuteCnosti, kterd nastane
pozdéji.

Prava a povinnosti Zadavatele a CRO a
Smluvnich partnerd stanovené v této
Smlouvé, které s ohledem na svou povahu
maji pretrvat i po skoncéeni této Smlouvy
(v€etné prav sohledem na viastnictvi,

Vynalezy, zachovavani mi¢enlivosti,
publikace, protikorupnich  ustanoveni,
odpovédnosti a odSkodnéni), zlstavaji

10.2

shall provide Data to external public
databases, such as clinicaltrials.gov, as well
as, to the extent necessary under applicable
law, to government authorities. Data shall be
processed for the purposes of compliance
with the Sponsor’s legal obligations and for
the management of clinical trials. Data shall
be processed for an indefinite period of time,
however, no longer than until the purpose, for
which they are processed, is fulfilled.

The Contracting Partners agree not to enroll
any natural persons in the Study until such
persons grant their consent to the processing
of their personal data and until the
Contracting Partners send such consents to
the CRO.

10.3 The Contracting Partners agree to inform the

Sponsor in writing about any breach of
personal data protection provisions without
undue delay; however, no later than five (5)
days following such breach.

10.4 The Contracting Partners and the Sponsor

and CRO agree to adhere to applicable
personal data protection laws, especially
Regulation (EU) 2016/679 of the European
Parliament and of the Council of 27 April
2016 on the protection of natural persons
with regard to the processing of personal
data and on the free movement of such data,
and repealing Directive 95/46/EC (General
Data Protection Regulation), the law
regulating personal data processing and
relevant guidelines of the State Institute for
Drugs Control, in particular guideline KLH-
22, if applicable.

Article 11 — Term of the Agreement

11.1 This Agreement shall come into force upon

its disclosure in the agreements register and
shall end on the day (a) the overall Study
report is completed or (b) the CRO makes its
last payment, whichever occurs later.

11.2 Therights and obligations of the Sponsor and

CRO and the Contracting Partners that are
set forth in this Agreement and by nature are
to survive this Agreement (including, without
limitation, rights with respect to ownership,
Inventions, confidentiality, publication, anti-
bribery, liability and indemnification) shall
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v platnosti i po skonéeni nebo splnéni této
Smlouvy.

Cl. 12 — Ukon¢éeni

Bez ohledu na jakékoli jiné pravo ukongit
tuto Smlouvu, jez miize byt stanoveno v této
Smlouvé anebo  vyplyvd  z obecné
zavaznych pravnich predpisi, CRO ma
pravo ukoncit tuto Smlouvu kdykoli i bez
uvedeni dlvodu na zakladé vypovédi
s tficetidenni (30) vypovédni Ih(tou. Ihned
po doruceni vypovédi této Smlouvy na
z4kladé kteréhokoli  ustanoveni této
Smlouvy, se Centrum a Hlavni zkousSejici
zavazuji (i) zastavit nabor a zafazovani
subjektll hodnoceni do Studie, (ii) zastavit
provadéni vesSkerych postupl, u jiz
zafazenych subjektt hodnoceni, a to v mife,
v jaké to dovoluje lékarské hledisko, a (iii)
zdrzet se v maximalni mozné mife vytvareni
dalSich nakladd a vydaju. V pfipadé, ze
Centrum nebo Zadavatel sdéli, ze
vypovédni lhdta v délce fficeti (30) dnd je
nedostate¢né dlouha doba na vyhodnoceni
rizik pro zafazené Subjekty hodnoceni,
kterym je podavan Hodnoceny lék, budou
smluvni strany spolupracovat na tom, aby
byla bezpetné ukonfena I|éCba téchto
subjektd timto 1éCivem v prdbéhu vzajemné
dohodnuté doby, ale v zadném pfipadé
nebude =zavazek Zadavatele dodavat
Hodnoceny Iék podle této Smilouvy trvat
déle nez pfiméfenou dobu.

Smluvni partnefi a CRO, kazdy z nich, maji
pravo ukon it tuto Smlouvu s okamZitym
ucinkem formou vypovédi doru€ené druhé
smluvni strané v pfipadé, Zze provadéni
Studie v Centru musi byt ukonéeno
z lékafskych anebo etickych ddvodu.
Ukonc&eni Smlouvy Smiuvnimi partnery dle
predchozi véty je Hlavni zkousSejici povinen
pfedem prokonzultovat s CRO. Aniz je tim
dotéeno predchozi ustanoveni, v pfipadé
kritickych nebo dulezitych zjisténi v ramci
auditu nebo inspekce tykajicich se spravné
klinické praxe, farmakovigilance nebo
regulatornich  zaleZitosti, praxe nebo
postupu, které maji nepfiznivy vliv na prava,
bezpecnost, nebo blaho subjektd hodnoceni
anebo které mohou predstavovat
potencialni riziko pro vefejné zdravi anebo
které mohou mit za nasledek nepfijatelnost
dat ze Studie anebo které predstavuji vazné
poruseni prislusnych pravnich pfedpisu a
pravidel, ma Zadavatel pravo (podle své
volby) s okamzitym u&inkem docgasné
zastavit nabor subjektd hodnoceni, dokud
nebudou pfedmétna  zjisténi  zcela

121

12.2

remain in effect even after this Agreement is
terminated or completely performed.

Article 12 — Termination

Notwithstanding any other termination right
set forth in this Agreement or in the
applicable generally binding legal
regulations, the CRO reserves the right to
terminate this Agreement at any time without
cause based on thirty-day notice.
Immediately upon receipt of the notice based
on any provision of this Agreement, the
Center and the Principal Investigator agree
to (i) cease recruiting and enrolling trial
subjects in the Study, (i) cease all
procedures to the extent medically
permissible on trial subjects already enrolled
in the Study and (iii) refrain as much as
possible from incurring additional costs and
expenses. In the case that the Center or the
Sponsor announces that the thirty-day notice
does not provide enough time to evaluate
risks for enrolled trial subjects who receive
the Study Drug, the Contracting Parties shall
cooperate so that the treatment of the trial
subjects with the Study Drug would be safely
terminated during a mutually agreed period
of time; however, the Sponsor shall not be
required to provide the Study Drug based on
this Agreement for an unreasonable period of
time.

The Contracting Partners and the CRO each
have the right to terminate this Agreement
with immediate effect by giving written notice
to the other party in the case that the Study
at the Center needs to be terminated due to
medical or ethical reasons. The Principal
Investigator must consult termination of this
Agreement by the Contracting Partners
under the previous sentence with the CRO
beforehand. Without prejudice to the
foregoing, in the event of critical or important
findings from an audit or inspection related to
good clinical practice, pharmacovigilance or
regulatory matters, practice or procedure that
have a negative impact on the rights, safety
or well-being of trial subjects or that may
pose a potential risk to public health or that
may render Study data inadmissible or that
seriously violate applicable legal regulation
and rules, the Sponsor reserves the right (at
its own discretion) to temporarily stop the
recruitment of trial subjects with immediate
effect until the relevant findings are fully
assessed or to terminate this Agreement with
immediate effect.
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posouzena nebo s okamzitym ucCinkem
ukongit tuto Smlouvu.

V pfipadé, Ze kterékoli z povoleni i
souhlasl nezbytnych pro provadéni Studie
je (i) s kone¢nou platnosti zamitnuto anebo
(i) zruSeno, skonli tato Smlouva
automaticky dnem doru€eni oznameni
(rozhodnuti) o takovém koneéném zamitnuti
¢i zruSeni.

Pokud se Zadavatel odtivodnéné domniva,
ze Smluvni partnefi nebudou schopni zadit
nabor anebo splnit svoje povinnosti tykajici
se naboru v ramci sjednané Ihity, ma CRO
pravo na zakladé oznameni doru¢eného
Smiuvnim partnerdm (a) s okamzitym
Gcinkem snizit pocet subjektll hodnoceni,
jez maji byt zafazeni do Studie; anebo (b)
prodlouzit dobu naboru; anebo (c) ukoncit
tuto Smlouvu vypovédi. Dle pismene c)
muze CRO vypovédét Smiouvu
s okamzitym ucinkem, avSak pouze pokud
pfedem pisemné upozornil  Smluvni
partnery na jejich prodleni s naborem
subjektl hodnoceni a pozadal je o napravu
v dodate¢né pfimérené Ih(té, kterou jim za
timto ucelem stanovi, a Smluvni partnefi ani
v takové dodateéné lh(té napravu neudini.

V pfipadé, ze Zadavatel neschvali nového
Hlavniho zkous$ejiciho podle €l. 2.27 anebo
tento novy hlavni zkou$ejici se pisemné
nezavaze k povinnostem dle této Smlouvy,
CRO (na pokyn Zadavatele) je opravnén
tuto Smlouvu ukong€it vypovédi ke dni
doru€eni vypovédi Centru. V pfipadé, Ze
Hlavni zkouSejici a Zadavatel maji zajem
pokracovat ve spolupraci pfi provadéni
Studie v jiném zdravotnickém zafizeni,
Centrum se zavazuje poskytnout souc¢innost
pfi pfevedeni relevantnich dat, informaci a
materialu, které nejsou vlastnictvim Centra,
ve prospéch noveho centra.

V pfipadé, Ze béhem auditu nebo inspekce
dozornych organ(i bude zjisténo poruseni
ustanoveni této Smlouvy nebo Protokolu ze
strany Centra nebo Hlavniho zkouSejiciho
(nebo nedodrzeni ustanoveni této Smlouvy
ze strany kteréhokoli jiného Clena studijniho
tymu), ma CRO pravo tuto Smlouvu
vypovédét s okamzitou ucinnosti.

CRO je povinen uhradit vSechny dluzné
Castky za fFadné poskytnuté sluzby
Smluvnimi partnery na zakladé této

12.3

12.4

125

12.6

12.7

In the case that any authorization or consent
necessary for the performance of the Study
is (i) finally rejected or (ii) withdrawn, this
Agreement shall be automatically terminated
on the day of receipt of notification (decision)
of such final rejection or withdrawal.

In the case that the Sponsor reasonably
believes that the Contracting Partners shall
be unable to start recruitment or to fulfil their
recruitment obligations by the agreed
deadline, the CRO shall have the right, by
sending written notice to the Contracting
Partners, to (a) decrease with immediate
effect the number of trial subjects to be
recruited; or (b) extend the recruitment
deadline; or (c) terminate this Agreement.
According to (c), the CRO may terminate this
Agreement with immediate effect, provided
that the CRO informed the Contracting
Partners about their delay with recruiting trial
subjects in writing beforehand and asked
them to remedy this delay within an
additional reasonable time-limit and the
Contracting Partners failed to remedy this
delay within such additional reasonable time-
limit.

In the case that the Sponsor does not approve

a new Principal Investigator pursuant to
Article 2.27 or a new Principal Investigator
does not accept in writing the obligations
under this Agreement, the CRO (at the
discretion of the Sponsor) may terminate this
Agreement as of the day of delivery of the
termination notice to the Center.In the case
that the Principal Investigator and the
Sponsor wish to continue to cooperate with
regard to the Study in another medical
facility, the Center agrees to cooperate with
transferring relevant data, information and
materials that are not owned by the Center to
such a medical facility.

In the case that an audit or inspection of
supervising authorities discovers a breach of
this Agreement or the Protocol on the part of
the Center or the Principal Investigator (or
failure by any Study Team Members to
observe the provisions of this Agreement), the
CRO shall have the right to terminate this
Agreement with immediate effect.

The CRO must pay all outstanding amounts

for the services properly provided by the
Contracting Partners based on this
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Smlouvy a naklady, které jim oddvodnéné
vznikly, ke dni doru€eni vypovédi anebo
v pfipadé skonceni této Smlouvy dle ¢l. 12.1
k poslednimu dni vypovédni lhaty anebo
v pfipadé skonceni této Smlouvy dle ¢l. 12.3
ke dni doruc¢eni tam uvedeného kone¢ného
zamitnuti. Pokud Centrum prokazatelné
obdrzelo vyssi ¢astky odmény a nakladu,
nez na které mu podle skutecné
provedenych €innosti vznikl narok v souladu
s touto Smlouvou, Centrum se pfisludny
rozdil zavazuje zaplatit zpét CRO bez
zbyte¢ného odkladu.

PFi skonceni Smlouvy se Smluvni partnefi
zavazuji vratit CRO veskery
nespotfebovany material a pfedméty, jez jim
byly poskytnuty v souvislosti se Studii, a to
nejpozdéji do tficeti (30) pracovnich dni od
data ukon&eni skon&eni Smiouvy.

€l. 13 — R(izna ustanoveni

Uzavfeni této Smlouvy neni podminéno
zadnym existujicim €i budoucim obchodnim
vztahem mezi Smluvnimi partnery a
Zadavatelem nebo CRO ani na zadném
obchodnim rozhodnuti, které Smluvni
partnefi ucinili anebo ucini vi&i Zadavateli
nebo vyrobkim obchodovanym
Zadavatelem.

Smluvni partnefi se zavazuji plnit svoje

povinnosti na zakladé této Smlouvy
zpusobem, ktery bude v souladu
s pfislusnymi pravnimi pfedpisy
zaméfenymi proti korupci a uplaceni.

Smluvni partnefi zavazné prohlasuji, Ze
v souvislosti se Studii neposkytli ani
neposkytnou zadnou platbu ani prospéch,
pfimo & nepfimo, Ufedni osobé,
zakaznikim, obchodnim partneriim,
odbornikiim ve zdravotnictvi ani zadné jiné
osobé za ucelem zajisténi nepatficného
prospéchu nebo nekalé obchodni vyhody,

nebudou ovliviiovat rozhodovani
v soukromé ani vefejné sfére,
pfedepisovani, ani nebudou nikoho
podnécovat k poruSovani profesnich

povinnosti i pravidel. Smluvni partnefi se
zavazuji neprodlené v pisemné podobé
nahlasit Zadavateli nebo CRO kazdé
podezieni ¢&i zjisténé poruSeni vyse
uvedenych zasad v souvislosti s obchodni
¢innosti Zadavatele nebo CRO, a budou
v takovych pfFipadech spolupracovat se
Zadavatelem nebo CRO pfi proSetfeni
takové zaleZitosti.

12.8

Agreement and all reasonably incurred
costs, as of the day of receipt of the notice or,
in the case that this Agreement is terminated
pursuant to Article 12.1, as of the last day of
the termination period or, in the case that this
Agreement is terminated pursuant to Article
12.3, as of the day of receipt of the final
rejection. In the case that the Center
provably received higher payments than the
payments due according to the work actually
performed based on this Agreement, the
Center shall refund the balance to the CRO
without undue delay.

Upon termination of this Agreement, the
Contracting Partners shall return to the CRO
all unused materials and items provided to
the Contracting Partners in relation to the
Study within thirty (30) working days of the
day of termination of this Agreement.

Article 13 — Miscellaneous

13.1 The conclusion of this Agreement is not

13.2

contingent on any existing or future business
relationship between the Sponsor or CRO
and the Contracting Partners or on any
business decision that the Contracting
Partners made or shall make with respect to
the Sponsor or the products sold by the
Sponsor.

The Contracting Partners agree to perform
their obligations under this Agreement in
compliance with applicable anti-bribery and
anti-corruption  laws. The  Contracting
Partners represent and warrant that in
connection with the Study they did not provide
and shall not provide any payment or benefit,
directly or indirectly, to government officials,
customers, business partners, healthcare
professionals or any other persons in order to
secure an improper benefit or unfair business
advantage, shall not influence private or
official decision-making, shall not influence
prescribing and shall not instigate anyone to
breach professional duties or rules. The
Contracting Partners agree to immediately
report to the Sponsor or CRO in writing any
suspected or detected violation of the above
principles in connection with the Sponsor’s or
CRO’s business activity and, in such cases,
shall cooperate with the Sponsor or CRO in
reviewing the matter.
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13.3

13.4

135

13.6

13.7

13.8
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Smluvni strany prohlasuji, ze nemaji v 13.3 The Contracting Partners represent and

souc€asné dobé uzavienou zadnou smlouvu
Ci zavazek, jejichz plnéni by negativné
ovlivnilo pInéni povinnosti vici Zadavateli
nebo CRO, na zakladé této smlouvy a
souCasné se zavazuji po celou dobu
pribéhu Studie Zzadnou takovou smlouvu
neuzaviit ani Zadny takovy zavazek
nepfijmout. Hlavni zkousejici rudi za to, ze
zadny z Clend studijniho tymu nema v
sou€asné dobé uzavienou Zzadnou takovou
smlouvu, a zavazuje se zajistit, Ze zadny z
Clend studijniho tymu takovou smlouvu
neuzavrfe.

Tato Smlouva obsahuje Uplné ujednani o
pfedmétu Smlouvy a vSech nalezitostech,
které Smluvni strany mély a chtély ve
Smlouvé ujednat, a které povazuji za
ddlezité.  Sou€asné  smluvni  strany
prohlasuji, ze se navzajem sdélily vSechny
informace, které povazuji za dulezité a
podstatné pro uzavreni této Smlouvy.

Smluvni strany si nepfeji, aby nad ramec
vyslovnych ustanoveni této Smilouvy byla
jakakoliv prava a povinnosti smluvnich stran
dovozovany z dosavadni Ci budouci praxe
zavedené mezi nimi & zvyklosti
zachovavanych obecné & v odvétvi
tykajicim se pfedmétu plnéni této Smlouvy.

Kazda ze Smluvnich stran jedna jako
nezavisly subjekt a pro Zadné ucely neni v
postaveni partnera, zprostfedkovatele
zaméstnance ani zastupce druhé Smluvni
strany.

CRO ma pravo postoupit tuto Smlouvu
zcela anebo z&asti na kteroukoli ze svych
Propojenych osob. Kromé vySe uvedeného
neni zadna ze smiluvnich stran opravnéna
postoupit sva prava a/nebo povinnosti zcela
ani z€asti na tfeti stranu bez pfedchoziho
pisemného souhlasu ostatnich smluvnich
stran. Tato Smlouva zavazuje jeji jednotlivé
smluvni strany, jakoz i jejich pravni
nastupce a osoby, na néz budou prava a
zavazky smluvnich stran v souladu s timto
¢lankem postoupené.

Neplatnost nebo nevymahatelnost
konkrétniho ustanoveni této Smlouvy nema
vliv na platnost ostatnich ustanoveni.
Smluvni strany se zavazuji nahradit
neplatné a nevymahatelné ustanoveni
plathym a vymahatelnym ustanovenim,
podle potfeby, jimz bude co mozna nejblize

13.4

135

13.6

13.7

13.8

warrant that they are not presently under any
agreement or obligation that would
negatively affect the performance of their
obligations with respect to the Sponsor or
CRO based on this Agreement and agree not
to enter into any such agreement or accept
any such obligation in the course of the
Study. The Principal Investigator warrants
that no Study Team Member is presently
under any such agreement and agrees to
ensure that no Study Team Member shall
enter into any such agreement.

This Agreement represents an entire
agreement about the subject-matter hereof
and all matters that the Contracting Parties
were and wished to negotiate herein and
consider important. The Contracting Parties
represent and warrant that they provided to
each other all information they consider
important and substantial for entering into this
Agreement.

The Contracting Parties do not wish to have
any of their rights and obligations implied
from current or future practice established
between them or from usages observed in
general or in the industry related the subject-
matter of this Agreement, unless explicitly
agreed in the Agreement.

Each Contracting Party shall act as an
independent entity and shall not be
construed for any purposes as a partner,
agent, employee or representative to the
other Contracting Party.

The CRO shall have the right to assign this
Agreement, in full or in part, to any of its
Affiliates. Save for the foregoing, neither
Party may assign its rights or obligations
under this Agreement, in whole or in part, to
a third party without the prior written consent
of the other Parties. This Agreement is
binding for all Parties as well as their legal
successors and parties to which the rights
and obligations of the Contracting Parties
shall be assigned in compliance with this
Article.

The invalidity or unenforceability of a
particular provision of this Agreement shall
not prejudice the validity of the remaining
provisions. The Contracting Parties agree to
replace the invalid or unenforceable
provision with a valid or enforceable
provision that shall correspond as much as
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13.9

dosazeno umyslu, jez strany mély v dobé
uzavfieni této Smlouvy.

possible to the intent of the Parties at the time
they entered into this Agreement.

Jednostranné vzdani se prava anebo mi¢ky 13.9 A unilateral waiver of a right or acquiescence

dany souhlas anebo neuspésné dovolani se
poruseni kteréhokoli ustanoveni této
Smlouvy smluvni stranou nezaklada
jednostranné vzdani se prava v souvislosti
s jakymkoli naslednym porusenim
kteréhokoli ustanoveni této Smlouvy.

13.10 Pokud neni v této smlouvé dohodnuto jinak,

povazuje se za kontakini osobu Centra
, e-mail:

Ukon
ucinény vici Centru se povazuje za fadné
ucinény i va¢i Hlavnimu zkousSejicimu, resp.
¢lendm Studijniho tymu.

Sdéleni uréena Centru budou adresovana:
Masaryk(v onkologicky Ustav

Zluty kopec 7

656 53 Brno

Ceska republika

K rukam:

13.11 Smluvni strany se dohodly, Ze tato Smlouva

mlize byt s dale uvedenou vyjimkou
ménéna pouze pisemné prostfednictvim
vzestupné Cislovanych dodatku
podepsanych vSemi smluvnimi stranami.
Smluvni strany nemusi uzavirat dodatek k
této Smlouvé v pfipadé tzv. nepodstatnych
zmén Protokolu. Nepodstatnou zménou
Protokolu se pfitom rozumi takova zména
Protokolu, ktera neméni rozsah &i zpusob
provadéni UkonUu (zejména vySetfeni)
provadénych Smluvnimi partnery v ramci
Studie a nema tedy jakykoli vliv na vysi
odmény za provadéni Studie &i jiné ceny
uvedené v této Smlouvé. Nepodstatné
zmeény Protokolu jsou ucinné dnem jejich
doruceni Centru.

13.12 Tato Smlouva je vytvofena a Fidi se Eeskym

pravem bez ohledu na ustanoveni jeho
koliznich norem. Smluvni strany se dohodly,
Ze veSkeré spory vzniklé ztéto Smlouvy
budou feSeny vécné& a mistné pfisluSnymi
soudy Ceské republiky.

13.13. Tato Smlouva je sepsana v Ceském a
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anglickém jazyce a smluvni strany
povazuji obé jazykové verze za
rovnocenneé, avSak pro pfipad
vykladovych nesrovnalosti mezi

or failure to claim a breach of any provision
of this Agreement by either Contracting Party
shall not establish a unilateral waiver of such
right with respect to any subsequent breach
of any provision of this Agreement.

13.10 Unless otherwise agreed in this Agreement,

the Center's contact person shall be
, e-mail:

All  actions
taken with respect to the Center shall be
deemed as actions taken with respect to the
Principal Investigator or Study Team

Members as well.

Notices for Center will be sent to:
Masaryk(v onkologicky Ustav
Zluty kopec 7

656 53 Brno

Czech Republic

Attn:

13.11 The Contracting Parties have agreed that this

Agreement may be changed, excluding the
exception mentioned below, only through
written consecutively numbered
amendments signed by all Contracting
Parties. The Contracting Parties are not
obliged to execute an amendment to this
Agreement in case of so-called minor
changes in the Protocol. A minor change in
the Protocol means a change in the Protocol
that does not change the scope or manner of
procedures (in particular examination)
performed by the Contracting Partners as
part of the Study and has no impact on
remuneration for performing the Study or on
any other prices specified in this Agreement.
Minor changes in the Protocol shall come
into effect on the day of their delivery to the
Center.

13.12 This Agreement is construed and governed

by the Czech law, regardless of the
provisions of its collision norms. The
Contracting Parties have agreed that any
dispute arising from this Agreement shall be
decided by materially and locally competent
courts of the Czech Republic.

13.13 This Agreement has been drawn up in the

Czech and English language, and the
Contracting Parties consider both language
versions to be equal; however, in case of any
interpretation discrepancy between the
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jednotlivymi verzemi se smluvni strany
dohodly, Ze prfednost ma Ceska verze
Smlouvy. Tato Smlouva a vSechny jeji
pfilohy  pfedstavuji Uplnou  dohodu
smluvnich stran o pfedmétu této Smiouvy.
Tato Smlouva je vyhotovena ve tfech
stejnopisech s platnosti originalu, z nichz
kazda Smluvni strana obdrzi po jednom
vyhotoveni.

Cl. 14 — Prilohy

Nasledujici pfilohy tvofi nedilnou soucast této
Smlouvy, nestanovi-li tato Smlouva jinak:

Pfiloha €. 1: Finan¢ni podminky a rozpocet

individual versions, the Czech version shall
prevail as agreed by the Contracting Parties.
This Agreement and all of its Appendices
represent an entire agreement of the
Contracting Parties with respect to the
subject-matter of this Agreement. This
Agreement is made in three counterparts all
valid as the original and each of the
Contracting parties shall receive one
counterpart.

Article 14 — Appendices

The following Appendices constitute an integral
part of this Agreement, unless set forth otherwise
herein:

Appendix 1: Payment Schedule and Budget
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Parexel International (IRL) Limited
Misto / Place: Praha

Datum / Date: 1. 7. 2021

Jméno a pfijmeni / First and last name:
Funkce / Position:

Centrum / Center
Masarykav onkologicky ustav

Misto /Place Brno

Datum / Date: 14. 7. 2021

Jméno a pfijmeni / First and last name: prof. MUDr. Marek Svoboda, Ph.D.

Funkce / Position: feditel / director

Hlavni zkousejici / Principal Investigator

Misto / Place: Brno

Datum / Date: 12. 7. 2021

Jméno a prijmeni / First and last name: |
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Priloha 1
Finanéni podminky a rozpocet

Platby pro Centrum

Cislo protokolu D0817C00098

Nazev Protokolu: ROSY-O: Navazujici studie
pro pacienty, ktefi dokongili predchozi hlavni
onkologickou studii s olaparibem a dle
zkousejiciho Iékafe maji z pokraovani lé€by
klinicky pfinos

1. Udaje o prijemci

Appendix 1
Payment Schedule and Budget

Payments of Center Grants

Protocol Number: D0817C00098

Protocol Title;: ROSY-O: Roll over Study for
Patients Who Have Completed a Previous
Oncology Study with Olaparib and Are
Judged by the Investigator to Clinically
Benefit from Continued Treatment

1. Payee Details

Payee / Prijemce platby

Payee Details / Podrobnosti pfijemce platby

Protocol Number D0817C00098

Site Number 1905

Payee Name Masaryklv onkologicky ustav
Payee Address Zluty kopec 7

Address Line 2 NAP

Address Line 3 NAP

Province/State/Country Czech Republic

City Brno

Postal Code 656 53

Country Czech Republic

Payee Contact

Payee Contact Phone Number NAP

Remittance E-mail Address _
General Finance contract e-mail address if

different from above

Tax ID (VAT/GST Registration/TIN/SSN) CZ00209805

Bank Account Holder Name Masaryklv onkologicky Ustav
Bank Account Number 87535621/0710

IBAN (International Bank Account Number)

CZ58 0710 0000 0000 8753 5621

Bank Name

Ceska narodni banka

Bank Number 0710

Bank Branch Number NAP

Bank ldentification Code CNBACZPP
Bank Type national

Identification of the payment

Invoice Number

Prosim vypliite vdechna vySe uvedena pole, aby
bylo mozZné provést platbu spravné.

Smluvni partnefi souhlasi, Ze pokud se v priibéhu
Studie zméni udaje o pfijemci, nejsou potieba
dodatky k této Smlouvé, pokud ovsem Centrum
zaSle CRO na e-mailovou adresu

pisemné
oznameni obsahujici upravené udaje o pfijemci.
CRO nepfijima odpovédnost za nespravné udaje

o pfijemci poskytnuté Centrem nebo jeho
zastupcem.
2. Nabor
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To ensure proper payment please ensure that all
fields above are completed.

In the event that payee details are modified
during the course of the Study, the Contracting
Partners agree that no amendments to this
Agreement shall be required, provided that
Center provides written notification to CRO with

revised payee details to the following e-mail
address . N

CRO accepts no liability for incorrect payee

details provided by the Center or its
representative.
2. Enrolment
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Tato Studie ma slouzit k vyhodnoceni pacient( v
souladu s Protokolem. Hlavni zkouSejici jménem
Centra vynalozi maximalni asili, aby do
Klinického hodnoceni zafadil pacienty, jak je
zamysleno na zakladé této Smlouvy..

3. Naklady za pacienta:

Castka, ktera ma byt zaplacena Centru za kazdy
dokonCeny subjekt, je uvedena v pfilozeném
rozpoCtu.  V8echny platby vychazeji =z
dokon&enych navstév ovéfenych a zadanych v
EDC (elektronicky systém pro zaznam dat)
subjektu.

4. Poplatky pro pracovisté

Uhrada jinych poplatkd nebo vydaijt, které nejsou
zahrnuty do Poplatk(i za dokonéeny subjekt (jak
jsou definovany v bodé 3), se provadi podle
nasledujicich sazeb:

CESTOVNi NAKLADY SUBJEKTU: V ramci
Studie se CRO zavazuje vyplatit Centru pausalni
Castku ve vySi na Uhradu nakladd
subjektl klinického hodnoceni spojenych s
cestou do Centra a zpét (dale jen ,cestovni
naklady“). Pausalni ¢astka na uhradu cestovnich
nakladl (dale jen ,pausal“) bude CRO vyplacena
na zakladé faktury vystavené Centrem. Pausal
se v souladu s § 36 odst. 11 zakona €. 235/2004
Sb.,, o dani z pfidané hodnoty, ve znéni
pozdéjSich predpisu, nezahrnuje do zakladu
dané z pfidané hodnoty.

Centrum se zavazuje proplacet subjektam
klinického hodnoceni cestovni ndklady, a to po
kazdé navstévé subjektu klinického hodnoceni
uskuteénéné v souladu s protokolem klinického
hodnoceni. Cestovni naklady budou uhrazeny
subjektu klinického hodnoceni bezprostiedné po
uskuteénéni navstévy, a to pausalni ¢astkou ve
VySi

Cetrum vyudtuje CRO vyplacené cestovni
naklady (s podrobnym rozpisem Céastek
vynaloZzenych jednotlivym pacientim za dané
obdobi), a to vzdy ke konci pfislusného
kalendafniho Cctvrtleti na zakladé pozadavku
CRO.

Po vycCerpani ftfi Ctvrtin pausalu je Centrum
opravnéno vystavit dalsi fakturu, a to ve stejné
vysi jako pfedchozi. CRO je poté povinno fakturu
bezodkladné uhradit.
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This Study is designed to evaluate patients in
accordance with the Protocol. The Principal
Investigator on behalf of the Center will use best
efforts to enroll patients as contemplated under
this Agreement..

3. Cost Per Patient:

The amount to be paid to the Center per
completed subject is outlined in the attached
Budget. All payments will be based on completed
visits verified and entered in the subject EDC
(electronic data capture system).

4. Site Fees:

Payment for other fees or expenses that are not
included in the Fees per Completed Subject (as
defined in Section 3) will be made according to
the following rates:

SUBJECT TRAVEL COSTS: Under the Study,
CRO undertakes to pay to Center a deposit in the
amount of for reimbursement of costs of
the Study Subjects related to their travel to the
Center and back, (hereinafter referred to as
"travel costs"). The deposit for reimbursement of
the travel costs (hereinafter referred to as
(,deposit) shall be paid by CRO based on an
invoice issued by the Center. In accordance with
provisions of § 36, section 11 of the Act number
235/2004 Coll. on Value Added Tax (VAT), as
amended, VAT shall not be included in this
deposit amount.

The Center undertakes to reimburse travel costs
to Study Subjects after each completed visit of
the Study Subject in accordance with the Study
Protocol. Travel costs will be paid to the Study
Subjects immediately after each performed visit
at a flat fee in the amount of

The Center shall submit specification of the paid
travel costs to CRO (with detailed description of
the amounts paid to individual Subjects for the
respective period) at the end of each calendar
guarter based on CRO's request.

After spending of three quarters of the deposit,
the Center is entitled to issue another invoice in
the same amount as the previous one. CRO shall
pay such invoice without undue delay.
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V pfipadé, Zze nedojde k Cerpani ze strany CRO
uhrazeného pausalu vibec nebo v pfipadé, ze
pausal nebude beze zbytku vyCerpan, Centrum
vrati nevy€erpanou ¢astku zpét CRO.

ZAHAJOVACI POPLATEK: CRO se zavazuje

zaplatit pfijemci plateb Zahajovaci poplatek ve
vysi — po podpisu této smlouvy jako
uplnou a kone¢nou odménu za v8echny ¢innosti
souvisejici s vyjednanim této smlouvy. Platba
Centru bude uhrazena po obdrzeni pfislusné

faktury.

ODMENA  LEKARNY ZA  ZAHAJENI:
Jednorazova nevratna uhrada ve vysi

bude provedena po podpisu této Smlouvy za
aktivity spojené s pfipravou lékarny. Platba bude
pfijemci provedena po obdrzeni pfislusné
faktury.

Platebni podminky jsou uvedeny v &lanku 4
hlavni ¢asti této Smlouvy.

5. Poruseni Protokolu

Platby za studijni subjekty, u nichZz doSlo k
poruseni Protokolu, mohou byt uhrazeny az do
okamziku, kdy k poruSeni doslo.

6. Faktury

Prosim zaSlete original spravné vyplnéné faktury
v souladu s ¢lankem 4 hlavni ¢asti této Smlouvy

Faktury a souvisejici dokumentace by nemély
obsahovat osobni uUdaje o pacientech (napf.
jméno, datum narozeni, inicialy, atd.) pfedtim,
nez budou pfedlozeny CRO.
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If the deposit paid by CRO to Center is not
entirely or partially spent, the Center shall return
the unused amount of the deposit back to CRO.

START-UP FEE: CRO shall pay the Payee a
Study Start-up Fee in the amount of
h as full and final compensation for
all activities associated with negotiation of this
Agreement upon execution of the Agreement.
Payment to Center will be made upon receipt of
the corresponding invoice.

PHARMACY SET-UP FEE: A one-time non-
refundable payment in the amount of

will be made for pharmacy start-up related
activities upon execution of the Agreement.
Payment to Payee will be made upon receipt of
the corresponding invoice.

Payment terms and conditions are stated in the
clause 4 of the main part of this Agreement.

5. Protocol Violators

Payments for Study Subjects who have been in
violation of the Protocol may be paid up to the
point that the violation occurred.

6. Invoices

Please send original, correct and itemized
invoices according to the clause 4 of the main
part of this Agreement

Invoices and associated documentation should
be de-identified of patient personal information
(e.g. name, date of birth, initials, etc.) prior to
being submitted to CRO.
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Detailed Study Budget Matrix Table(s) / Podrobna tabulka rozpoc¢tu
Cost Per Subject /| Odména za Subjekt hodnoceni

XXXXXXX
Budget for Conditional procedures / Rozpocet pro Podminéné procedury
XXXXXX
Budget - Site Fees / Rozpocet - Poplatky pro pracovisté
XXXXXXX
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Template of invoice- vzor faktury

[INSERT NAME OF PAYEE/UVEDTE NAZEV PRIJEMCE ODMENY]
[INSERT ADDRESS/UVEDTE ADRESU]

[INSERT VAT NUMBER (if any)/UVEDTE DIC (pokud jej mate)]
Issued to/Odbératel: Parexel International (IRL) Limited
One Kilmainham Square
Inchicore Road
Kilmainham
Dublin 8
Ireland
Irish VAT Number/Irské DIC: |E 3249971HH
Invoice No./Cislo faktury:

Date/Datum:

Protocol Number{éis/o protokolu: D0817C00098
Project Number/Cislo projektu:
Site Number/Cislo centra:

Services in relation to the carrying out of a clinical trial in the period from
[insert date] to [insert date].

Poskytnuté sluzby v ramci provadéni klinického hodnoceni za obdobi od
[uvedte datum] do [uvedte datum].

“Reverse Charge” /| “Preneseni dariové povinnosti”

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

[Pokud je faktura vystavena v jiné méné, nez je ména uvedena ve smlouvé,
uvedte prevodni kurz]

Total due / Celkem k thradé
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