CLINICAL TRIAL AGREEMENT

The Clinical Trial Agreement (“Agreement”) is made
by and between:

Thomayerova nemocnice, having a place of
business at Videnska 800 140 59 Praha 4 - Kr¢
Identification number: 000 64 190, Tax
identification number: CZ00064190, state
contributory organization established by the
Ministry of Health of the Czech Republic, full text
of foundation deed No. MZDR 17268-1V/2012,
registered in Companies Registry by Municipal
Court in Prague, Section PR, inlet 1043
represented by doc. MUDr. Zdenék Bene$ CSc.,
Director (the “Institution”), and

having a address at

_’(the “Investigator”), and

Quintiles Czech Republic, s.r.o., having a place
of business at Praha 5, Jinonice, Radlicka
714/113a, zip code 158 00 Prague, Czech
Republic, Identification number: 24768651, Tax
identification number: CZ24768651, represented
by Mr. Alasdair MacDonald (“Quintiles”), and

Merck KGaA, having a place of business at
Frankfurter Str. 250, Darmstadt, Germany,
entered into the B Commercial Registry kept by
the Common Court in Darmstadt under number
HRB 6164 upon power of attorney represented by
Quintiles Czech Republic, s.r.o. (“Sponsor”)

Each a “Party” and together the “Parties”.

SMLOUVA O KLINICKEM HODNOCENI

Tato smlouva o klinickém hodnoceni (,Smlouva") je
uzavirana mezi nasledujicimi stranami:

e Thomayerova nemocnice se sidlem Vidernska

) , IS
(,ZkouSejici*) a

800 140 59 Praha 4 - Kr¢, Identifikacni Cislo: 000
64 190, Darové identifikacni Cislo: CZ00064190,
statni pfispévkova organizace zfizena
Ministerstvem zdravotnictvi CR, Uplné znéni
zfizovaci listiny ¢&.j. MZDR 17268-1vV/2012,
zapsana v obchodnim rejstiiku u Méstského
soudu v Praze, oddil Pr, vl. 1043, zastoupena
doc. MUDr. Zdefikem BeneSem, CSc., feditelem
(.Zdravotnické zafizeni“) a

adresou

Quintiles Czech Republic, s.r.0., se sidlem
Praha 5, Jinonice, Radlicka 714/113a, PSC 158
00 Praha, Ceska republika, IC: 24768651, DIC:
CZ24768651, zastoupena panem Alasdairem

MacDonaldem (,Quintiles"), a

e Merck KGaA, se sidlem Frankfurter Str. 250,

Darmstadt,
Obchodniho

Némecko,
rejstfiku vedeného Regiondlnim

zapsana v casti B

soudem v Darmstadtu pod ¢ HRB 6164,
zastoupena na zakladé pIné moci Quintiles
Czech Republic, s.r.o. (,Zadavatel")

Kazda samostatné jako ,Strana“ a spolecné jako

~Strany”.

Protocol Number:

MS200527-0060

Cislo Protokolu:

MS200527-0060

Protocol Title:

A Phase llb, Randomized,
Double blind Study in
Subjects with Rheumatoid
Arthritis  Evaluating  the
Safety and Efficacy of
Evobrutinib Compared with
Placebo in Subjects with an
Inadequate Response to
Methotrexate

Nazev Protokolu:

Randomizované, dvojité
zaslepené klinické
hodnoceni faze Ilb pro
pacienty s revmatoidni art
ritidou posuzujici
bezpecnost a ucinnost

evobrutinibu v porovnani s
placebem u pacientu s
nedostatec¢nou odpovédi na
metotrexat

Protocol Date:

11 May 2017/Version 1.0

Datum Protokolu:

11. kvétna 2017/verze 1.0

Sponsor:

Merck KGaA

Country where Site
is Conducting
Study:

Czech Republic

Zadavatel: Merck KGaA
Stat ve kterém ma

sidlo Misto

provadéni . ] '
klinického Ceska republika

hodnoceni, které
provadi Studii:
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Location where the
study will be
conducted:

1. clinic of internal
medicine, which is a
division/part of the
Institution

Misto, kde bude
provadéna Studie:

Il. Interni klinika, ktera je
soucasti/oddélenim
Zdravotnického zarizeni

Key Enrollment

100 Calendar Days after
Site Initiation Visit (being
the date by which Site must
enrol at least one (1)

Klicové datum

Date: - o
subject as more specifically
set out in section 1.7 “Key
Enroliment Date” below)
EMCT = LEC:

Eticka komise IKEM a TN
Videnska 800

140 59 Praha 4 — Krc
Czech Republic

ECMT/EC/RA: RA:

State Institute for Drug
Control

Srobarova 50
100 34 Praha 10
Czech Republic

100 kalendafnich dnid po
Iniciaéni navstévé Mista
provadéni klinického
hodnoceni (a to jakoZto
den, ke kterému je Misto
provadéni klinického

The following additional definitions shall apply to
this Agreement:

Case Report Form or CRF: case report form
(paper or electronic) to be used by Site to record
all of the Protocol-required information to be
reported to Sponsor on each Study Subject
(defined below).

Dual Capacity: the capacity of holding a
Government Official position and being a party
to this Agreement.

Good Clinical Practices or GCPs: International
Conference on Harmonisation of Technical
Requirements for Registration of
Pharmaceuticals for Human Use (ICH)
Harmonised Tripartite Guideline for Good
Clinical Practice as amended from time to time
and the principles set out in the Declaration of
Helsinki as revised from time to time.

Government Official: any officer or employee of
a government or of any ministry, department,
agency, or instrumentality of a government; any

zarazeni: hodnoceni povinno zaradit
minimalné jeden (1)
subjekt, jak je dale
podrobnéji rozvedeno nize
v odstavci 1.7 ,Klicové
datum zafazeni")
MEK = LEK:
Eticka komise IKEM a TN
Videriska 800
140 59 Praha 4 — Kr¢
Ceské republika
MEK/EK/SUKL: SUKL:
Statni Ustav pro kontrolu
léciv

Srobéarova 50
1VOO 34 Praha 10
Ceska republika

Ve Smlouvé jsou pouzity nasledujici smluvni
definice:

Formulare pro zaznamy o subjektech hodnoceni
(Case Report Form) neboli CRFE: formulaf pro
zaznamy o subjektech hodnoceni (v listinné &i
elektronické podobé&) bude pouzivan Mistem
provadéni klinického hodnoceni za ucelem
zaznamu vesSkerych informaci pozadovanych
Protokolem, které podléhaji oznamovani
Zadavateli ve vztahu ke kazdému Subjektu
studie (ve smyslu niZze uvedené definice).

Dualni_funkce: zpUsobilost plsobit v pozici
Zastupce vefejné moci a zarovef byt smluvni
stranou této Smiouvy.

Spravna _ klinickda praxe neboli GCPs:
Mezinarodni konference pro harmonizaci
technickych pozadavkl pro registraci IéCiv pro
humanni pouziti (ICH) Harmonizovana tripartitni
smeérnice pro Spravnou klinickou praxi, ve znéni,
jez je v prubéhu &asu novelizovano, a zasady
vymezené Helsinskou deklaraci, revidované v
pribéhu Casu.

Zastupce vefejné moci: jakykoli UFednik
jakykoli zaméstnanec vladniho d(fadu
jakéhokoli ministerstva, ustavu, (Ffadu
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person acting in an official capacity on behalf of
a government or of any ministry, department,
agency, or instrumentality of a government; any
officer or employee of a company or of a
business owned in whole or part by a
government; any officer or employee of a public
international organization such as the World
Bank or the United Nations; any officer or
employee of a political party or any person acting
in an official capacity on behalf of a political
party; and/or any candidate for political office;
any doctor, pharmacist, or other healthcare
professional who works for or in any hospital,
pharmacy or other healthcare facility owned or
operated by a government agency, ministry or
department.

Investigational Product: the compound/medical
device identified in the Protocol that is being
tested in the Study.

Item(s) of Value: should be interpreted broadly
and may include, but is not limited to, money or
payments or equivalents, such as gift
certificates; gifts or free goods; meals,
entertainment, or hospitality; travel or payment
of expenses; provision of services; purchase of
property or services at inflated prices;
assumption or forgiveness of indebtedness;
intangible benefits, such as enhanced social or
business standing (e.g., making donations to
government official's favored charity); and/or
benefits to third persons related to government
officials (e.qg., close family members).

Medical Records: the Study Subjects’ (defined
below) primary medical records kept by the
Institution on behalf of the Study Subjects
including, without limitation, treatment entries, x-
rays, biopsy reports, ultrasound photographs
and other diagnostic images.

Protocol: the clinical protocol referenced above
as it may be modified from time to time by the
Sponsor (defined below).

Sponsor: the sponsor of the Study.

agentury, nebo =zastupce vladniho ufadu;
jakakoli osoba jednajici v ufedni funkci jménem
vladniho ufadu ¢&i jakéhokoli ministerstva,
ustavu, ufadu ¢&i agentury nebo zastupce
vladniho Ufadu; jakykoli UFednik &i zaméstnanec
spole¢nosti ¢ podnikatelského  subjektu
vlastnéného statem, v dil¢im ¢&i plném rozsahu;
jakykoli ufednik €i zaméstnanec mezinarodni
organizace vefejného charakteru jako napf.
Svétova banka ¢&i Organizace spojenych narod(;
jakykoli ufednik &i jakykoli zaméstnanec politické
strany C&i jakakoli osoba jednajici v ramci ji
svéfené pravomoci jménem politické strany;
a/nebo jakykoli kandidat na politickou funkci;
jakykoli 1ékaf, farmaceut &i jiny profesional ve
zdravotnictvi pracujici pro jakoukoli €i v jakékoli
nemocnici, lékarné ¢&i jakémkoli jiném zafizeni
zdravotnického typu ve vlastnictvi vladniho
Ufadu, ministerstva ¢&i dstavu nebo jimi
provozovaném.

Hodnocené 1éCivo:  slouc€enina/zdravotnicky
prostfedek definovany v Protokolu, ktery je
pfedmétem hodnoceni ve Studii.

Hodnotné véci: budou vykladany v SirSim
smyslu, a mohou tak zejména zahrnovat
penézni Castky, platby €i ekvivalenty plateb, jako
napfiklad darkové certifikaty &i poukazy; dary i
bezplatné poskytované vyrobky; pohosténi,
zabavu ¢i pohostinnost; cesty &i proplaceni
naklad(l; poskytovani sluzeb; koupé majetku Ci
sluzeb za nadhodnocené ¢&astky; prevzeti Ci
prominuti splatnych zavazku; vyhody
nehmotného charakteru, jako napfiklad zvySené
socialni ¢i podnikatelské postaveni (napf.,
poskytovani darG ¢&i podpory na dobrocinné
Ucely, jez jsou podporovany statnimi/spravnimi
Gfady); a/nebo vyhody vagi tfetim osobam
vztahujici se k zastupclm vefejné moci (napf.
blizci lenové rodiny).

Zdravotni zaznamy: primarni zdravotni zaznamy
Subjektd studie (ve smyslu nize uvedené
definice) vedené Zdravotnickym zafizenim ve
vztahu k Subjektu studie, zejména zdznamy o
poskytnuté péci, zdznamy o RTG vySetienich,
protokoly o provedenych biopsiich, snimky z
ultrazvukovych vySetfeni a dalSi snimky
diagnostické povahy.

Protokol: klinicky protokol, na ktery je odkazano
vySe a ktery mUze Cas od c&asu podléhat
zménam provedenym Zadavatelem (ve smyslu
nize uvedené definice).

Zadavatel: zadavatel Studie.
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Study: the clinical trial that is to be performed in
accordance with this Agreement and the
Protocol for purposes of gathering information
about the compound/medical device identified in
the Protocol.

Study Data: all records and reports, other than
Medical Records, collected or created pursuant
to or prepared in connection with the Study
including, without limitation, reports (e.g., CRFs,
data summaries, interim reports and the final
report) required to be delivered to Sponsor
pursuant to the Protocol and all records
regarding inventories and dispositions of all
Investigational Product as well as all other study
results.

Study Staff: the individuals involved in
conducting the Study under the direction of the
Investigator.

Study Subject: an individual who participates in

the Study, either as a recipient of the
Investigational Product (defined below) or as a
control.

RECITALS:

WHEREAS, Quintiles is providing clinical research
organisation services to Sponsor under a separate
contract between Quintiles and Sponsor. Quintiles’
services include monitoring of the Study and
contracting with clinical research sites

WHEREAS, the Institution and Investigator
(hereinafter jointly the “Site”) are willing to conduct
the Study and Quintiles requests the Site to
undertake such Study.

NOW THEREFORE, the following is agreed:

1. CONDUCT OF THE STUDY

1.1. Compliance with Laws, Regulations, and
Good Clinical Practices

Site agrees that Site and Study Staff shall
perform the Study at Institution in strict
accordance with this Agreement, the Protocol,
any and all applicable laws regulations and
guidelines, including in particular, but without
limitation, GCPs, Act No. 378/2007 Coll., on
Pharmaceuticals and on amendments to
some related acts (“Act on Pharmaceuticals”)
and Decree No. 226/2008 Coll., on good

clinical practice and detailed conditions of

Studie: klinické hodnoceni, které bude
provedeno v souladu s touto Smlouvou a
Protokolem pro ucely ziskani a shromazdéni
informaci o sloZce/zdravotnickém prostfedku
popsaném v Protokolu.

Studijni _data a udaje: veSkeré zaznamy a
zpravy, které jsou odliSné od Zdravotnich
zaznamu a které jsou shromazdény ¢i vytvoreny
v navaznosti na ¢i pfipraveny v souvislosti se
Studii, zejména zpravy (napf., CRFs, datové
prehledy, mezitimni zpravy a zavérecna zprava),
které maji byt poskytnuty Zadavateli v souladu s
Protokolem a veskerymi zaznamy ohledné
inventurni evidence a nakladani s veSkerym
mnozstvim Hodnoceného léciva.

Studijni persondl: jednotlivé fyzické osoby
zapojené do provadéni Studie pod dohledem
Zkousejiciho.

Subjekt studie: jednotlivec, ktery se ucastni
Studie, bud jakozto pfFilemce Hodnoceného
[éCiva (ve smyslu nize uvedené definice), nebo
jako kontrolni subjekt.

UVODNI CAST:

VZHLEDEM K TOMU, Ze Quintiles poskytuje
Zadavateli sluzby smluvni vyzkumné organizace, a
to na zakladé samostatné smlouvy uzaviené mezi
Quintiles a Zadavatelem. Sluzby Quintiles zahrnuji
monitoring Studie a uzavirani smluv s klinickymi
vyzkumnymi centry.

VZHLEDEM K TOMU, Ze Zdravotnické zafizeni a
ZkouSejici (dale spole¢né jen ,Misto provadéni
klinického hodnoceni*) hodlaji provést Studii a
Quintiles po Mistu provadéni klinického hodnoceni
pozaduje provedeni takové Studie.

NYNi S OHLEDEM NA SHORA UVEDENE bylo
dohodnuto nasleduijici:

1. PROVEDEN| STUDIE

1.1 Soulad s Pravnimi predpisy, nafizenimi a
Spravnou klinickou praxi

Misto  provadéni klinického hodnoceni
souhlasi s tim, Ze Misto provadéni klinického
hodnoceni a Studijni personal provede ve
Zdravotnickém zafizeni Studii v pfisném
souladu s touto Smlouvou, Protokolem, s
vesSkerymi pfisluSnymi pravnimi pfedpisy a
nafizenimi, zejména vcetné GCP, zak.
€. 378/2007 Sb., o léCivech a zmeénach
nékterych souvisejicich zakonl (,Zakon o
léCivech"), a VyhlasSkou ¢&. 226/2008 Sb., o
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http://www.sukl.cz/act-on-pharmaceuticals
http://www.sukl.cz/act-on-pharmaceuticals
http://www.sukl.cz/act-on-pharmaceuticals

1.2

1.3.

1.4.

clinical trials on medicinal products, as
amended, Act No. 372/2011 Coll., on Medical
Services and terms and conditions of
performance of such services (,Act on Medical
Services") or any subsequent amendments or
laws substantially replacing any of the
foregoing.(together “Applicable Laws”). Site
and Study Staff acknowledge that Quintiles
and Sponsor, and their respective affiliates,
need to adhere to the provisions of (i) the
Bribery Act 2010 of the United Kingdom
(Bribery Act); (ii) the Foreign Corrupt Practices
Act 1977 of the United States of America
(FCPA) and (iii) any other applicable anti-
corruption legislation

Informed Consent Form

Site agrees to use an informed consent form
that has been approved by Sponsor and is in
accordance with applicable regulations and
the requirements of the Ethics Committee for
Multicentrics Trials (‘ECMT") and Local Ethics
Committees (“LEC), jointly Ethics Committees
(“EC™) that is responsible for reviewing the
Study. Site shall obtain the prior written
informed consent of each Study Subject. The
Informed Consent Form is attached as
attachment hereto.

Commencement of the study

Treatment of any Study Subject shall not be
initiated, unless any/all approvals and/or
consents of Ethics Committees, State institute
for Drug Control and any other approvals
required for commencing of the Study are
obtained.

Medical Records and Study Data

1.4.1 Collection, Storage and Destruction: Site shall

ensure the prompt, complete, and accurate
collection, recording and classification of the
Medical Records and Study Data.

Site shall:

() maintain and store Medical Records and
Study Data in a secure manner with
physical and electronic  access
restrictions, as applicable and
environmental controls appropriate to the
applicable data type and in accordance
with applicable laws, regulations and

1.2

13

1.4

141

spravné klinické praxi a blizSich podminkach
klinického hodnoceni Ié€ivych pFipravka, v
platném znéni, zak. &. 372/2011 Sb., o
Zdravotnich sluzbach a podminkach jejich
poskytovani (,Zakon o zdravotnich sluzbach*)
nebo jakymikoli naslednymi pozménujicimi Ci
podstatné nahrazujicimi pravnimi pfedpisy ve
vztahu ke shora uvedenym pravnim normam
(spole¢né ,Prislusné pravni pfedpisy*). Misto
provadéni klinického hodnoceni a Studijni
personal timto berou na védomi, ze Quintiles
a Zadavatel, a jejich odpovédné pobocky, se
zavazuji dodrzovat (i) britsky zékon proti
korupci z roku 2010 (,Protikorup€ni zakon");
(i) zdkon USA z roku 1977 o zahraniénich
korup&nich praktikach z roku 1977 (,FCPA") a
(iii) jakékoli dalSi pravni predpisy na Useku
zékazu korupénich praktik.

Formular pisemného informovaného souhlasu
Misto provadéni klinického hodnoceni
souhlasi s tim, Ze bude pouzivat formular
informovaného souhlasu ve znéni
schvaleném Zadavatelem ktery je v souladu s
pfislusnymi pravnimi pfedpisy a pozZadavky
Etické komise pro multicentrickd hodnoceni
(_,MEK") a Mistnich etickych komisi (,LEK"),
spole€né dale jen Etickych komisi (,EK"),
které jsou zodpovédné za kontrolu Studie.
Misto provadéni klinického hodnoceni predem
zajisti pisemny informovany souhlas kazdého
Subjektu  studie. Vzor informovaného
souhlasu tvofi pfilohu této Smlouvy.

Zahdjeni studie
Lécba Subjektt studie nebude zahjena,

dokud nebudou obdrzena veSkera schvaleni
etickych komisi, souhlas Statniho Gfadu pro
kontrolu Ié¢iv a jakékoliv jind povoleni
potfebna k zahajeni Studie.

Zdravotni zaznamy a Studijni data a Udaje

Shromazdovani, uskladnéni a likvidace: Misto
provadéni  klinického hodnoceni zajisti
promptni, Uplné a pFesné shromazdovani,
zaznamenavani a klasifikaéni roztfidéni
Zdravotnich zaznam( a Studijnich dat a udaj.

Misto provadéni klinického hodnoceni bude:

0) vést a skladovat Zdravotni zaznamy a
Studijni data a Udaje bezpecnym
zpusobem s omezenim fyzického i
elektronického pfistupu, dle podminek
konkrétniho pfipadu a s kontrolou
prostfedi pfisluSnou pro konkrétni typ
dat a Udaji v souladu s pfisluSnymi
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1.4.2

industry standards; and
(iiy protect the Medical Records and Study
Data from unauthorized use, access,
duplication, and disclosure. If directed by
Sponsor or Quintiles, Site will submit
Study Data using the electronic system
provided by Sponsor or Quintiles or their
designated representative and in
accordance with Sponsor’s instructions
for electronic data entry. Site shall
prevent unauthorized access to the Study
Data by maintaining physical security of
the electronic system and ensuring that
Study Staff maintain the confidentiality of
their passwords. Investigator agrees to
collect all Study Data in Medical Records
prior to entering it into the CRF. Site shall
ensure the prompt submission of CRFs;
and

(i) take measures to prevent accidental or
premature destruction or damage of
these documents. Neither Institution nor
Investigator shall destroy or permit the
destruction of any Medical Records or
Study Data without prior written
notification to the Sponsor. The Institution
will keep all Medical Records and Study
Data as well as any documentation
related to study subjects for 15 years

after completing the Study.

In case of termination of Investigator
employment relationship, the responsibility for
maintaining Medical Records and Study Data
shall be determined in accordance with
applicable regulations but Institution will not in
any case be relieved of its obligations under
this Agreement for maintaining the Medical
Records and Study Data.

Ownership. Institution shall retain and store
Medical Records. The Institution and the
Investigator will assign to Sponsor all of their
rights, title and interest, including intellectual
property rights, to all Confidential Information

142

pravnimi  pfedpisy, nafizenimi a
technickymi standardy; a

chranit Zdravotni zaznamy a Studijni
data a Uudaje proti neopravnénému
zneuziti, pfistupu, kopirovani i
odhaleni. Bude-li tak poZadovano
Zadavatelem ¢&i  Quintiles, Misto
provadéni klinického hodnoceni
predlozi Studijni data a udaje za pouziti
elektronického systému pro
elektronicky zaznam dat, ktery bude
poskytnuty Zadavatelem nebo Quintiles
nebo jimi uréenym zastupcem, a to v
souladu s pokyny Zadavatele pro
elektronicky zaznam dat. Misto
provadéni klinického hodnoceni
zabrani neopravnénému pristupu ke
Studijnim datdm a udajim zajisténim
fyzické bezpecnosti elektronického
systému a dale zajisti, Ze Studijni
personal bude jemu pfidélena
pristupova hesla zachovavat
v davérném rezimu. Zkousejici
souhlasi, Ze shroméazdi veSkera
Studijni data a Udaje obsazené ve
Zdravotnich zadznamech pfed jejich
vlozenim do CRF. Misto provadéni
klinického hodnoceni zajisti neprodlené
predkladani CRFs; a

pfijme opatfeni za ucCelem zabranéni
nahodného ¢&i prfedéasného zniceni Ci
posSkozeni téchto dokumentd. Ani
Zdravotnické zafizeni, ani ZkouSejici

(ii)

(i)

Zdravotnich zaznama ¢&i Studijnich dat
a Udaju bez predchoziho pisemného
oznameni  zaslaného  Zadavateli.
Zdravotnické zafizeni uchova Zdravotni
zaznamy a Studijni data a Udaje, jakoz
i veSkerou dokumentaci vztahujici se k
Subjektim Studie, po dobu 15 let od
ukonceni Studie.

V pfipadé ukonleni pracovnépravniho
poméru ZkousSejiciho bude odpovédnost za
vedeni Zdravotnich zaznamu a Studijnich dat
a Udaju urCena v souladu s pfislusnymi
pravnimi  pfedpisy, avSak Zdravotnické
zafizeni se v zadném pfipadé nezprosti svych
povinnosti, jez mu plynou z této Smlouvy ve
vztahu k vedeni Zdravotnich zaznamu a
Studijnich dat a udaju.

Vlastnictvi. Zdravotnické zafizeni si ponecha
a bude uchovavat Zdravotni zaznamy.
Zdravotnické zafizeni a Zkousejici pfevedou
na Zadavatele veSkera sva prava, naroky a
tituly, v€etné prav duSevniho vlastnictvi k
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(as defined below) . For the avoidance of
doubt, the Study Data shall be and remain the
sole and exclusive property of the Sponsor or
of such party as the Sponsor may designate,
as the case may be.

Subject to applicable local laws and
regulations Sponsor shall be the sole owner of
any biological samples ("Samples"). Site shall
collect, retain, analyze and use such Samples
solely according to the Protocol and in a
manner consistent with the informed consent
forms. At the completion or termination of the
Study, or sooner at the request of the
Sponsor, Site shall, as instructed by Sponsor,
either return all Samples to the Sponsor or
destroy the Samples in accordance with
Sponsor's instructions and applicable laws
and regulations.

1.4.3 Access, Use, Monitoring and Inspection. Site

shall provide original or copies (as the case
may be) of all Study Data to Quintiles and
Sponsor for Sponsor’s use. Site shall afford
Sponsor  and Quintiles  and  their
representatives and designees reasonable
access to Site’'s faciliies and to Medical
Records and Study Data so as to permit
Sponsor  and Quintiles  and  their
representatives and designees to monitor the
Study.

Site shall afford regulatory authorities
reasonable access to Site’s facilities and to
Medical Records and Study Data, and the
right to copy Medical Records and Study Data.

The Site agrees to cooperate with the
representatives of Quintiles and Sponsor who
visit the Site, and the Site agrees to ensure
that the employees, agents and
representatives of the Site do not harass, or
otherwise create a hostile  working
environment for such representatives.

The Site shall immediately notify Quintiles of,
and provide Quintiles copies of, any inquiries,
correspondence or communications to or from

143

Dlvérnym informacim (ve smyslu nize
uvedeném). Pro vylou€eni pochybnosti plati,
Ze Studijni data a udaje jsou a zlstanou
vyhradnim vlastnictvim Zadavatele nebo
pfipadné takové osoby, kterou Zadavatel urci.

S vyhradou pfislusnych mistnich pravnich
predpisu a nafizeni plati, Ze Zadavatel bude
jedinym vlastnikem vesSkerych biologickych
vzorkl (dale jen ,Vzorky"). Misto provadéni
klinického hodnoceni bude shromazdovat,
uchovavat, analyzovat a pouzivat tyto Vzorky
vyhradné v souladu s Protokolem zpusobem,
ktery bude v souladu s formulafi
informovaného souhlasu. Po dokoné&eni nebo
ukon&eni Studie nebo na Zadost Zadavatele
dfive Misto provadeéni klinického hodnoceni
bud vrati vSechny Vzorky Zadavateli, nebo je
zni¢i podle pokynl Zadavatele a podle
prislusnych pravnich pfedpisl a nafizeni.

Pristup, Pouziti, Monitoring a Kontrola. Misto
provadéni klinického hodnoceni poskytne
originaly Ci kopie (dle podminek konkrétniho
pfipadu) vSech Studijnich dat a udaju
Quintiles a Zadavateli, aby mél Zadavatel
moznost je vyuzit. Misto provadéni klinického
hodnoceni umozni Zadavateli a Quintiles a
jejich zastupcim a zmocnéncim odpovidajici
pfistup do prostor a zafizeni Mista provadéni
klinického hodnoceni a ke Zdravotnim
zaznamum a Studijnim datim a udajam, aby
umoznilo Zadavateli a Quintiles a jejich
zastupclm a zmocnéncum  provedeni
monitoringu Studie.

Misto provadéni klinického hodnoceni umozni
regulatornim Gfaddm pfiméfeny pfistup do
prostor a zafizeni Mista provadeéni klinického
hodnoceni a ke Zdravotnim zaznamim a
Studijnim datim a udajim a poskytne
opravnéni ke  kopirovani  Zdravotnich
zaznamu a Studijnich dat a udaja.

Misto provadéni klinického hodnoceni
souhlasi, Zze bude spolupracovat se zastupci
Quintiles a Zadavatele, ktefi navstivi Misto

provadéni klinického hodnoceni, a Misto
provadéni klinického hodnoceni souhlasi, Zze
zajisti, ze zaméstnanci a zastupci Mista
provadéni klinického hodnoceni nebudou

klast jakékoli piekazky &i jakkoli jinak vytvaret
nepfiznivé pracovni podminky pro takové
zastupce.

Misto  provadéni klinického hodnoceni
neprodlené vyrozumi Quintiles a v téze
souvislosti Quintiles poskytne veSkeré kopie
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any governmental or regulatory authority
relating to the Study, including, but not limited
to, requests for inspection of the Site's
facilities, and the Site shall permit Quintiles
and Sponsor to attend any such inspections.
The Site will make reasonable efforts to
separate, and not disclose, all Confidential
Information that is not required to be disclosed
during such inspections.

1.4.4 License. Sponsor hereby grants to Institution a

perpetual, non-exclusive, nontransferable,
paid-up license, without right to sublicense, to
use Study Data (i) subject to the obligations
set forth in section 3 “Confidentiality”, for
internal, non-commercial research and for
educational purposes, and (ii) for preparation
of publications in accordance with Section 5
“Publication Rights”.

1.4.5 Survival. This section 1.3 “Medical Records

1.5.

and Study Data” shall survive termination or
expiration of this Agreement.

Duties of Investigator

Investigator is responsible for the conduct of
the Study at Institution. In particular, but
without limitation, it is the Investigator’s duty to
review and understand the information in the
Investigator’'s Brochure or device labeling
instructions. Quintiles or Sponsor will ensure
that all required reviews and approvals by
applicable regulatory authorities and ECs are
obtained. The Investigator is responsible to
verify that all approvals by applicable
regulatory authorities and ECs have been
obtained and to verify that all CRFs have been
reviewed to ensure their accuracy and
completeness.

The Study shall be conducted in compliance
with Approval of the State Institute for Drug
Control dated 26 September 2017, approval of
the Multicentrics Ethics Committee and the
Local Ethics Committee dated 9t of August
2017 which are integrated herein as
Attachment F and G.

Investigator agrees to provide a written
declaration revealing Investigator's possible

1.4.4

1.45

15

jakékoli zZadosti, korespondence ¢i komunikaci
pfijaté Ci zaslané jakémukoli
statnimu/spravnimu  ufadu & regulatorni
autorité vztahujici se ke Studii, zejména
vCetné zadosti €i oznameni o kontrole prostor
a zarizeni Mista vykonu klinického hodnoceni,
a Misto provadéni klinického hodnoceni
umozni Quintiles a Zadavateli, aby se
takovych kontrol zucastnili. Misto provadéni
klinického hodnoceni vyvine nezbytné Usili k
oddéleni, nikoli vSak odhaleni &i zpfFistupnéni
veSkerych D(vérnych informaci, jejichz
odhaleni ¢&i zpfistupnéni neni v této souvislosti
vyZadovano b&hem takovych kontrol.

Licenéni _opravnéni. Zadavatel  timto
Zdravotnickému zafizeni poskytuje trvalé,
nevyhradni, nepfevoditelné, jiz hrazené
licenCni opravnéni, bez prava udéleni
sublicence, k uziti Studijnich dat a udaju (i) v
souladu se zavazky stanovenymi v Clanku 3
,DUvérny rezim“, pro vnitfni Gcely, vyzkum
nekomeréniho charakteru a pro edukativni
ucely, a (ii) pro pfipravu publikaci v souladu s
Clankem 5 ,Prava na zvefejnéni“.

Pretrvavajici platnost. Tento odstavec 1.3
»Zdravotni zaznamy a Studijni data a udaje”
zUstane zavazny i v pfipadé zaniku platnosti €i
vyprSeni platnosti této Smiouvy.

Povinnosti ZkouSejiciho

Zkousejici je odpovédny za provedeni Studie
ve Zdravotnickém zafizeni. Konkrétné pak jde
zejména, ale nejen o povinnost ZkouSejiciho
zkontrolovat a  porozumét informacim
obsazenym v Souboru informaci pro
zkouSejiciho &i pokynech k pfistroji. Quintiles
nebo Zadavatel zajisti, Ze budou opatiena
veSkera pozadovana kontrolni schvaleni od
pfislusnych regulatornich ufadd a EK.
Zkousejici se zavazuje, ze pfed zahajenim
Studie zkontroluje, Ze budou ziskany veskeré
souhlasy a povoleni pFislusnych regulatornich
Ufadl a EK a dale se ZkouSejici zavazuje, ze
oveéri, ze byly zkontrolovany vSsechny CRF tak,
aby byla zajisténa jejich pfesnost a Uplnost.

Studie bude provedena v souladu s
povolenim Statniho ustavu pro kontrolu lé&iv
ze dne 26. zafi 2017 souhlasnym stanoviskem
Multicentrické etické komise a Etické komise
ze dne 9. srpna 2017 (MEK=LEK), které tvori
Pfilohu F a G této smlouvy.

ZkouSejici souhlasi, Ze poskytne pisemné
prohldSeni vztahujici se k potencialnim
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1.6.

1.7.

economic or other interests, if any, in
connection with the conduct of the Study or
the Investigational Product.

Investigator agrees to provide a written
declaration revealing Investigator’s disclosure
obligations, if any, with the Institution in
connection with the conduct of the Study and
the Investigational Product. The Financial
Disclosure From is attached hereto as
Attachment J.

Site agrees to provide prompt advance notice
to Sponsor and Quintiles if Investigator will be
terminating its employment relationship in the
Institution or is otherwise no longer able to
perform the Study. The appointment of a new
Investigator must have the prior approval of
Sponsor and Quintiles.

Adverse Events

The Investigator shall report adverse events
and serious adverse events as directed in the
Protocol and by applicable laws and
regulations. The Investigator shall cooperate
with Sponsor in its efforts to follow-up on any
adverse events. The Site shall comply with its
LEC reporting obligations.

Sponsor will promptly report to the Site, the
Site’s LEC, and Quintiles, any finding that
could affect the safety of participants or their
willingness to continue participation in the
Study, influence the conduct of the Study, or
alter the Site’s LEC approval to continue the
Study.

Use and Return of Investigational Product and
Equipment

Sponsor or a duly authorized agent of
Sponsor, shall supply Institution or
Investigator with sufficient amount of
Investigational Product as described in the
Protocol.

The Site shall use the Investigational Product
and any comparator products provided in
connection with the Study, solely for the
purpose of properly completing the Study and

1.6

1.7

zajmim ZkouSejiciho ekonomické ¢&i jiné
povahy ¢&i odhali jiné zdjmy, je-li jich, a to v
souvislosti s provadénim této Studie &i ve
vztahu k Hodnocenému IéCivu.

ZkouSejici souhlasi, Ze poskytne pisemné
prohlaSeni, jez bude odhalovat zavazky
ZkousSejiciho, jsou-li néjaké, a to vuCi
Zdravotnickému zafizeni ve vztahu a v
souvislosti s  provadénim  Studie a
Hodnocenym léCivem. Vzor finanéniho
prohlaseni tvofi pfilohu J této Smlouvy.

Misto provadéni klinického hodnoceni
souhlasi, Ze za8le pfedem promptni oznameni
Zadavateli a Quintiles v pfipadé, Ze ZkousSejici
ukoné¢i pracovni pomér ve Zdravotnickém
zarfizeni ¢i nebude-li Zkousejici z jakéhokoli
jineho ddvodu schopen provadét Studii.
Ustanoveni nového ZkouSejiciho bude
podléhat pfedchozimu schvaleni Zadavatele a
Quintiles.

Nezadouci pfihody

ZkouSejici oznami neZadouci pfihody a
zadvazné nezadouci pfihody v souladu s
pozadavky Protokolu a pfisluSnymi pravnimi
pfedpisy a nafizenimi. Zkousejici se zavazuije,
Ze bude spolupracovat se Zadavatelem
v souvislosti s jeho asilim vynalozeném v
ramci kontrolniho procesu ve vztahu k jakékoli
nezadouci  pfihodé. Misto  provadéni
klinického hodnoceni bude jednat v souladu s
oznamovacimi povinnostmi vyZadovanymi
jeho LEK.

Zadavatel bez zbyteéného odkladu vyrozumi
Misto vykonu Kklinického hodnoceni, LEK a
Quintiles ohledné jakéhokoli zjisténi, jez je
zplsobilé ovlivnit bezpecnost ucastnikd i
jejich vuli a ochotu pokracovat v UcCasti ve
Studii, mit vliv na provadéni Studie ¢i zménit
vydané souhlasné stanovisko LEK Mista
provadéni klinického hodnoceni vztahujici se
k pokracovani ve Studii.

Pouziti a vraceni Hodnoceného I|éCiva a
Materiald

Zadavatel Ci jeho fadné opravnény zastupce
dodéa Zdravotnickému zafizeni Ci
ZkouSejicimu dostateCné mnozstvi
Hodnoceného IéCiva dle podminek popsanych
v Protokolu.

Misto provadéni klinického hodnoceni bude
pouzivat Hodnocené 1éCivo a jakykoli
komparacni produkt poskytnuty v souvislosti
se Studii vyhradné pro ucely fadného
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1.8.

2.1

shall maintain the Investigational Product as
specified by Sponsor and according to
applicable laws and regulations, including
storage in a locked, secured area at all times.

Upon completion or termination of the Study,
the Site shall return or destroy, at Sponsor’s
option, the Investigational Product,
comparator products, and materials and all
Confidential Information (as defined below) at
Sponsor’s sole expense.

Institution and Investigator shall comply with
all laws and regulations governing the
disposition or destruction of Investigational
Product and any instructions from Quintiles or
the Sponsor that are not inconsistent with
such laws and regulations.

Any equipment and material shall remain the
sole and exclusive property of Sponsor. The
Site shall return any equipment or materials
provided by Sponsor for use in the Study
unless and until Sponsor and Institution have
a written agreement for Institution to acquire
the equipment.

Key Enroliment Date

The Site understands and agrees that if Site
has not enrolled at least one (1) Study Subject
by the Key Enrollment Date then Quintiles
or/and Sponsor may terminate this Agreement
in accordance with Section 15 “Term &
Termination” Sponsor/Quintiles has the right
to limit enrollment at any time.

PAYMENT

In consideration for the proper performance of
the Study by Site in compliance with the terms
and conditions of this Agreement, payments
shall be made in accordance with the
provisions set forth in Attachment A, with the
last payment being made after the Site
completes all its obligations hereunder, and

1.8

2.1

dokonéeni Studie a bude uchovavat
Hodnocené lécivo dle pokynl Zadavatele a v
souladu s pfisluSnymi pravnimi pfedpisy,
nafizenimi a pravidly, vcetn& povinnosti
skladovat Hodnocené lé¢ivo v uzaméeném a
zabezpeteném prostoru, a to po celou
predmétnou dobu.

V navaznosti na dokonceni &i ukonéeni Studie
Misto provadéni klinického hodnoceni vrati Ci
zlikviduje, a to plné dle volby Zadavatele,
Hodnocené |écivo, komparacni produkty a
materialy, jakoz i veSkeré Duvérné informace
(ve smyslu nize uvedené definice) pIlné a
vyluéné na ndklady Zadavatele.

Zdravotnické zafizeni a ZkouSejici se
zavazuji, Zze budou jednat v souladu s
veSkerymi pravnimi pfedpisy, nafizenimi a
pravidly upravujicimi nakladani S
Hodnocenym IéCivem Ci likvidaci
Hodnoceného IéCiva a jakymikoli instrukcemi
a pokyny poskytnutymi Quintiles nebo
Zadavatelem, jeZ nejsou v rozporu s takovymi
pravnimi pfedpisy, nafizenimi a pravidly.

V8echno vybaveni a material zGstane
vyhradnim vlastnictvim Zadavatele. Misto
provadéni klinického hodnoceni vrati jakékoli
vybaveni Ci materialy poskytnuté
Zadavatelem pro jejich pouziti ve Studii,
pokud a dokud nebude uzaviena pisemna
smlouva mezi Zadavatelem a Zdravotnickym
zarizenim, na jejimz zakladé Zdravotnické
zafizeni nabude vlastnictvi k takovému
vybaveni.

Klicové datum zafazeni

Misto provadéni klinického hodnoceni je
srozumeéno a souhlasi, Ze v pfipadég, Ze Misto
provadéni klinického hodnoceni nezafadi
alespon jeden (1) Subjekt studie ke Klic¢ovému
datu zafazeni, pak Quintiles a/nebo Zadavatel
budou opravnéni ukongit tuto Smlouvu v
souladu s Clankem 15 ,Platnost a Ukondeni
platnosti“. Zadavatel/Quintiles jsou opravnéni
omezit zafazovani Subjektl studie, a to
v kterykoli Easovy okamZzik.

PLATBY

V souvislosti s Fadnym plnénim Studie Mistem
provadéni klinického hodnoceni, a to v
souladu s podminkami a ustanovenimi této
Smlouvy, budou poskytovany platby dle
podminek a ustanoveni definovanych v
Pfiloze A, pficemz posledni platba bude
uskute€néna poté, co Misto provadeéni
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2.2

3.1

Quintiles has received all properly completed
CRFs and, if Quintiles requests, all other
Confidential Information (as defined below).

Site acknowledges and agrees that Sponsor
may publicly disclose payments and transfers
of value to Site if required by law or applicable
codes of practice. Site agrees to the public
disclosure by Sponsor of information
concerning any payments or transfers of value
made, directly or indirectly, to Site under this
Agreement. Disclosure may consist of
aggregate payments, dates, and purposes
(without disclosing names of individuals) or
specific payments, dates, purposes, and
names of individuals.

The estimated value of financial payment
under this Agreement shall be approximately
CZK 1,400,045.

Sponsor and/or Quintiles acknowledge, that
with regard to this Study, which is subject of
the Agreement, no other agreement
stipulating any related rights and obligations,
has been concluded by and between them
and the Institution or Investigator.

CONFIDENTIALITY

Definition

"Confidential  Information” means the
confidential and proprietary information of
Sponsor and includes (i) all information
disclosed by or on behalf of Sponsor to
Institution, Investigator or other Institution
personnel, including without limitation, the
Investigational Product, technical information
relating to the Investigational Product, all Pre-
Existing Intellectual Property (as defined in
Section 4) of Sponsor, and the Protocol; and
(i) Study enroliment information, information
pertaining to the status of the Study,
communications to and from regulatory
authorities, information relating to the
regulatory status of the Investigational
Product, and Study Data and Inventions (as
defined in Section 4).

2.2

3.

3.1

klinického hodnoceni splni a dokon¢&i veskeré
zavazky, jez mu vyplyvaji z této Smlouvy, a
Quintiles obdrzi veSkeré fadné vyplnéné CRF
a, bude-li tak Quintiles vyzadovat, veSkeré
dal$i Duvérné informace (ve smyslu nize
uvedené definice).

Misto provadéni klinického hodnoceni bere na
védomi a souhlasi s tim, Ze Zadavatel mlze
zverejnit platby a prevody hodnotného pinéni
na Misto provadéni klinického hodnocent,
pokud to vyZzaduje zakon nebo platné zasady
¢i postupy. Misto provadéni klinického
hodnoceni souhlasi stim, Ze Zadavatel je
opravnén zvefejnit informace o platbach nebo
pfevodech hodnotného pinéni pfimo nebo
nepfimo na Misto provadéni Kklinického
hodnoceni podle této Smlouvy. Zvefejnéné
informace mohou zahrnovat souhrnné ¢astky,
datum a ucel (bez uvedeni jmen osob) nebo
jednotlivé platby, datum a ucel platby a jména
osob.

Pfedpokladana hodnota finanéniho pinéni dle
této Smlouvy &ini pfiblizné 1.400.045 Kgé.

Zadavatel a/nebo Quintiles prohlasuji, ze v
souvislosti se Studii, ktera je pfedmétem této
Smlouvy, neuzavieli a neuzaviou bez Ucasti
Zdravotnického zafizeni se ZkouSejicim
Zadnou dalSi smlouvu upravujici jejich
vzajemna prava a povinnosti.
DUVERNY REZIM
Definice

,Davérné informace" budou vykladany jako
informace dlvérné a majetkové povahy
néleZejici  Zadavateli, pficemZz  budou
zahrnovat (i) veSkeré informace, jez byly
Zdravotnickému zafizeni, ZkouSejicimu Ci
kterémukoli ¢lenu personalu Zdravotnického
zarizeni poskytnuty, odhaleny, zpfistupnény
¢i sdéleny Zadavatelem ¢&i jeho jménem,
zejména vcetné informaci o Hodnoceném
[éCivu, technickych informaci vztahujicich se k
Hodnocenému 1éCivu, vesSkeré Existujici
duSevni vlastnictvi (ve smyslu definice
uvedené v Clanku 4) Zadavatele, a Protokol;
a (i) informace vztahujici se k procesu
zafazovani do Studie, informace vztahujici se
k aktualnimu stavu Studie, komunikace vici a
od regulatornich Gfad(l, informace vztahujici
se k aktualnimu stavu Hodnoceného |éCiva na
regulatorni Urovni a ke stavu Studijnich dat a
udaji a dale k Objevim (ve smyslu definice
uvedené v Clanku 4).
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3.2

Confidential Information shall not include

information that:

0] can be shown by documentation to
have been public knowledge prior to or
after disclosure by Sponsor, other than
through wrongful acts or omissions
attributable to Investigator, Institution or

any of its personnel;

(i) can be shown by documentation to
have been in the possession of
Investigator, Institution or any of its
personnel prior to disclosure by
Sponsor, from sources other than
Sponsor that did not have an obligation
of confidentiality to Sponsor;

(i) can be shown by documentation to
have been independently developed by
Investigator, Institution or any of its
personnel; or

(iv) is permitted to be disclosed by written
authorization from Sponsor.

Obligations
Site and Institution’s personnel,

Study Staff shall not:

including

0] use Confidential Information for any
purpose other than the performance of
the Study or

(i)  disclose Confidential Information to any
third party, except as permitted by this
Section 3. or by Section 5 “Publication
Rights”, or as required by law or by a
regulatory authority or as authorized in
writing by the disclosing party.

To protect Confidential Information, Site
agrees to:
0] limit dissemination of Confidential

Information to only those Study Staff
having a need to know for purposes of
performing the Study;

(i)  advise all Study Staff who receive
Confidential Information of the
confidential nature of such information;
and

Pojem Duvérné informace

informace, ve vztahu ke kterym:

() Ize na z&kladé pfislusné dokumentace
prokazat, Ze byly vefejné znamé pred
okamzZikem ¢&i po okamziku jejich
odhaleni, zpfistupnéni &i sdéleni ze
strany Zadavatele, aniz by tim doSlo k
jakémukoli protipravnimu jednani i
opominuti pfi€itatelnému Zkousejicimu,
Zdravotnickému zafizeni €i jakémukoli
jejich zaméstnanci;

(i)  lze na zakladé pfisludné dokumentace
prokazat, ze byly v dispozici
Zkousejiciho, Zdravotnického zafizeni
Ci jakéhokoli zaméstnance pfed jejich
zverejnénim, sdélenim Gi
zpfistupnénim ze strany Zadavatele a
byly ziskany ze zdroji odliSnych od
Zadavatele, pficemz tyto nebyly vazany
povinnosti dlivérnosti vic¢i Zadavateli;

(i)  Ize na zakladé pfislusné dokumentace
prokazat, ze byly nezavisle vyvinuty
ZkouSejicim, Zdravotnickym zafizenim
¢i jakymkoli jejich zamé&stnancem; nebo

(iv) lze jejich odhaleni, zpfistupnéni C¢&i
sdéleni provést na zakladé pisemného
svoleni Zadavatele.

nezahrnuje

3.2 Povinnosti

Misto provadéni klinického hodnoceni a

zaméstnanci Zdravotnického zafizeni, a to

v¢etné Studijniho personalu, nebudou:

0] vyuzivat Duvérné informace pro
jakykoli jiny ucel, nezZli je provadéni
Studie, nebo

(i)  odhalovat, zpfistupfovat &i sdé&lovat
Dlvérné informace jakékoli tfeti strané,
S vyjimkou opravnéni povoleného v
tomto Clanku 3 nebo Clanku 5 ,Prava
na zvefejnéni“, nebo povinnosti
uloZzené  zakonem Ci  jakymkoli
regulatornim ufadem nebo na zakladé
pisemného svoleni odhalujici strany.

Za ucCelem ochrany Duvérnych informaci
Misto  provadéni klinického hodnoceni
souhlasi, ze:

() omezi distribuci Davérnych informaci

pouze vucéi tém ¢&lendm Studijniho
personalu, ktefi takové skute€nosti
potfebuji znat v souvislosti S
provadénim Studie;

(i)  bude informovat vSechny cleny
Studijniho  personalu, kterym budou
Duavérné informace odhaleny,

zpfristupnény ¢&i sdéleny, o duvérné
povaze takovych informaci; a
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3.3

(i)  use reasonable measures to protect
Confidential Information from
disclosure.

Nothing herein shall limit the right of Site to
disclose Study Data as permitted by Section 5
“Publication Rights”.

Compelled Disclosure

In the event that Institution or Investigator
receives notice from a third party seeking to
compel disclosure of any Confidential
Information, the notice recipient shall provide
Sponsor with prompt notice so that Sponsor
may seek a protective order or other
appropriate remedy. In the event that such
protective order or other remedy is not
obtained, the notice recipient shall furnish only
that portion of the Confidential Information
which is legally required to be disclosed, and
shall request confidential treatment for the
Confidential Information.

Notwithstanding the foregoing, Institution,
Sponsor and Quintiles hereby acknowledge
that this Agreement shall be published
pursuant to Act no. 340/2015 Sh., on
Agreements Register. As and between the
Parties, Institution agrees to publish the
Agreement pursuant to the foregoing. Any
information which constitutes trade secret of
either Party is exempted from such
publication. For the purposes of this
Agreement such trade secrets include, but are
not limited to, the Protocol, Investigator
Brochure, Attachment A - Budget and
Payment Schedule, the minimum enrollment
goal, expected number of Study subjects
enrolled and the expected duration of the
Study. Furthermore, personal data of the
individuals are also exempt from such
publication. The version of this Agreement
intended for publication is attached hereto as
Attachment C.

The Institution is obliged to publish this
Agreement in accordance with the article
herein above. The Institution will inform
Quintiles of publishing the Agreement in the
Agreements Register by designating the

3.3

(i)  pfijme nezbytna opatfeni za ucCelem
ochrany Ddavérnych informaci pred
jejich odhalenim &i zpFistupnénim.

Zadné ze shora uvedenych ustanoveni
neomezuje opravnéni Mista provadéni
klinického hodnoceni zpfistupnit Studijni data
a Udaje v povoleném rozsahu v souladu
s upravou uvedenou v Clanku 5 ,Prava na
zvefejnéni*.

Z&konem uloZené odhaleni

V pfipadé, Ze Zdravotnické =zafizeni d&i
ZkouSejici obdrzi ozndmeni &i vyzvu od tfeti
strany, kterd bude poZadovat odhaleni,
sdéleni ¢i zpfistupnéni jakékoli Dlvérné
informace, pfijemce takové vyzvy Zadavateli
takovou skute€nost neprodlené oznami, aby
mél Zadavatel mozZnost uplatnit
predbézné/ochranné opatreni &i jakykoli jiny
vhodny ochranny €i napravny prostfedek. V
pfipadé, ze takové predbézné/ochranné
opatieni Ci jiny vhodny ochranny €i napravny
prostfedek neni vydan ¢€i dosazen, pfijemce
vyzvy poskytne pouze takovou cast
Davérnych informaci, a to v rozsahu, v jakém
je jejich odhaleni, sdéleni ¢i zpfistupnéni
pozadovano, pficemz bude vyzadovat
uplatiiovani ddvérného rezimu ve vztahu
k témto DUdvérnym informacim.

Bez ohledu na vySe uvedené berou
Zdravotnické zafizeni, Zadavatel a Quintiles
timto na védomi, Ze tato Smlouva bude
uverejnéna v souladu se zakonem
¢. 340/2015 Sb., oregistru smluv. Smluvni
strany se dohodly, Ze Smlouvu uvefejni
v souladu svySe uvedenym ustanovenim
Zdravotnické  zafizeni.  Uvefejnéni  se
nevztahuje na informace, které predstavuji
obchodni tajemstvi nékteré ze Smluvnich
stran. Pro Uc¢ely této Smlouvy se za obchodni
tajemstvi povaZzuji mimo jiné Protokol, Soubor
informaci pro zkouSejici, Pfiloha A — Rozpocet
a platebni pfehled, minimalni naborovy cil,
oCekavany pocet Subjektll zafazenych do
Studie aocekavana doba trvani Studie.
Z uverejnéni jsou déle vyloudeny také osobni
Udaje jednotlived. Verze Smlouvy urCena
k uverejnéni je pfilozena k tomuto dokumentu
jako jeho Priloha C.

Zdravotnické zafizeni je povinno uvefejnit
Smlouvu v souladu s ustanovenimi vyse
uvedeného ¢&lanku. Zdravotnické zafizeni
vyrozumi Quintiles o zvefejnéni smlouvy
vregistru smluv tak, Zze ve formulafi
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following email address: || GTcNIEGNGNGNGNEG

as the email address to which a notification of
publication in the Agreements register shall be
sent. Should the Institution fail to publish this
Agreement within 5 working days from the
Effective Date, it may be published by the
Sponsor or Quintiles.

3.4  Return or Destruction 3.4
Upon termination of this Agreement or upon
any earlier written request by Sponsor at any
time, Site shall return to Sponsor, or destroy,
at Sponsor’s option, all Confidential
Information other than Study Data.

This Section 3 “Confidentiality” shall survive
termination or expiration of this Agreement for
ten (10) years.

4. INTELLECTUAL PROPERTY 4

4.1  Pre-existing Intellectual Property 4.1
Ownership of inventions, discoveries, works of
authorship and other developments existing
as of the Effective Date and all patents,
copyrights, trade secret rights and other
intellectual property rights therein (collectively,
“Pre-existing Intellectual Property”), is not
affected by this Agreement, and no Party or
Sponsor shall have any claims to or rights in
any Pre-existing Intellectual Property of
another, except as may be otherwise
expressly provided in any other written
agreement between them.

4.2  Inventions 4.2
For purposes hereof, the term “Inventions”
means all inventions, discoveries and
developments conceived, first reduced to
practice or otherwise discovered or developed
by a Party or Sponsor or any of such entity’s
personnel in performance of the Study.
Sponsor shall own all Inventions that are
conceived, first reduced to practice or
otherwise discovered or developed by the
Institution, the Investigator or any of their
personnel in performance of the Study.

4.3 Assignment of Inventions 4.3
Institution shall, and shall cause its personnel
to, disclose all Inventions promptly and fully to

pouzivaném ke zvefejnéni smlouvy zada
adresu — jako emailovou
adresu, na kterou ma byt zaslana notifikace o
uvefejnéni. Pokud Zdravotnické zafizeni
neuvefejni Smlouvu do 5 pracovnich dnd od
Data ucinnosti, bude ji moci uvefejnit
Zadavatel nebo Quintiles.

Vréceni Ci likvidace

V navaznosti na ukonéeni platnosti této
Smlouvy &i v kterykoli dfivéj$i okamzik na
zakladé pisemného pozZadavku Zadavatele
Misto provadéni klinického hodnoceni
Zadavateli vrati, pfipadné dle pozadavku
Zadavatele zlikviduje, veSkeré Duavérné
informace odli$né od Studijnich dat a udajl.

3.5 Survival 3.5 Pretrvavajici platnost

Tento Clanek 3 ,Davérny rezim“ zdstane v
platnosti i v pfipadé ukonceni platnosti €i pfi
vyprSeni platnosti této Smlouvy, a to po dobu
deseti (10) let.

DUSEVNI VLASTNICTVI

Existujici duSevni vlastnictvi

Vlastnictvi ~ vSech objevd, vynalezd,
autorskych dél a jinych vysledk(l duSevni
¢innosti, jez existuji k Datu ucinnosti, a dale
vesSkeré patenty, autorskd prava, obchodni
tajemstvi a dal$i prava k objektiim dusevniho
vlastnictvi s timto souvisejici (spole¢né dale
jen ,Existujici duSevni vlastnictvi“) neni
jakkoli dotéeno touto Smlouvou a Zzadna
Strana &i Zadavatel nemaji naroky vici Ci
prava k jakémukoli prfedmétu Existujiciho
duSevniho vlastnictvi jiného, neni-li tak
vyslovné pisemné ujednano v jakékoli
pisemné dohodé mezi Stranami uzaviené.

Objevy

Pojem ,Objevy“ znamena pro ucely této
Smlouvy veskeré objevy, vynalezy a predméty
vyvoje, jez byly vyvinuty, poprvé uvedeny do
praxe €i jakkoli jinak vynalezeny ¢&i rozvinuty
Stranou ¢i Zadavatelem nebo jakymkoli
zaméstnancem ¢&i ¢lenem personalu takového
subjektu pfi provadéni Studie. Zadavatel bude
vlastnikem veSkerych Objevl, jez budou
vyvinuty, poprvé uvedeny do praxe Ci jakkoli
jinak vynalezeny ¢i rozvinuty Zdravotnickym
zafizenim, ZkouSejicim ¢i jakymkoli jejich
zaméstnancem ¢ Clenem personalu
v souvislosti s provadénim Studie.

Prevod prav k Objevim
Zdravotnické zafizeni se zavazuje, Ze odhali,
zpristupni €i sdéli a dale zajisti, Ze jeji
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Sponsor in writing, and Institution, on behalf of
itself and its personnel, will assign to Sponsor
all of its rights, title and interest in and to
Inventions, including all patents, copyrights
and other intellectual property rights therein
and all rights of action and claims for damages
and benefits arising due to past and present
infringement of said rights. Institution shall
cooperate and assist Sponsor by executing,
and causing its personnel to execute, all
documents reasonably necessary for Sponsor
to secure and maintain Sponsor’'s ownership
rights in Inventions.

4.4  Patent Prosecution
Site shall cooperate, at Sponsor’s request and
expense, with Sponsor’'s preparation, filing,
prosecution, and maintenance of all patent
applications and patents for Inventions.

4.5 Survival
This Section 4 “Intellectual Property” shall
survive termination or expiration of this
Agreement.

5. PUBLICATION RIGHTS

5.1 Publication and Disclosure

In accordance with the requirements of this
Section 5 (including but not limited to the time-
restrictions for “Multi-Center Publications”
(Section 5.2), “Confidentiality of Unpublished
Data” (Section 5.3)), Institution and
Investigator shall have the right to publish or
present their Site Study results following from
Site’'s own activities conducted under this
Agreement,. Any proposed publication or
presentation of the Site shall be consistent
with scientific standards by (i) applying the
highest industry standards, including but not
limited to the Good Publication Practice and
the Recommendations  for  Conduct,
Reporting, Editing, and Publication of
Scholarly Work in Medical Journals of the
International Committee of Medical Journal
Editors (ICMJE) in their current version and (ii)

4.4

4.5

51

zaméstnanci odhali, zpfistupni ¢&i sdéli
veSkeré Objevy, a to neprodlené a plné
Zadavateli v pisemné formé, a Zdravotnické
zafizeni, jménem svym a jménem a v
zastoupeni svych zaméstnancu, pfevede na
Zadavatele veSkera sva prava, naroky a zajmy
k Objevim, v€etné vSech patentu, autorskych
dél a jinych prav dusevniho vlastnictvi k
tomuto se vztahujicim, jakoz i veSkera prava
procesni povahy a naroky na nahrady Skod a
uzitky, jez jiz vznikly v dusledku minulého &i
soucasného poruSeni shora uvedenych prav.
Zdravotnické zafizeni se zavazuje, Ze bude
nalezité spolupracovat a poskytne Zadavateli
soucinnost pfi vyhotoveni a uzavfeni a zajisti,
Ze jeho zaméstnanci vyhotovi a uzaviou
veskeré dokumenty didvodné Zadavatelem
poZadované za uU€elem ochrany a zajisténi
vlastnickych prav Zadavatele k Objevim.

Patentové fizeni

Misto provadéni klinického hodnoceni se
zavazuje, Ze bude spolupracovat a poskytne
soucinnost, a to v navaznosti na vyzvu
Zadavatele a na jeho naklady a s jeho ucasti,
v souvislosti s pfipravou, podanim, vedenim
patentového fizeni a udrzovanim veskerych
patentovych pfihlasek a patentt pro veskeré
Objevy.

Pretrvavajici platnost

Tento Clanek 4 ,Dusevni vlastnictvi zlistane
v platnosti i v pfipadé ukonc&eni platnosti &i pfi
vyprSeni platnosti této Smiouvy.

PRAVA NA ZVEREJNENI

Publikovani a zptistupnéni

V souladu s pozadavky ¢&lanku 5 (napfiklad
s ohledem na Casova omezeni u
~multicentrickych publikaci* (¢lanek 5.2) a
,duvérnost nepublikovanych udaji“ (¢lanek
5.3)) budou mit Zdravotnické zafizeni
a Zkousejici pravo publikovat nebo
prezentovat vysledky svého Mista provadéni
klinického  hodnoceni, knimz  dospégji
provadénim c&innosti ve vlastnim Misté
provadéni klinického hodnoceni podle této
Smlouvy. Publikace nebo prezentace
navrhovand Mistem provadéni klinického
hodnoceni musi byt v souladu se z&sadami
pro védecké prace, tzn.zZe (i) museji byt
dodrzeny pfisné normy a predpisy platné
v oboru, mimo jiné Zasady spravné publikaéni
praxe a doporuceni pro provadeéni,
vykazovani, editaci a publikovani odbornych

publishing Site Study Data first after the praci v lékafskych Casopisech vydané
primary source publication of the Sponsor is Mezinarodnim vyborem Séfredaktoru
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5.2

made public. In addition, Institution and
Investigator agree to submit any proposed
publication or presentation to Sponsor’s Head
of Global Medical Publication,

email address:

for review at least sixty (60) days prior to
submitting any such proposed publication to a
publisher or proceeding with such proposed
presentation. Within sixty (60) days of its
receipt, Sponsor shall advise Institution and/or
Investigator, as the case may be, in writing of
any information contained therein which is
Confidential Information (other than Study
Data) or which may impair the availability of
patent protection for Inventions. Sponsor shall
have the right to require Institution and/or
Investigator, as applicable, to remove
specifically identified Confidential Information
(other than Study Data) and/or to delay the
proposed publication or presentation for an
additional sixty (60) days to enable Sponsor to
seek patent protection for Inventions.

Multi-Center Publications

If the Study is a multi-center study, Institution
and Investigator agree that they shall not,
without the Sponsor’'s prior written consent,
independently publish, present or otherwise
disclose any results of or information
pertaining to Site’s own activities conducted
under this Agreement until a multi-center
publication is published. In the event the
Sponsor  coordinates the  multi-center
publication, the participation of the
Investigator as a named author shall be
determined in accordance with Sponsor’'s
policies, requirements of the publisher and
generally accepted standards of authorship. If
a multi-center publication is not published
within eighteen (18) months after completion
of the Study and lock of the database at all
research sites or any earlier termination or
abandonment of the Study, Institution and
Investigator shall have the right to publish and
present the Site Study results following from
Site’s own activities conducted under this
Agreement, including Study Data, solely
consistent with scientific standards and the
submission requirements as outlined in

5.2

lékafskych cCasopisu (ICMJE), v platném
znéni, a udaje z Mista provadéni klinického
hodnoceni mohou byt publikovany az po

zvefejnéni  hlavni  zdrojové  publikace
Zadavatelem. Zdravotnické zafizeni
a ZkouSejici se nadto zavazuji, ze
navrhovanou publikaci nebo prezentaci

predlozi vedoucimu oddéleni pro globalni
Iékarské publikace Zadavatelovy spole¢nosti,

e-mailovéa adresa:

k posouzeni nejpozdéji Sedesét (60) dnl pred
odevzdanim navrhované publikace vydavateli
nebo uskute¢nénim navrhované prezentace.
Zadavatel do Sedesati (60) dnG od pfijeti
upozorni Zdravotnické zafizeni nebo pfipadné
ZkouSejiciho pisemné na pfipadné informace
povaZzované za D(vérné informace (kromé
Studijnich dat) nebo za informace, které by
mohly zhorSit moznost ziskani patentové
ochrany pro Vynalezy. Zadavatel bude mit
pravo pozadat Zdravotnické zafizeni nebo
pfipadné ZkousSejiciho o odstranéni konkrétné
oznacenych Duavérnych informaci (s vyjimkou
Studijnich dat) nebo pfipadné o odloZeni
navrhovaného zvefejnéni nebo prezentace
o dalSich Sedesat (60) dnG, aby mohl
Zadavatel uplatnit patentovou ochranu pro
Vynalezy.

Multicentrické publikovani

V pfipadé multicentrickych klinickych
hodnoceni se  Zdravotnické  zafizeni
a ZkousSejici zavazuji, ze bez Zadavatelova
pfedchoziho pisemného souhlasu nebudou
samostatné publikovat, prezentovat ani jinak
zverfejfiovat  vysledky vlastnich  ¢innosti
provadénych v Misté provadéni klinického
hodnoceni podle této Smlouvy nebo
informace tykajici se takovych ¢innosti, dokud
nebude vydana multicentricka publikace.
Bude-li Zadavatel koordinovat vydani
multicentrické  publikace, bude o0 UCasti
ZkouSejiciho jako jmenovité uvedeného
autora rozhodnuto v souladu se zasadami
Zadavatele, poZadavky vydavatele a obecné
pfijimanymi zdsadami autorstvi. Pokud
nebude multicentricka publikace vydana do
osmnécti (18) mésict od dokonceni Studie
a uzamceni databaze ve vSech vyzkumnych
centrech nebo pfipadné od pred¢asného
preruSeni nebo ukonéeni Studie, budou mit
Zdravotnické zafizeni a ZkouSejici pravo
zvefejnit a prezentovat vysledky Studie
ziskané ¢innosti vlastniho Mista provadéni
klinického hodnoceni podle této Smlouvy,
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Section 5.1 “Publication and Disclosure” and
in accordance with the provisions of Section
5.3 “Confidentiality of Unpublished Data”.

5.3 Confidentiality of Unpublished Data 5.3
Institution and Investigator acknowledges and
agrees that Study Data that is not published,
presented or otherwise disclosed in
accordance with Section 5.1 or Section 5.2
(“Unpublished Data”) shall be subject to the
provisions on Confidential Information
according to Section 3 of this Agreement, and
Institution and Investigator shall not, and shall
require their personnel not to, disclose
Unpublished Data to any other site
participating in the Study or any third party or
disclose any Study Data to any other site
participating in the Study or any third party in
greater detail than the same may be disclosed
in any publications, presentations or
disclosures made in accordance with Section
5.1 or Section 5.2.

5.4 Media Contacts 5.4
Institution and Investigator shall not, and shall
ensure that Institution’'s personnel do not
engage in interviews or other contacts with the
media, including but not limited to
newspapers, radio, television and the Internet,
related to the Study, the Investigational
Product, Inventions, or Study Data without the
prior written consent of Sponsor. This
provision does not prohibit publication or
presentation of Study Data in accordance with
this section.

5.5 Use of Name, Reqistry and Reporting 5.5

No Party hereto shall use any other Party’s
name, or Sponsor's name, in connection with
any advertising, publication or promotion
without prior written permission, except that
the Sponsor and Quintiles may use the Site’s
name in Study publications and
communications, including clinical trial
websites and Study newsletters. Sponsor will
register the Study with a public clinical trials
registry in accordance with applicable laws
and regulations and will report the results of
the Study publicly when and to the extent
required by applicable laws and regulations.

v€etné Studijnich dat, a to vyhradné v souladu
se standardy pro védecké prace a pozadavky
na predkladani praci pro vydani podle ¢lanku
5.1 ,Publikovani a zpfistupnéni“ a v souladu
s ustanovenimi  ¢lanku 5.3  ,D0vérnost
nepublikovanych udaja*.

Duvérnost nepublikovanych udaji
Zdravotnické zafizeni a ZkouSejici timto
berou na védomi asouhlasi stim, Ze na
Studijni data, ktera nebudou uvefejnéna,
prezentovana nebo jinak sdélena v souladu
s ¢lankem 5.1 nebo 5.2 (déle ,Nepublikované
Udaje”), se budou vztahovat ustanoveni
o Davérnych informacich podle ¢lanku 3 této
Smlouvy. Zdravotnické zafizeni a ZkouSejici
nebudou Nepublikované udaje sdélovat jinym
centrim ucastnicim se Studie ani Zadnym
tretim osobam, resp. nebudou jinym centrdm
Ucastnicim se Studie ani zadnym tfetim
osobam sdélovat zadné dalSi podrobnosti
o Nepublikovanych ddajich, pokud nebyly
uvedeny v publikacich, prezentacich nebo
sdélenich podle &lanku 5.1 nebo 5.2, a zajisti,
aby tento zavazek dodrZovali také jejich
zaméstnanci.

Kontakty s médii

Zdravotnické zafizeni a ZkousSejici nebudou, a
zajisti, Ze zameéstnanci Zdravotnického
zafizeni  nebudou, poskytovat zadné
rozhovory ¢i jiné formy kontaktdl s médii,
zejména  vCetné  vydavatelstvi  novin,
provozovatel( radiového vysilani,
provozovatelll  televizniho  vysilani a
spole¢nosti pusobicich na Internetu, a to v
souvislosti se Studii, Hodnocenym |é€ivem,
Objevy nebo Studijnimi daty a Udaji bez
prfedchoziho pisemného svoleni Zadavatele.
Toto ustanoveni nebrani moznosti publikovat
¢i prezentovat Studijni data a Udaje v souladu
s timto Clankem.

Pouziti nazvu ¢&i jména, registrace a
oznamovani

Zadna strana této Smlouvy neni opravnéna
pouzit jména Ci nazvu jiné Strany, nazvu
Zadavatele, a to v souvislosti s jakoukoli
reklamni Cinnosti, k publikadnim Ci
marketingovym ucellm bez pFedchoziho
pisemného svoleni, s vyjimkou pFipadl, kdy
Zadavatel a Quintiles budou opravnéni pouzit
nazvu Mista provadéni klinického hodnoceni
v souvislosti s publikacemi tykajicimi se
Studie a vramci komunikace, vcetné
webovych stranek vénovanych klinickym
hodnocenim a pro ucely newsletteru
vydavanych v souvislosti se Studii. Zadavatel
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5.6

6.1

Survival

This Section 5 “Publication Rights” shall
survive termination or expiration of this
Agreement.

PERSONAL DATA

Study Team Member Personal Data

Both prior to and during the course of the
Study, the Investigator and his/her teams may
be called upon to provide personal data. This
data falls within the scope of the law and
regulations relating to the protection of
personal data, in particular Act No. 101/2000
Coll., on Personal Data Protection, as
amended.

This personal data may include names,
contact information, work experience and
professional  qualifications,  publications,
resumes, educational background and
information related to potential Dual Capacity
conflict of interest, and payments made to
Payee(s) under this Agreement. The
Investigator hereby consents and the
Institution agrees to assist in obtaining any
necessary consents from the Study Staff or
other relevant Institution personnel for the use
and processing of their personal data by the
Sponsor and its affiliates or third parties
working with the Sponsor on the development
of the compound for the following purposes:

0] the conduct of clinical trials,

@iy  verification by governmental or
regulatory agencies, the Sponsor,
Quintiles, and their agents and
affiliates,

(i)  compliance with legal and regulatory
requirements,

(iv)  publication on www.clinicaltrials.gov
and websites and databases that serve
a comparable purpose;

(v) storage in databases to facilitate the
selection of investigators for future
clinical trials; and

(vi)  anti-corruption compliance.

5.6

6.1

bude Studii registrovat v souladu
s pFisluSnymi pravnimi pfedpisy a nafizenimi
a bude oznamovat vysledky Studie vefejné
tehdy a vrozsahu uloZzeném pfislusnymi
pravnimi pfedpisy a nafizenimi.

Pretrvavajici platnost

Tento Clanek 5 ,Prava na zvefejnéni“ zlistane
v platnosti i v pfipadé ukonc&eni platnosti &i pfi
vyprSeni platnosti této Smiouvy.

OSOBNIi UDAJE

Osobni udaje €lend Studijniho tymu

Jak pfed zahajenim, tak i v pribéhu provadéni
Studie mohou byt ZkouSejici a jeholjeji tym
pozadani o poskytnuti svych osobnich udaju.
Tyto Udaje spadaji do ramce pravnich
predpist na useku ochrany osobnich udajq,
konkrétné zakona ¢&. 101/2000 Sb., na
ochranu osobnich udajd, v platném znéni.

Ohledné Zkousejiciho tyto osobni udaje
mohou zahrnovat jména, kontaktni informace,
pracovni zkuSenosti a profesni kvalifikaci,
pfehled publikaci, resumé, informace o
absolvovaném vzdélani a informace tykajici

se potencialnich stfetll zajm0 v souvislosti s

vykonem Dualni funkce a udaje o platbach

uskuteénénych vici Prijemci plateb dle této

Smlouvy. ZkouSejici timto dava souhlas a

Zdravotnické zafizeni souhlasi stim, Ze

poskytne soucinnost pfi ziskavani jakychkoli

potfebnych souhlast Studijniho personalu
nebo jiného pfislusného Cc&lena personalu

Zdravotnického  zafizeni s uzivanim a

zpracovavanim osobnich Gdaji ze strany

Zadavatele a jeho spfiznénych osob nebo

tfetich osob spolupracujicich se Zadavatelem

na vyvoji slouceniny, a to pro nasledujici
ucely:

0] provadéni klinickych hodnoceni,

(i)  ovéfeni ze strany statnich/spravnich
nebo regulatornich ufadu, Zadavatele,
Quintiles a jejich zastupcU; sesterskych
organizaci i pobocek,

(i)  zajidténi souladu s pravnimi a
regulatornimi pozadavky;

(iv)  zvefejnéni na strankach
www.clinicaltrials.gov a  webovych

strankach a serverech, které slouzi
obdobnému ucelu;

(v) evidovani v databazich pro ucely
usnadnéni vybéru zkousSejicich pro
budouci klinickad hodnoceni; a

(vi) zajisténi souladu na poli
jakéhokoli korupéniho jednani.

zakazu
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6.2

6.3

6.4

The Investigator hereby further consents and
the Institution agrees to assist obtaining any
necessary consents from the Study Staff or
other relevant Institution personnel to the
transfer of such data for the above mentioned
purposes to countries other than their own
country.

Study Subject Personal Data

The Investigator shall obtain Study Subject
written consent for the collection and use of
Study Subject personal data for Study
purposes, including the disclosure, transfer
and processing of data collected in
accordance with the Protocol, in compliance
with applicable data protection provisions.

Data Controller

The Sponsor shall be the data controller for
such personal data except that, if Quintiles
deals with any personal data under this
Agreement in the manner of a data controller,
Quintiles shall be the data controller of such
personal data to the extent of such dealings.

Quintiles may process "personal data", as
defined in the applicable data protection
legislation enacted under the same or
equivalent/similar national legislation
(collectively "Data Protection Legislation™), of
the Investigator and Study Staff for study-
related purposes and all such processing will
be carried out in accordance with the Data
Protection Legislation.

Survival
This Section 6 “Personal Data” shall survive
termination or expiration of this Agreement.

STUDY SUBJECT INJURY,
INSURANCE AND DAMAGES

INDEMNIFICATION,

The Sponsor has ensured, that contract
insurance of liability for damage for the
Sponsor and Investigator within the meaning
of § 52 paragraph 3 letter f) Act on Drugs No.
378/2007 Coll. will be concluded before the
commencement of the Study. This policy also
covers compensation of death of subject or
compensation of the subject in case of injury

6.2

6.3

6.4

ZkouSejici timto dava souhlas a Zdravotnické
zafizeni souhlasi stim, Ze poskytne
soucinnost pFi ziskavani  jakychkoli
potfebnych souhlast Studijniho personalu
nebo jiného pfislusného Cc&lena personalu
Zdravotnického zafizeni s pfenosem téchto
udajl pro vySe uvedené ucely do jinych zemi
nez do jejich viastni zemé.

Osobni Udaje Subjektu studie

ZkousSejici zajisti ziskani pisemného souhlasu
Subjektu studie pro ucely k ziskani a pouziti
osobnich Udajli Subjektu studie pro ucely
souvisejici se Studii, a to v€etné odhaleni,
pfevodu a zpracovani osobnich udaju
ziskanych dle Protokolu, a déle v souladu s
pfislusnymi pfedpisy na poli ochrany dat.

Spravce udaju

Zadavatel bude pUsobit jako spravce udaju ve
vztahu k takovymto osobnim udajuam, avSak s
vyjimkou pfipadu, kdy Quintiles naklada s
jakymikoli osobnimi Udaji na zakladé této
Smlouvy jakozto spravce dat, v takovém
pfipadé bude Quintiles spravcem takovych
osobnich udaju v rozsahu, v jakém s nimi
naklada.

Quintiles je opravnéna zpracovavat ,0sobni
udaje”, jak jsou tyto definovany pfislusnymi
pravnimi pfedpisy na useku ochrany osobnich
udajd, jez byly vydany na zakladé shodné &i
ekvivalentni/obdobné narodni legislativy
(spolec¢né dale jen ,Pravni pfedpisy na
ochranu osobnich udaju“), ZkouSejiciho a
¢lend  Studijniho persondlu pro ucely
souvisejici se Studii, pfi¢emz veSkera takova
zpracovani budou provadéna v souladu s
Pravnimi pFedpisy na ochranu osobnich
adaja.

Pretrvani platnosti

Tento Clanek 6 ,Osobni Gdaje“ zlstane v
platnosti i v pfipadé ukonceni platnosti €i pfi
vyprSeni platnosti této Smiouvy.

POSKOZENI __ ZDRAVI _ SUBJEKTU __ STUDIE,
ODSKODNENI, POJISTENi A NAHRADA SKODY

Zadavatel zajistil, Ze pfed zahajenim Studie
bude pro ného jako Zadavatele a ZkouSejiciho
uzavieno pojisténi odpovédnosti za Skodu ve
smyslu § 52 odst. 3 pism. f) zakona ¢.
378/2007 Sb., o} léCivech,  jehoz
prostfednictvim bude zajisténo i odSkodnéni v
pfipadé smrti subjektd hodnoceni nebo v
pfipadé Skody vzniklé na zdravi subjektd
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resulting from the course of the Study. A
Certificate of Insurance is enclosed hereto as
Attachment D.

The Site shall promptly notify Quintiles and
Sponsor in writing of any claim of illness or
injury actually or allegedly due to an adverse
reaction to the Investigational Product and
cooperate with Sponsor in the handling of the
adverse event.

Sponsor shall reimburse Institution for costs of
immediate medical treatment of a Study
Subject who sustains physical illness or injury
as a direct result of the treatment of such
Study Subject in accordance with the terms of
the Protocol and this Agreement. Sponsor
shall indemnify Institution for and against any
liability or loss resulting from judgements or
claims against them arising out of the physical
illness, injury or death of a Study Subject as a
direct result of treatment of such subject in
accordance with the terms of the Protocol and
this Agreement, except to the extent that such
adverse event, illness or personal injury is
caused by:

a) failure by Institution, Investigator or any
of their respective personnel to comply
with this Agreement, the Protocol, any
written  instructions  of  Sponsor
concerning the Study, or any applicable
law, regulation or guidance, including
GCPs, issued by any regulatory
authority, or

b) negligence or willful misconduct by
Institution, Investigator or any of their
respective personnel; or

The Sponsor’s liability to reimburse the
Institution under this provision shall not be
limited to the amount payable under any
insurance required to be carried by Sponsor
but shall extend to the full amount of the
Institution’s actual damages in the amount of
subject’'s claim or of subject's legal
representative's claim successfully claimed
under Czech legal order.

Institution shall not be entitled to such

reimbursement according to the previous

paragraph if:

a) The injury of subject (including death)
has been demonstrably caused by

hodnoceni v dlsledku provadéni Studie.
Kopie pojistného certifikatu je pFilohou D této
smlouvy.

Misto provadéni klinického hodnoceni je
povinno bez zbyteného odkladu pisemné
vyrozumét Quintiles a Zadavatele o jakémkoli
naroku vztahujicimu se k onemocnéni i ujmé
na zdravi, k nimz skute¢né ¢&i udajné doslo v
souvislosti s neZzadouci reakci na Hodnocené
IéCivo a zavazuje se plné spolupracovat se
Zadavatelem pfi feSeni nezadouci udalosti.

Zadavatel uhradi Zdravotnickému zafizeni
naklady na bezprostfedni zdravotni vydaje na
léEbu Subjektu studie, ktery onemocnél nebo
jemuz byla zpusobena Ujma na zdravi jako
pfimy nasledek jeho I1é¢by v souladu

s ustanovenimi Protokolu a této Smlouvy.

Zadavatel odSkodni Zdravotnické zafizeni za

veskerou odpovédnost nebo ztratu vyplyvajici

z rozsudku nebo naroku vzniklych

Z onemocneéni, ujmy na zdravi nebo umrti

Subjektu studie, které je pfimym nasledkem

[éCby tohoto subjektu v souladu

s ustanovenimi Protokolu a této Smlouvy, s

vyjimkou pfipadd, kdy takova nezadouci

udalost, nemoc nebo U(jma na zdravi je
zpusobena:

a) pochybenim Zdravotnického zafizeni,
ZkouSejiciho nebo jakéhokoli jejich
zameéstnance jednat v souladu s touto
Smlouvou, Protokolem, jakoukoli
pisemnou instrukci Zadavatele tykajici
se Studie nebo jakéhokoli platného
zakona nebo provadéciho predpisu
nebo postupu, véetné GCP, vydaného
jakoukoli regulaéni autoritou nebo

b) nedbalosti nebo umysinym
nespravnym jednanim Zdravotnického
zafizeni, Zkou$ejicim nebo jakymkoli
jejich zastupcem nebo

Odpoveédnost Zadavatele odskodnit
Zdravotnické zafizeni dle tohoto ustanoveni
nebude limitovana ¢&astkou splatnou dle
jakéhokoli pojisténi uzavieného Zadavatelem,
ale bude se vztahovat na celou ¢&astku
skutecné Skody Zdravotnického zafizeni ve
vySi naroku subjektu nebo naroku jeho
zakonného zastupce uspésné uplatnéného
dle Ceského pravniho fadu.

Narok Zdravotnického zafizeni na nahradu

Skody dle pfedchoziho ustanoveni nevznika,

jestlize:

a) posSkozeni  zdravi (v€etné smrti)
subjektu hodnoceni bylo prokazatelné
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willful act, negligence, wrongful conduct
or breach of any obligation stipulated
for the Institution or the Investigator by
legal guideline or by this Agreement
including all its attachment;

b) The Institution fails to notify the
Sponsor in writing within thirty (30)
working days of the date the Institution
became aware of the claim for damages
having been made. The notice shall be
send by registered post to the Sponsor.

C) Upon Sponsor’s request the Institution
has not made possible for the Sponsor
take a part in out of court negotiations
concerning the claim which may result
in a legal suit at law;

d) The Institution has recognized the claim
without prior obtaining Sponsor’'s
written consent to such recognition.

Institution agrees to indemnify and hold
harmless Quintiles, the Sponsor, and their
Affiliates, officers, agents or employees from
and against any liability or loss resulting from
judgments or claims against them arising out
of the physical illness, injury or death of a
Study Subject due to (i) the failure of
Institution, its officers, agents, employees or
affiliated entities to adhere to the terms of the
Protocol and this Agreement, or (i) the
negligence or willful misconduct of Institution,
its officers, agents, employees or affiliated
entities; provided however, that Institution
shall have no obligation to indemnify and hold
harmless with respect to judgments and
claims arising out of the negligence and willful
misconduct of Sponsor, its officers, agents or
employees.

This Section 7 subsections “Study Subject
Injury and Damages” shall survive termination
or expiration of this Agreement.

QUINTILES DISCLAIMER

Quintiles expressly disclaims any liability in
connection with the Investigational Product,
including any liability for any claim arising out
of a condition caused by or allegedly caused
by any Study procedures associated with such

zplsobeno umysiné, nedbalosti,
protipravnim jednanim nebo
nesplnénim  povinnosti  stanovené
Zdravotnickému zafizeni Ci

ZkouSejicimu pravnim pfedpisem nebo
v této Smilouve, vCetné vSech jejich
pfiloh;

b) Zdravotnického zafizeni do tficeti (30)
pracovnich dnd ode dne, kdy se
dozvédeélo, ze byl vic¢i nému uplatnén
narok na nahradu Skody, neoznamilo
tuto skuteCnost pisemné Zadavateli.
Oznameni musi byt  odeslano
doporu€enou postou Zadavateli.

C) na zadost Zadavatele mu Zdravotnickeé
zafizeni neumoznilo UCastnit se
mimosoudniho vyjednavani o}
vzneseném naroku nebo néasledného
soudniho fizeni;

d) Zdravotnické zafizeni uznalo vzneseny
narok, aniz by obdrzelo pfedchozi
pisemny souhlas Zadavatele.

Zdravotnické zafizeni se zavazuje odSkodnit a
ochranit Quintiles, Zadavatele a jejich
Spfiznéné osoby, vedouci pracovniky,
zastupce nebo zaméstnance za veSkerou
odpovédnost nebo  ztratu  vyplyvajici
z rozsudkl nebo naroku vzniklych
Z onemocneéni, ujmy na zdravi nebo umrti
Subjektu studie zplsobeného (i) nedodrzenim
ustanoveni Protokolu a této Smlouvy ze strany
Zdravotnického zafizeni, jeho vedoucich
pracovnikll, zastupcu, zaméstnanci nebo
spfiznénych subjektd nebo (ii) nedbalosti
nebo dmysinym protipravnim  jednanim
Zdravotnického zafizeni, jeho vedoucich
pracovnik(l, zastupcl, zaméstnancl nebo
spfiznénych subjektd, avSak stim, Ze
Zdravotnické zafizeni nebude povinno
odskodnit a ochranit za rozsudky a naroky
vyplyvajici  z nedbalosti a  UmysIného
protipravniho jednani Zadavatele, jeho
vedoucich  pracovnikd, zastupcl nebo
zaméstnancu.

Tento Clanek 7 podsekce "Poskozeni zdravi
Subjektu Studie a Odskodnéni" zlUstane v
platnosti po ukon&eni nebo uplynuti doby
trvani této Smiouvy.

ODMITNUTi ODPOVEDNOSTI QUINTILES

Quintiles timto vyslovné odmit4 jakoukoli
odpovédnost v souvislosti s Hodnocenym
léCivem, vCetné jakékoli odpovédnosti za
jakékoli  naroky vyplyvajici  z okolnosti
zpusobené nebo domnéle zpusobené
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product except to the extent that such liability
is caused by the negligence, willful
misconduct or breach of this Agreement by
Quintiles.

This Section 8 “Quintiles Disclaimer” shall
survive termination or expiration of this
Agreement.

jakymkoli  Studijnim postupem spojenym
s takovym |é€ivem vyjma rozsahu, v jakém je
umysinym  protipravnim  jednanim nebo
poruSenim této Smlouvy ze strany Quintiles.

Tento Clanek 8 ,Odmitnuti odpové&dnosti
Quintiles" zUstane v platnosti i po ukonéeni
nebo uplynuti doby trvani této Smilouvy.

9. CONSEQUENTIAL DAMAGES 9 NASLEDNA SKODA
Neither Quintiles nor Sponsor shall be Ani Quintiles, ani Zadavatel nebudou vugi
responsible to the Site for any lost profits, lost Mistu  provadéni klinického hodnoceni
opportunities, or  other  consequential odpovédni ve vztahu k jakémukoli uslému
damages, nor shall Site be responsible to zisku, ztr4t€ obchodnich pfileZitosti i
Quintiles or Sponsor for any lost profits, lost jakymkoli souvisejicim Skodam, ani Misto
opportunities, or  other  consequential provadéni klinického hodnoceni nebude
damages. odpovédné vuci Quintiles nebo Zadavateli ve
vztahu Kk jakémukoli uslému zisku, ztraté
obchodnich pfileZitosti Ci jakymkoli
souvisejicim Skodam.
This Section 9 “Consequential Damages” Tento Clanek 9 ,Nasledna Skoda“ zlstane v
shall survive termination or expiration of the platnosti po ukonleni nebo uplynuti doby
Agreement. trvani této Smilouvy.
10. DEBARMENT 10  VYLOUCENI
The Site represents and warrants that neither Misto  provadéni klinického hodnoceni
Institution nor Investigator, nor any of prohlaSuje a potvrzuje, Zze ani Zdravotnické
Institution’'s employees, agents or other zafizeni, ani ZkousSejici, ani kterykoli ze
persons performing the Study at Institution, zameéstnancu, zastupcl  Zdravotnického
have been debarred, disqualified or banned zafizeni ¢i jakakoli jina osoba, ktera se podili
from conducting clinical trials or are under na vykonu Studie ve Zdravotnickém zafizeni,
investigation by any regulatory authority for nebyla zbavena pfisluSného opravnéni,
debarment or any similar regulatory action in nebyla ji uloZzena sankce zékazu vykonu
any country, and the Site shall notify Quintiles ¢innosti  klinickych hodnoceni a dale, Ze
immediately if any such investigation, kterykoli z téchto subjektd neni vySetfovan
disqualification, debarment, or ban occurs. jakoukoli kontrolni instituci, kdy vysledkem
takového Setfeni ¢i Fizeni mGze byt ulozeni
sankce zakazu vykonu ¢innosti ¢i odebrani
opravnéni, a to v kterémkoli staté, a Misto
provadéni klinického hodnoceni se dale
zavazuje neprodlené vyrozumét Quintiles v
pfipadé, Ze dojde k takovému vysSetifovani,
diskvalifikaci, uloZzeni sankce zékazu vykonu
¢innosti nebo k odejmuti opravnéni k vykonu
klinického hodnoceni.
This Section 10 “Debarment” shall survive Tento Clanek 10 ,Vylougeni® zustane v
termination or expiration of this Agreement. platnosti po ukonleni nebo uplynuti doby
trvani této Smlouvy.
11. FEINANCIAL DISCLOSURE AND CONFLICT OF | 11 ~ FINANCNiINFORMACE A STRET ZAJMU
INTEREST
Upon Sponsor's or Quintiles’ request, Site Misto provadéni klinického hodnoceni
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12.

agrees that, for each listed or identified
investigator or sub-investigator who is directly
involved in the treatment or evaluation of
Study Subjects, Investigator shall promptly
return to Quintiles a financial and conflict of
interest disclosure form that has been
completed and signed by such investigator or
sub-investigator, which shall disclose any
applicable  interests held by those
investigators or sub-investigators or their
spouses or dependent children.

Quintiles may withhold payments if it does not
receive a completed form from each such
investigator and sub-investigator.

Investigator shall ensure that all such forms
are promptly updated as needed to maintain
their accuracy and completeness during the
Study and for one (1) year after Study
completion.

Site agrees that the completed forms may be
subject to review by governmental or
regulatory agencies, Sponsor, Quintiles, and
their agents, and the Site consents to such
review.

The Investigator further consents to the
transfer of his/her financial disclosure data to
the Sponsor’s country of origin and to the U.S.,
even though data protection may not exist or
be as developed in those countries as in the
Site’s own country.

This Section 11 “Financial Disclosure and
Conflict of Interest” shall survive termination or
expiration of this Agreement.

ANTI-KICKBACK AND ANTI FRAUD

Institution and Investigator agree that their
judgment with respect to the advice and care
of each Study Subject will not be affected by
the compensation they receive from this
Agreement, that such compensation does not
exceed the fair market value of the services
they are providing, and that no payments are
being provided to them for the purpose of
inducing them to purchase or prescribe any
drugs, devices or products.

If the Sponsor or Quintiles provides any free

12

souhlasi, Ze na zakladé Zadosti Zadavatele
nebo Quintiles ZkouSejici pro kazdého
uvedeného a identifikovaného zkouSejiciho
nebo spoluzkousdejiciho, ktefi se pfimo podili
na lé¢eni nebo hodnoceni Subjektl studie,
neprodlené pfeda Quintiles vyplnény a
podepsany formular finanéniho prohlaseni a
konfliktu zajmu, ktery byl vyplnén a podepsan
takovym zkouSejicim nebo spoluzkouSejicim,
ve kterém tito zkouSejici &i spoluzkousejici
pfiznavaji jakékoli pfislusné zajmy, které maji
oni sami nebo jejich manzelé/manzelky Cdi
nezaopatifené déti.

Quintiles je opravnéna pozdrzet platby,
v pfipadé, Ze neobdrzi vyplnéné formulare od
kazdého takového zkouSejiciho a
spoluzkousejiciho.

ZkouSejici  zajisti  urychlenou aktualizaci
formulara dle potfeby s cilem zajistit jejich
presnost a Uplnost v prabéhu realizace Studie
a jeden (1) rok po dokonceni Studie.

Misto  provadéni klinického hodnoceni
souhlasi s tim, Ze vyplnéné formulafe mohou
kontrolovat statni a regulaéni urady,
Zadavatel, Quintiles a jejich zastupci, a Misto
provadéni Kklinického hodnoceni souhlasi
s takovymi kontrolami.

ZkouSejici dale souhlasi s pfenosem dat o
finanénim  prohlaseni do zemé sidla
Zadavatele a Spojenych statl americkych, a
to i kdyby vtéchto zemich neplatii nebo
neexistoval natolik vyspély rezim ochrany dat
jako ve vlastni zemi Mista provadéni
klinického hodnoceni.

Tento Clanek 11 ,Finanéni informace a stiet
zajma"“ z0stane v platnosti po ukonceni nebo
uplynuti doby trvani této Smlouvy.

ZAMEZENi UPLATKARSTVi A PODVODU

Zdravotnické zafizeni a ZkouSejici souhlasi,
Ze jejich Usudek, pokud jde o poradenstvi a
péci o kazdy subjekt hodnoceni, nebude
ovlivnén uhradou, kterou obdrzi na zakladé
této Smlouvy, a dale osvédluji, ze tato
kompenzace nepfesahuje redlnou trzni
hodnotu sluzeb, které poskytuji, a ze Zadné
platby nejsou poskytovany za ucelem pfimét
je k nakupu nebo pfedepisovani jakychkoli
Iéku, zafizeni nebo produkt.

Pokud Zadavatel nebo Quintiles poskytnou
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13.

products or items for use in the Study,
Institution and Investigator agree that they will
not bill any Study Subject, insurer or
governmental agency, or any other third party,
for such free products or items.

Institution and Investigator agree that they will
not bill any Study Subject, insurer, or
governmental agency for any visits, services
or expenses incurred during the Study for
which they have received compensation from
Quintiles or Sponsor, or which are not part of
the ordinary care they would normally provide
for the Study Subject, and that neither
Institution nor Investigator will pay another
physician to refer subjects to the Study.

ANTI-BRIBERY

Institution and Investigator agree that the fees
to be paid pursuant to this Agreement
represent fair compensation for the services to
be provided by Site. Institution and
Investigator represent and warrant that
payments or Items of Value received pursuant
to this Agreement or in relation to the Study
will not influence any decision that Institution,
Investigator or any of Institution’s respective
owners, directors, employees, agents,
consultants, or any payee under this
Agreement may make, as a Government
Official or otherwise, in order to assist Sponsor
or Quintiles to secure an improper advantage
or obtain or retain business.

Institution and Investigator further represent
and warrant that neither they nor any of their
respective owners, directors, employees,
agents, or consultants, nor any payee under
this Agreement, will, in order to assist Sponsor
or Quintiles to secure an improper advantage
or obtain or retain business, directly or
indirectly pay, offer or promise to pay, or give
any Items of Value to any person or entity for
purposes of (i) influencing any act or decision:
(i) inducing such person or entity to do or omit
to do any act in violation of their lawful duty;
(iii) securing any improper advantage; or (iv)
inducing such person or entity to use influence

13

jakékoli produkty nebo pfedméty pro pouziti
ve Studii zdarma, Zdravotnické zafizeni a
ZkousSejici souhlasi, Ze nebudou zadat uhradu
po zadném Subjektu studie, pojistovné nebo
statnim/spravnim dfadu nebo jakékoli jiné tfeti
strané za tyto zdarma poskytnuté produkty
nebo pfedméty.

Zdravotnické zafizeni a ZkouSejici souhlasi,
Ze nebudou Zadat dhradu po Zzadném
Subjektu Studie, pojistovné nebo statnim
Ufadé za jakékoli navstévy, sluzby nebo
vydaje vzniklé v prabéhu Studie, za které
obdrzeli thradu od Quintiles nebo Zadavatele
nebo které nejsou soucasti bé&zné péce,
kterou by za normédlnich okolnosti poskytli
Subjektu studie, a Ze ani Zdravotnické
zafizeni, ani ZkouSejici nebudou poskytovat
platbu jinému lékafi za doporuceni subjektd do
Studie.

ZAKAZ PODPLACENI

Zdravotnické zafizeni a Zkou3ejici timto
souhlasi, ze platby, které budou uhrazeny na
zékladé této Smlouvy, pfedstavuji fadnou
kompenzaci za sluzby poskytnuté Mistem
provedeni klinického hodnoceni. Zdravotnické
zafizeni a ZkouSejici timto prohlasuji a
zavazuji se, ze platby ¢i Hodnotné véci, které
obdrzi na zakladé této Smlouvy €i v souvislosti
se Studii, nijak neovlivni jakékoli rozhodnuti
Zdravotnického zafizeni, Zkousejiciho i
jakéhokoli pfislusného vlastnika
Zdravotnického zafizeni, c¢leny spravnich
organl, zaméstnance, zastupce, konzultanty
Ci jakékoli pfijemce plnéni na zakladé této
Smlouvy k tomu, aby ucinil, jakozto Zastupce
vefejné moci ¢i jakkoli jinak, za ucelem
poskytnuti pomoci Zadavateli ¢i Quintiles v
podobé zajisténi neopravnéné vyhody ¢i za
uCelem ziskani ¢&i zachovani si obchodni
prilezitosti.

Zdravotnické zafizeni a ZkouSejici dale
prohlaSuji a zavazuji se, Ze ani oni, ani jakykoli
jejich vlastnik, ¢len statutarniho organu,
zastupce ¢&i konzultant, ani jakykoli pfijemce
plnéni dle této Smlouvy, a to za ucelem
pomoci Zadavateli ¢i Quintiles k zajisténi
neopravnéné vyhody ¢&i ziskani ¢i zachovani
obchodni prilezitosti, pfimo & nepfimo,
neuhradi, nenabidne &i neslibi uhradit nebo
nedaruje jakoukoli Hodnotnou véc jakékoli
osobé ¢&i subjektu v souvislosti s nasledujicimi
Ucely: (i) ovlivnéni jakéhokoli jednani ¢&i
rozhodnuti: (ii) pobidky ¢&i pohnuti takové
osoby €i subjektu, aby néco konal nebo se
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14.

15.

151

15.2

with the government or instrumentality thereof
to affect or influence any act or decision of the
government or instrumentality.

In addition to other rights or remedies under
this Agreement or at law, Quintiles or Sponsor
may terminate this Agreement if Site breaches
any of the representations or warranties
contained in this Section or if Quintiles or
Sponsor learns that improper payments are
being or have been made to or by Institution
or Investigator or any individual or entity acting
on its or their behalf.

INDEPENDENT CONTRACTORS

The Investigator and Institution and Study
Staff are acting as independent contractors of
Quintiles and Sponsor and shall not be
considered the employees or agents of
Quintiles or Sponsor.

Neither Quintiles nor Sponsor shall be
responsible for any employee benefits,
pensions, workers’ compensation,
withholding, or employment-related taxes as
to the Investigator or Institution or their staff.

TERM & TERMINATION

Term

This Agreement will become binding on the
date of the last signature hereof and effective
on the date of its publication in the Register of
Agreements in accordance with Act no.
340/2015 Sb., on Register of Agreements.
The parties hereby agree that their relations
shall be governed by this Agreement from the
date on which it is last signed by the parties
(the “Effective Date”) and shall continue until
completion or until terminated in accordance
with this Section 15 “Term & Termination”.

Termination

14

15

151

15.2

zdrZzel urcitého jednani v rozporu s se
zakonem uloZzenou povinnosti; (iii) zajisténim
jakékoli neopravnéné vyhody; nebo (iv)
pobidky €i pohnuti takové osoby &i subjektu k
zneuziti vlivu vUgi statnimu/spravnimu organu
¢i jeho zastupci v této souvislosti, a to za
ucelem ovlivnéni jakéhokoli jednani i
rozhodnuti statniho/spravniho organu &i jeho
zastupce.

Nad ramec ostatnich prav a prostfedku
napravy dle této Smlouvy ¢i na zakladé
pfislusnych  pravnich  pfedpisi  budou
Quintiles nebo Zadavatel opravnéni ukongit
platnost této Smlouvy v pfipadé, Ze Misto
provadéni klinického hodnoceni porusi
jakékoli prohladSeni C&i zaruky obsazené v
tomto Clanku, pfipadné&, pokud Quintiles nebo
Zadavatel zjisti, Zze jsou poskytovany &i byly
poskytnuty neopravnéné platby vacéi &i ze
strany Zdravotnického zafizeni Ci
Zkousejiciho nebo jakéhokoli jednotlivce Ci
subjektu jednajiciho jejich jménem.

NEZAVISLI DODAVATELE

ZkouSejici a Zdravotnické zafizeni a Studijni
persondl budou jednat jako nezavisli
poskytovatelé smluvniho pInéni Quintiles a
nebudou jakkoli povazovani za zaméstnance
i zastupce Quintiles nebo Zadavatele.

Ani Quintiles, ani Zadavatel nebudou mit
jakoukoli odpovédnost vztahujici se k
benefitdm, penzim, nahradam, narokim k
dlchodovému pfipojisténi, pracovnépravnim
odménam, srazkovym Ci jinym
pracovnépravnim  danim  tykajicim  se
ZkouSejiciho nebo Zdravotnického zafizeni
nebo jejich zaméstnancu.

PLATNOST A UKONCENi PLATNOSTI

Platnost

Tato Smlouva nabyva platnosti ke dni podpisu
posledni smluvni strany a ucinnosti k datu
zvefejnéni smlouvy vregistru smluv dle
zakona ¢&. 340/2015 Sb., o registru smluv.
Strany timto sjednavaji, ze jejich vzajemna
prava a povinnosti se touto Smlouvou Fidi jiz
od data, kdy bude Smlouva podepsana
posledni smluvni stranou (,Datum
u€innosti*), a zustane v Gcinnosti do
okamZiku dokonceni &i ukonceni v souladu s
timto Clankem 15 Platnost a Ukondeni
platnosti“.

Ukonceni platnosti
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Quintiles and/or Sponsor may terminate this
Agreement for any reason effective
immediately upon written notice.

The Site may terminate upon written notice if
circumstances beyond the Site’'s reasonable
control prevent completion of the Study, or if it
reasonably determines that it is no longer
medically justifiable to continue the Study due
to unexpected results, the severity or
prevalence of serious adverse events or the
insufficient efficacy of the Investigational
Product. Upon receipt of notice of termination,
the Site shall immediately cease any subject
recruitment, follow the specified termination
procedures, ensure that any required subject
follow-up procedures are completed, and
make all reasonable efforts to minimize further
costs, and Quintiles shall make a final
payment for visits or milestones properly
performed pursuant to this Agreement in the
amounts specified in Attachment A;. This
amount shall represent a value of any/all
activities related to close-out of the database,
and will be made upon the final acceptance by
Sponsor of all CRF pages and all data
clarifications issued and satisfaction of all
other applicable conditions set forth herein. If
a material breach of this Agreement appears
to have occurred and termination may be
required, then, except to the extent that Study
Subject safety may be jeopardized, Quintiles
and/or Sponsor may suspend performance of
all or part of this Agreement, including, but not
limited to, subject enrollment.

Quintiles a/nebo Zadavatel jsou opravnéni
ukongit platnost této Smlouvy z jakéhokoli
dlvodu s okamzitou U€innosti neprodlené na
zakladé doruceni pisemného oznameni.

Misto provadéni klinického hodnoceni je
opravnéno ukongit platnost této Smlouvy
pisemnym oznamenim v pfipadé, ze
okolnosti, jez jsou svoji povahou mimo
moznost ovlivnéni ze strany Mista provadeéni
klinického hodnoceni, zabrani dokonceni
Studie nebo v pfipadé, ze Misto provadéni
klinického hodnoceni dlvodné usoudi, Ze
pokradovani ve Studii neni z medicinského
hlediska oduvodnitelné z ddvodu
neoCekavanych vysledk(, zavaznosti nebo
prevalence zavaznych nepfiznivych pfihod
nebo nedostate¢ného ucinku Hodnoceného
[é¢iva. V navaznosti na doru€eni ozndmeni o
ukonceni platnosti Misto provadéni klinického
hodnoceni neprodlené ukonéi jakykoli nabor
subjektll, bude jednat v souladu s
definovanymi postupy pro ukonéeni, zajisti, ze
ve vztahu k subjektim Studie budou
dokonc&eny jakékoli procesy kontrolni povahy,
a vyvine nezbytné Usili za ucelem limitace
jakychkoli dalSich nakladu, pficemz Quintiles
provede zavéreCnou uUhradu za navstévy a
milniky, jez byly fadné provedeny na zakladé
a v souladu s touto Smlouvou, a to ve vysSi
Castek definovanych v Pfiloze A. Tato ¢astka
bude pfedstavovat hodnotu ve3kerych
¢innosti spojenych s uzavienim databaze a
bude poskytnuta poté, co Zadavatel schvali
veskeré stranky formulafd CRF, a dale poté,
co budou poskytnuta veSkera vyjasnéni dat a
dale dojde ke spIlnéni veskerych ostatnich
podminek, jez jsou stanoveny v této Smlouvé.
V pfipadé, ze dojde ke vzniku domnéni, ze
doslo k podstatnému poruSeni této Smlouvy,
a muze tak dojit k ukonCeni platnosti této
Smlouvy, pak s vyjimkou a v rozsahu, v jakém
muze byt ohroZena bezpeénost Subjektl
studie, Quintiles a/nebo Zadavatel mohou
prerusit napInéni celé Ci ¢asti této Smlouvy,
zejména véetné zafazovani Subjektd studie.

16. NoTICE 16  OzZNAMENI

Any notices required or permitted to be given VeSkerd oznameni vyzadovana nebo

hereunder shall be given in writing and shall povolena podle této Smlouvy budou ucinéna

be delivered v pisemné podobé a budou doru€ena:

a) in person, a) osobné

b) by certified mail, postage prepaid, b) doporu¢enym  dopisem, s pfedem
return receipt requested, zaplacenym posStovnym, s doru¢enkou

c) by e-mail of .pdf/scan or other non- c) e-mailem ve forméatu pdf/scan nebo
editable format notice with confirmed v jiném formatu, ktery znemoziuje
transmission report, or zasah do obsahu, s potvrzenou
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d) by a commercial overnight courier that

guarantees next day delivery and

zpravou o pfrenosu nebo
d) komer&ni nocni kuryrni sluzbou, ktera
zaru€uje doruceni dalSi den a poskytne

provides a receipt, and such notices potvrzeni. Tato oznameni budou
shall be addressed as follows: adresovana takto:
Merck KGaA Merck KGaA

Frankfurter Strasse 250,

Frankfurter Strasse 250,

To Sponsor: 64293 Darmstadt, Zadavateli: 64293 Darmstadt,
Germany Némecko
Tel: e I
Quintiles Czech Republic, Quintiles Czech Republic,
S.r.o. S.r.o.

To Quintiles: Radlicka 714/113a, Quintiles: Radlicka 714/113a,

158 00, Praha 5, Jinonice

Czech Republic
Te. I

1v58 00, Praha 5, Jinonice
Ceska republika
Tel:

To Institution:

Thomayerova nemocnice

Il. Clinigue of internal medicine
Videriska 800,

140 59 Praha 4 — Kr&

Czech Republic

Zdravotnickému
zafizeni:

Thomayerova nemocnice
II. interni klinika

Videriska 800

140 59 Praha 4 - Kr&
Ceska republika

To Investigator:

E mail:

Zkousejicimu:

17.

18.

18.1

FORCE MAJEURE

The performance by either Party of any
obligation on its part to be performed
hereunder shall be excused by floods, fires or
any other Act of God, accidents, wars, riots,
embargoes, delay of carriers, inability to
obtain materials, failure of power or natural
sources of supply, acts, injunctions, or
restraints of government or other force
majeure  preventing such performance,
whether similar or dissimilar to the foregoing,
beyond the reasonable control of the Party
bound by such obligation, provided, however,
that the Party affected shall exert its
reasonable efforts to eliminate or cure or
overcome any of such causes and to resume
performance of its obligations with all possible
speed.

MISCELLANEQUS

Entire Agreement

This Agreement, including its attachment(s),
constitutes the sole and complete agreement
between the Parties and replaces all other
written and oral agreements relating to the
Study.

17

18

18.1

VYSSi MOC

kteroukoli ze
Stran, jez ma byt takovou Stranou spinéna na

Splnéni jakékoli povinnosti
zékladé podminek této Smlouvy, bude
prominuto v dlsledku zaplav, pozaru €i jinych
projevi Vy$§i moci, nehod, valek, nepokoju,
embarg, prodleni dopravcd, nemoznosti
opatfit pfislusné materialy, nebude-li dodana
elektricka energie ¢i jiné pfirodni zdroje, v
disledku rozhodnuti, zakazd ¢&i omezeni
statniho/spravniho ufadu &i jiného prvku vyssi
moci, ktery zabrani spinéni takové povinnosti,
bez ohledu na to, zda je shodny ¢i odliSny od
shora uvedeného, a ktery stoji mimo moZnost
ovlivnéni pfislusné Strany, ktera je takovou
povinnosti vazana, to vSak za podminky, Ze
takto dotéena Strana vyvine odpovidaji usili za
ucelem odstranéni ¢€i napravy &i prekonani
jakéhokoli takového divodu ¢&i pfiiny a bude
pokraCovat v pInéni svych povinnosti v
nejbliz§im mozném ¢asovem okamziku.

RUzZNE

Celistvost Smlouvy

Tato Smlouva, v&etné pfiloh, predstavuje
vyhradni, celistvé a Uplné ujednani Stran a
nahrazuje veSkeré ostatni pisemné a ustni
dohody vztahujici se k této Studii.
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18.2

18.3

18.4

18.5

18.6

18.7

No Waiver/Enforceability
Failure to enforce any term of this Agreement
shall not constitute a waiver of such term.

If any part of this Agreement is found to be
unenforceable, the rest of this Agreement will
remain in effect.

Assignment of the Agreement
This Agreement shall be binding upon the
Parties and their successors and assigns.

The Site shall not assign or transfer any rights
or obligations under this Agreement without
the written consent of Quintiles and Sponsor.

Upon Sponsor's request, Quintiles shall
assign this Agreement to Sponsor or to a third
party, and Quintiles shall not be responsible
for any obligations or liabilities under this
Agreement that arise after the date of the
assignment, and the Site hereby consents to
such an assignment. Site will be given prompt
notice of such assignment by the assignee.

Applicable Law
This Agreement, including any/all attachments

and potential amendments shall be governed
by and construed in accordance with the laws
of the Czech Republic. And any/all conceived
disputes shall be resolved by competent
courts of Czech Republic.

Prevailing language

The Agreement is drawn up in English and in
Czech language versions. In case of any
dispute Czech language version shall prevail.

Any disputes arising out of this Agreement
shall be resolved by the competent courts of
the Czech Republic.

Survival

The terms of this Agreement that contain
obligations or rights that extend beyond the
completion of the Study shall survive
termination or completion of this Agreement,
even if not expressly stated herein.

18.2

18.3

18.4

18.5

Vzdani se uplatnéni/Vynutitelnost
Neuplatnéni jakéhokoli prava ¢i podminky této
Smlouvy nezakladd domnénku vzdani se
uplatnéni takového prava ¢i podminky.

V pfipadé, Ze bude kterakoli ¢ast této Smlouvy
shleddna nevykonatelnou, zbytek této
Smlouvy zlstane i nadale v platnosti.

Prevod Smlouvy
Tato Smlouva bude zavazna vici Stranam i
jejich pravnim nastupcim a postupnikam.

Misto provadéni klinického hodnoceni
nepifevede jakakoli prava &i zavazky z této
Smlouvy bez pfedchoziho pisemného
souhlasu Quintiles nebo Zadavatele.

Na zakladé zadosti Zadavatele je Quintiles
povinna prevést tuto Smlouvu na Zadavatele
nebo jakoukoli tfeti stranu a Quintiles nebude
odpovédna za  jakékoli zavazky i
odpovédnosti dle této Smlouvy, jez vyplynou
po datu pfevodu, a Misto provedeni klinického
hodnoceni timto souhlasi s takovym
postoupenim. Mistu provedeni klinického
hodnoceni bude takové postoupeni &i pfevod
nabyvatelem ozndmeno bez zbytecného
odkladu.

Rozhodné préavo

Tato Smlouva, v€etné jejich priloh a
pfipadnych dodatk(l, se fidi pravem Ceské
republiky a je v souladu s nim vykladana. VvV
pfipadé spord budou tyto FeSeny pred
pFislusnymi soudnimi organy CR.

Rozhodna jazykova verze

Tato Smlouva je vyhotovena v anglickém a
Ceském jazykovém znéni. V pfipadé
jakéhokoli rozporu bude rozhodujici Ceska
jazykova verze.

18.6 Veskeré spory vzniklé z této Smlouvy budou

FeSeny prislusnymi soudy v Ceské republice.

18.7 Pretrvavaijici platnost

Podminky této Smlouvy, jez obsahuji prava a
povinnosti, jez svoji povahou prekraluji
okamzik dokonceni Studie, zlistanou zavazné
i v pfipadé ukoncCeni &i vyprseni platnosti této
Smlouvy, a to i v pfipadé, Ze tak neni v této
Smlouveé vyslovné uvedeno.
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Attachments:

Attachment A — Budget and payment schedule
Attachment B — Power of attorney/delegation letter
of Quintiles

Attachment C - Version of the Clinical
Agreement intended for publication
Attachment D — Certificate of insurance
Attachment E — Delegation letter of Quintiles
Attachment F — Approval of the Ethics Committee for
Multicentrics Trials and Approval of the Ethics
Committee

Attachment G — Approval of the State Institute for
Drug Control

Attachment H — Excerpt from the Commercial
Register of the company Quintiles Czech Republic,
S.r.o.

Attachment | — Informed Consent Form

Trial

Attachment J — Financial Disclosure Form

THIS SECTION IS INTENTIONALLY LEFT
BLANK

Prilohy:

Pfiloha A — Rozpodet a platebni pfehled
Pfiloha B — PIna moc/delegaéni dopis pro Quintiles

Pfiloha C — Verze Smlouvy o provadéni klinického

hodnoceni ur€ena k uverejnéni

Pfiloha D — Pojistny certifikat

Pfiloha E — PIna moc/delegaéni dopis pro Quintiles

Pfiloha F — Souhlas Etické komise pro multicentricka
klinicka hodnoceni a Souhlas Etické komise

Pfiloha G — Povoleni Statniho Ustavu pro kontrolu
l&Civ

PFiloha H — Vypis z Obchodniho rejstfiku spole¢nosti
Quintiles Czech Republic, s. r. o.

Pfiloha | — Formulaf pisemného informovaného
souhlasu subjektu hodnoceni se zafazenim
do Studie

Pfiloha J — Finan&ni prohladeni zkousejiciho

TATO CAST JE ZAMERNE PONECHANA
PRAZDNA
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ACKNOWLEDGED AND AGREED BY Quintiles
Czech Republic, s.r.o.:

By:

Title:

Signature:

Date:

ACKNOWLEDGED AND
Thomayerova nemocnice:

AGREED BY

By: doc. MUDr. Zdenék Benes CSc.

Title (must be authorized to sign on Institution's
behalf): Director

Signature:

Date:

ACKNOWLEDGED AND AGREED
INVESTIGATOR:

Jméno: I

Funkce:

BY THE

Podpis:
Datum:
ACKNOWLEDGED AND AGREED BY Merck
KGaA:
Jméno:

Funkce:

Podpis:

Datum:

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Quintiles
Czech Republic, s.r.o.:

Jméno:

Funkce:

Podpis:

Datum:

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Thomayerovy
nemocnice:

Jméno: doc. MUDr. Zdenék Benes CSc.

Funkce (musi se jednat o podpis opravnéného
zastupce Zdravotnického zafizeni): Reditel

Podpis:

Datum:

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS ZKOUSEJICI:

Jméno: I

Funkce:

Podpis:

Datum:

NA DUKAZ SOUHLASU PRIPOJUJE SVUJ
PODPIS OPRAVNENY ZASTUPCE Merck KGaA:
Jméno:

Funkce:

Podpis:

Datum:
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ATTACHMENT A PRILOHA A
BUDGET & PAYMENT SCHEDULE RoOzPOCET A PLATEBNi PREHLED
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