European Master Bipartite Institution— Czech CTA / Evropska vzorova dvoustranna smlouva se
zdravotnickym zafizenim o provedeni klinického hodnoceni, ¢estina

CLINICAL TRIAL AGREEMENT -
BIPARTITE

This Agreement
entered into

(“Agreement ”) is
this -
, by and
between Cara Therapeutics Inc.]
(hereinafter called “Sponsor”) with a
VAT number 75-3175693 and a
place of business at 4 Stamford
Plaza, 107 EIm Street, 9th Floor,
Stamford, CT 06902, USA
Nemocnice ve Frydku - Mistku,
p.o.with a place of business at El.
Krasnohorské 321, Frydek, 738 01
Frydek-Mistek, (hereinafter called
the “Institution”) and shall become
effective on the day of its publication
in the Register of Contracts
(hereinafter the “Effective Date”).

Sponsor and Institution shall each
be referred to individually as a
“Party” and collectively as the
“Parties”.

BACKGROUND

11 Sponsor is a pharmaceutical
company principally engaged in the
design, set-up and management of
human clinical trials, among other

activities.

1.2 Sponsor is developing an
investigational product called CR845
(hereinafter called the
“Investigational Product”) for use
in patients with moderate-to-severe
pruritus (hereinafter called the

“Study Indication”)

1.3 SPONSOR has engaged, pursuant
to a separate contract, ICON Clinical
Research Limited (“CRO”), having
an address at South County
Business  Park, Leopardstown,
Dublin 18, Ireland, to act as contract
research organization in managing,
coordinating and carrying out some
SPONSOR’s  responsibilities  in
connection with the Study
contemplated by this Agreement,
including but not limited to those
relating to payments, regulatory
submissions, and communications

SMLOUVA O PROVEDENI KLINICKEHO
HODNOCENI — DVOUSTRANNA

Tato Smlouva (dale jen ,Smlouva®) se
uzavira dne mezi
spole¢nosti Cara Therapeutics Inc. (dale jen
,Zadavatel), DIC IE 75-3175693, se sidlem
4 Stamford Plaza, 107 Elm Street, 9th Floor,
Stamford, CT 06902, USA a Nemocnice ve
Frydku - Mistku, p.o., El. Krasnohorské 321,
Frydek, 738 01 Frydek-Mistek (dale jen
.zdravotnické zarizeni“) a nabyva ucinnosti
dnem zvefejnéni v registru smluv (dale jen
.datum Gcinnosti).

Zadavatel a zdravotnické zafizeni budou
uvadéni jednotlivé jako ,smluvni strana“ a
spole¢né jako ,smluvni strany®.

PREDMET A UCEL SMLOUVY

Zadavatel je farmaceuticka spolecnost, jejiz
hlavni ¢innosti je mezi jinymi navrhovani,
zahajeni a fFizeni klinickych hodnoceni u
lidskych subjektu.

Zadavatel, vyviji hodnocené IéCivo s ndzvem
CR845 (dale jen ,hodnocené lé¢ivo”) za
UCelem aplikace u pacientu s indikaci se
stfedné téZzkym az téZkym pruritem (dale jen
sindikace, ktera je predmétem klinického
hodnoceni.

V samostatné smlouvé povéfil ZADAVATEL
spolec¢nost ICON Clinical Research Limited
(,CRQO"), se sidlem na adrese South County
Business Park, Leopardstown, Dublin 18,
Irsko, jako smluvni vyzkumnou organizaci
spravou, koordinaci a provedenim nékterych
povinnosti ZADAVATELE ve spojitosti s
klinickym hodnocenim uvedenym v této

smlouvé véetné mimo jiné plateb,
predkladani  predepsanych  vykazll a
komunikace, ale dale nese podle této

smlouvy odpovédnost. Zdravotnické zafizeni
bere na védomi a souhlasi s tim, ze CRO
smi kdykoli provadét tyto Cinnosti jménem
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but shall remain the liable party
under this  Agreement. The
Institution  hereby acknowledges
and agrees that the CRO may, at
any time, conduct those activities
on Sponsor’s behalf.
1.4 The Institution and its staff, including
without limitatio
with a place of business at
Nemocnice ve Frydku - Mistku, p.o.,
El. Krasnohorské 321, Frydek, 738
01 Frydek-Mistek, (hereinafter called
the“Investigator)”, are experienced
in the evaluation and treatment of
patients with Study Indication.
1.5 Sponsor wishes to engage the
Institution to conduct a clinical study
to evaluate the Investigational
Product, and the Institution wishes
to conduct such a clinical study.

1.6 The Parties note that Sponsor is
also entering into an agreement with
the Investigator in respect of this
Study (“Investigator Agreement”).
1.7 As Sponsor is located outside the
European Union and outside the
European Economic Area, it therefore
appoints ICON (LR) Limited
(represented by G )
with an address at South County
Business Park, Leopardstown, Dublin
18, Ireland as legal representative in
the EU.

IT IS HEREBY AGREED AS
FOLLOWS:

DEFINITIONS

As used in this Agreement, the
following underlined terms shall
have the meanings set out after
each of them below:

2.1 Case Report Form (CRF)

Means a report in a format prepared
by the Sponsor and completed by
the Investigator documenting the
administration of the Investigational
Product to Qualified Participants (as
hereinafter defined), as well as all
tests and observations related to the

zadavatele.

Zdravotnické zafizeni a jeho zaméstnanci,
mimo jiné véetné

se sidlem na adrese Nemocnice ve Frydku -
Mistku, p.o., El. Krasnohorské 321, Frydek,

738 01  Frydek-Mistek, (dale jen
.zkousejici“), maji zkusenosti s hodnocenim
a lé¢bou pacientd sindikaci, ktera je
pfedmétem klinického hodnoceni.

Zadavatel si pfeje vyuzivat sluzby
zdravotnického zafizeni k provedeni
klinického hodnoceni za ucelem
vyhodnoceni  hodnoceného  |éCiva a

zdravotnické zafizeni si pfeje toto klinické
hodnoceni provést.

Strany berou na védomi, Ze zadavatel
uzavira smlouvu o tomto klinickém
hodnoceni i se zkouSejicim (dale jen
~Smlouva se zkouSejicim).

Protoze ma zadavatel sidlo mimo Evropskou
unii @ mimo Evropsky hospodarsky prostor,
jmenoval spole¢nost ICON (LR) Limited
(zastupovanou I B ) s
sidlem na adrese South County Business Park,
Leopardstown, Dublin 18, Irsko svym
zastupcem v EU.

SMLUVNI STRANY SE TiMTO DOHODLY
NA NASLEDUJICIM:

DEFINICE
Nasledujici podtrzené pojmy pouzité v této

smlouvé budou mit vyznam, ktery je uveden
za kazdym z nich:

Zaznam subjektu hodnoceni (CRF)

Jedna se o zaznam ve formatu pfipraveném
zadavatelem, zpracovany zkousSejicim, ktery
dokumentuje podavani hodnoceného IéCiva
zpusobilym  u€astnikim hodnoceni  (viz
nasledujici definice), a rovnéz vSechna
vySetfeni a zjiSténi souvisejici s klinickym
hodnocenim (jak je definovano nize).
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Study (as hereinafter defined).

Means the details of the Study

2.2 Clinical Investigator Brochure Soubor informaci pro zkousejiciho
Means a brochure provided by the Jednd se o  brozuru  poskytnutou
Sponsor that contains summary zadavatelem, kterd obsahuje souhrnné
information of all studies carried out informace o vS8ech klinickych hodnocenich
during the development of the uskuteénénych béhem vyvoje hodnoceného
Investigational Product. |&Civa.

2.3 FDA FDA
Means the Food and Drug Jedna se o Ufad pro kontrolu potravin a 1é&iv
Administration of the United States (FDA) Ministerstva zdravotnictvi USA.
Department of Health and Human
Services.

2.4 Informed Consent Form Formular informovaného souhlasu
Means the form prepared by the Jedna se o formuléf pfipraveny zadavatelem
Sponsor in conformance with the v souladu s pravnimi predpisy (které jsou
Regulations (as hereinafter defined), definovany nize), a to zejména vyhlaskou ¢&.
particularly by Decree No. 226/2008 226/2008 Sb., o spravné Klinické praxi a
Coll. on the Good Clinical Practice blizSich podminkach klinického hodnoceni
and Detailed Conditions for Clinical Ié¢ivych pfipravkl ve znéni pozdéjSich
Studies of Pharmaceuticals, as predpisu, po poradé se zadavatelem, a
amended, in consultation with the NEK/SUKL (které jsou definovany nize), jenz
Sponsor, and the IEC/ SUKL (as byl nasledné schvalen NEK/SUKL a
hereinafter defined), and podepsan vSemi ucastniky nebo jejich
subsequently approved by the IEC/ zakonnymi zastupci pred zahajenim ucasti v
SUKL and signed and dated by all klinickém hodnoceni.
participants or their legal
representative(s) before they begin
to participate in the Study.

25 Investigational Product Hodnocené lé€ivo
Means the Investigational Product(s) Jedna se o hodnocené Ié¢ivo / hodnocena
which is/are the subject matter of the 1é&€iva, které je/ ktera jsou predmétem
Protocol. protokolu.

2.6 IEC __ (Independent Ethics NEK (nezavisla etickd komise)
Committee)
Means the board, committee or Jedna se o vybor, komisi nebo jinou skupinu
other group formally instituted to formalné vytvofenou za ucelem kontroly,
review and approve the initiation of, schvaleni zahgjeni a provadéni kontroly
and conduct reviews of, biomedical biomedicinského vyzkumu, jehoZ se ucastni
research involving human subjects. lidské subjekty.

2.7 SUKL SUKL
State Institute for Control of Drugs Statni ustav pro kontrolu 1éCiv

2.8 Protocol Protokol

Jedna se o podrobné udaje o klinickém
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contained in PROTOCOL NUMBER
CR845-CLIN3103, dated 10 April

2018, and together with any
amendments (as agreed by the
Parties) made thereto is

incorporated herein by reference as
part of this Agreement.

2.9 Qualified Participant

Means any potential participant who
upon entrance into the treatment
phases of the Study, meets all of the
inclusion criteria and none of the
exclusion criteria set forth in the
Protocol and has signed a valid
IEC/SUKL  approved  Informed
Consent Form.

2.10 Reqgulations

Means any applicable regulations
and any relevant legislation,
particularly Act No. 378/2007 Coll.,
on Drugs, as amended, Decree No.
226/2008 Coll., on good clinical
practice and closer conditions of
clinical research of medicinal
products, as amended, codes or
guidelines directly or indirectly
governing the relationship between
Sponsor and the Institution and the
services  provided under the
Agreement and/or related to the
conduct of the Study including but
not limited to (as applicable) the
Clinical Trials Directive 2001/20/EC,
Directive 2005/28/EC , and their
transforming legislation in the
relevant countries of the European
Union, and when effective
Regulation 536/2014 of 16 April
2014 on clinical trials on medicinal
products for human use, which will
repeal Directive 2001/20/EC when
effected, the ICH GCP Guideline
(January 1997) (“GCP”), The
International Conference on
Harmonisation of Good Clinical
Practice, (ICH GCP) R2 E®6
addendum, the 1964 Declaration of
Helsinki as most recently amended,
Regulation (EU) 2016/679 of the
European Parliament and of the
Council of 27 April 2016 on the
protection of natural persons with
regard to the processing of personal
data and on the free movement of
such data (,General Data Protection

hodnoceni obsazené v PROTOKOLU ¢.
CR845-CLIN3103 ze dne 10. dubna 2018,
ktery je spole¢né se vSemi dodatky (jez byly
smluvnimi stranami uzavieny) zapracovan
do této smlouvy jako jeji soucast.

Zpusobily uéastnik hodnoceni

Jedna se o jakéhokoli potencialniho
Ucastnika, ktery pfi vstupu do lé¢ebnych fazi
klinického hodnoceni splfiuje vSechna
kritéria pro zafazeni a nesplfiuje zadné
z kritérii pro vylou€eni, jez jsou stanovena

v protokolu, a podepsal platny formulaf
informovaného souhlasu schvaleny
NEK/SUKL.

Pravni predpisy

Jedna se o jakékoli platné pravni predpisy,
zvlasté zakon &. 378/2007 Sb., o lécivech,
ve znéni pozdéjSich predpisu, vyhlasku &.
226/2008 Sb., o spravné klinické praxi a
blizSich podminkach klinického hodnoceni
léCivych pfipravkl ve znéni pozdéjSich
predpisli, kodexy nebo pokyny pfimo C&i
nepfimo upravujici vztahy mezi zadavatelem
a zdravotnickym zafizenim a sluzby
poskytované podle této smlouvy, pfipadné
souvisejici s provadénim klinického
hodnoceni, mimo jiné véetné (v pfislusnych

pfipadech)  smérnice  2001/20/ES o
klinickych hodnocenich, smérnice
2005/28/ES a jejich  transformované

legislativy v pfislusnych zemich Evropské
unie, a nafizeni 536/2014 ze dne 16. dubna
2014 o klinickych hodnocenich humannich
léCivych pripravkl a o zruSeni smérnice
2001/20/ES (po nabyti ucinnosti), pokynu
ICH pro spravnou Kklinickou praxi (leden
1997) (dale jen ,SKP”), dodatku R2 E6
Mezinarodni konference o harmonizaci
sprdvné  Kklinické  praxe  (International
Conference on Harmonisation of Good
Clinical Practice, SKP ICH), Helsinské
deklarace zroku 1964 v platném znéni,
Nafizeni (EU) 2016/679/ES prijaté
Evropskym parlamentem a Radou 27. dubna
2016 o ochrané fyzickych osob v souvislosti
se zpracovanim osobnich Udaju a o volném
pohybu téchto udaju (Nafizeni o ochrané
fyzickych osob v souvislosti se zpracovanim
osobnich 4daju) a/nebo jiné relevantni
platné pravni pfedpisy, kodexy ¢&i pokyny
(mimo jiné vCetné federalniho zakona USA o
potravinach, |éCivech a kosmetickych
pfipravcich ¢&i dalSich pozadavka FDA)
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Regulation“) and/or any other
relevant  applicable legislation,
regulations codes or guidelines

(including without limitation the (US)
Federal Food, Drug and Cosmetic
Act or other requirements of the
FDA) issued by any Regulatory
Authority. For the avoidance of
doubt, such legislation, codes or
guidance shall include those related
to the protection and privacy of the
personal data of individuals, anti-
corruption, anti-kickback, patient
safety, safety reporting, financial
disclosure and conflict of interests.

2.11 Requlatory Authority

Means any governmental agency,
administrative agency or
professional body having authority
under applicable law to regulate,
and/or apply Regulations to the
conduct of clinical trials and all
ancillary matters related thereto,
and/or the national or multinational
authority responsible for granting
regulatory approval in a particular
country or multinational group of
countries including without limitation
the European Commission, the
European Medicines Agency
(“‘EMA”) the FDA, the SUKL , the
Czech Office for Personal Data
Protection and any applicable
supervisory authorities in relation to
data protection under the General
Data Protection Regulations.

2.12 Serious Adverse Event

2.12.1 Means any untoward medical
occurrence that at any dose
according to the 83 clauses 3 — 6
Act No. 378/2007 Coll., on Drugs,
as amended :

A) results in death,

B) is life-threatening,

C) requires inpatient hospitalisation
or prolongation of existing
hospitalisation,

D) results in persistent or significant
disability / incapacity,

E) is a congenital anomaly / birth
defect.

2.12.2 Important medical events that may

vydanych kontrolnim uUfadem. Za ucelem
vylou€eni pochybnosti tyto pravni pfedpisy,
kodexy a pokyny zahrnuji pravni pfedpisy

souvisejici  sochranou a  davérnosti
osobnich udaju jednotlivell, protikorup&nimi
opatfenimi, opatfenimi proti poskytovani
provizi, bezpecnosti pacient,

bezpe€nostnimi hlasenimi, prohlasenimi o
finan¢nich zajmech a stfetem zajmu.

Kontrolni urad

Jedna se o jakykoli vladni, spravni nebo
profesni organ maijici podle platnych zakonu
opravnéni regulovat a/nebo uplatfiovat
pravni pfepisy na provadéni klinickych
hodnoceni a vSechny dal$i zalezitosti s tim
souvisejici a/nebo narodni ¢i nadnarodni
organ odpovédny za udéleni regulaéniho
souhlasu v pfislusné zemi nebo skupiné
zemi, mimo jiné vCetné Evropské komise,
Evropské agentury pro I|éCivé pfipravky
(European Medicines Agency) (dale jen
-LEMA”), FDA, Statniho ustavu pro kontrolu
légiv (SUKL), &eského Ufadu pro ochranu
osobnich udaju a jakychkoli relevantnich
dozor&ich organi v oblasti ochrany udajl
podle Nafizeni o ochrané fyzickych osob v
souvislosti se zpracovanim osobnich udaju.

Zavazna nezadouci prihoda

Jedna se o jakykoli neoCekavany lékaisky
nalez, ktery pfijakékoli davce (podle 83
odstavcl 3-6 zakona ¢. 378/2007 Sb., o
IéCivech, ve znéni pozdéjSich predpist):

A) vede ke smrti,

B) je Zivot ohroZujici,

C) vyzaduje hospitalizaci pacienta nebo
prodlouzeni stavajici hospitalizace,

D) vede ktrvalému ¢& vyznamnému
zdravotnimu postizeni Ci pracovni
neschopnosti,

E) pfredstavuje vrozenou anomalii i

vrozenou vadu.

Zavazné zdravotni pfihody, které nemusi
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not result in death, be life-
threatening, or require
hospitalisation may be considered a
serious adverse events when, based
upon appropriate medical judgment,
they may jeopardize the subject and
may require medical or surgical
intervention to prevent one of the
outcomes listed in this definition.
Examples of such medical events
include  allergic  bronchospasm
requiring intensive treatment in an
emergency room or at home, blood
dyscrasias or convulsions that do
not result in inpatient hospitalisation.
2.13 Site

Means any location or locations
where in accordance with this
Agreement, the Investigator carries
out the Study.

2.14 Study

Means the clinical study known as A
Multicenter, Double-blind,
Randomized, Placebo-controlled
Study to Evaluate the Safety and
Efficacy of Intravenous CR845 in
Hemodialysis Patients with
Moderate-to-Severe Pruritus, with a
52-Week Open-label Extension to
be conducted according to the
Protocol.

2.15 Study Data

Means all written records, data and
documentation including but not
limited to the Case Report Forms
relating to the Study.

2.16 Study Personnel

Means all employees, agents,
contractors and other personnel who
are engaged by the Institution or the
Investigator as the case may be, in
conducting the Study including but
not limited to sub-investigators,
nurses, study coordinators and
technicians.

2.17 Term
Means the term of this Agreement

as defined in Section 8.1.1.

CONDUCT OF STUDY

vést ke smrti, byt Zivot ohrozujici Ci
vyZzadovat  hospitalizaci, mohou byt
povazovany za zavaznou nezadouci
pfihodu, pokud na zakladé pfisluSného
Iékafského posouzeni mohou ohrozit subjekt
a vyzadovat |ékarisky €i chirurgicky zakrok,
jehoz ucelem je odvraceni nasledku
uvedenych v této definici. Mezi priklady
téchto zdravotnich pfihod patfi alergicky
bronchospazmus, ktery vyZaduje intenzivni
oSetfeni na pohotovosti ¢ doma, dale krevni
dyskrazie nebo kieCe, které nemaji za
nasledek hospitalizaci pacienta.

Pracovisté

Jedna se o jakékoli misto &i mista, kde
zkouSejici provadi klinické hodnoceni v
souladu s touto smlouvou.

Klinické hodnoceni

Jedna se o klinickou studii, jez se nazyva
Multicentricka, dvojité zaslepena,
randomizovana a placebem kontrolovana
studie ovéfujici bezpecnost a ucinnost
intravendzniho podani pfipravku CR845
pacientdm na hemodialyze se stfedné
tézkym az tézkym pruritem, s 52tydenni
otevienou navaznou fazi a provadi se podle
protokolu.

Udaje klinického hodnoceni

Jedna se o veskeré pisemné zaznamy,
Udaje a dokumentaci, mimo jiné véetné
zdznamO subjektu hodnoceni, souvisejici
s klinickym hodnocenim.

Pracovnici klinického hodnoceni

Jedna se o vSechny zaméstnance, zastupce,
dodavatele a dalSi pracovniky, jejichz sluzeb
zdravotnické  zafizeni nebo  zkouSejici
vyuziva pfi provadéni klinického hodnoceni,

mimo  jiné v&etn&  spoluzkousejicich,
zdravotnich sester, koordinatorll studie a
technikd.

Doba trvani smlouvy
Jednd se o dobu trvani této smlouvy tak, jak
je definovana ve ¢lanku 8.1.1.

PROVADENI KLINICKEHO HODNOCENI
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3.1 Compliance

3.11 The Institution shall, and shall
ensure the Investigator and their
Study Personnel shall, conduct the
Study, according to the Protocol, the
Regulations, this Agreement, written
instructions of Sponsor, the terms of
the approval for the Study from the
IEC and conditions stated in
permission of SUKL or, where
permission is not required,
conditions  determined in the
respective announcement, the SUKL
/IEC and International Conference
on Harmonization Good Clinical
Practice (ICH GCP) guidelines.
Institution shall ensure Investigator
and all Study Personnel comply with
the terms of this Agreement, as
applicable, including all
confidentiality and regulatory
obligations, Sponsor inspection and
audit rights, and Sponsor ownership
rights.

3.1.2 The Protocol shall be considered
final following approval by the
designated IEC and when SUKL
issues the respective permission, or
where applicable, does not refuse
the clinical trial.

3.1.3 The Protocol may only subsequently
be amended with the prior written
agreement of the Parties. In the
event that the Investigator wishes to
amend the Protocol the Institution
shall ensure that the Investigator
shall give at least ten (10) working

days’ notice containing full details

and rationale of the planned
deviation toSponsor and the IEC
and/or SUKL (or as may be

otherwise required by IEC and/or
SUKL stipulations or Regulations).
The Institution shall ensure that the
Investigator may only otherwise
deviate from the Protocol in the
event that  the Investigator
reasonably considers that such
deviation is necessary to deal with a
patient emergency and in the event
of such deviation the Institution shall
ensure that the Investigator shall
immediately notify Sponsor, and the
IEC and/or SUKL in writing thereof.

Dodrzeni predpisu a stanovenych

pozadavkd

Zdravotnické zafizeni bude a zajisti, Ze
zkouSejici a jejich pracovnici klinického
hodnoceni  budou, klinické hodnoceni
provadét v souladu s protokolem, pravnimi
predpisy, touto smlouvou, pisemnymi
pokyny zadavatele a podminkami souhlasu s
provedenim klinického hodnoceni udéleného
NEK a podminkami souhlasu SUKL, nebo
pokud souhlas neni vyzadovan, podminkami
prisludného vyjadreni, SUKL/NEK a pokyny
pro spravnou klinickou praxi Mezinarodni
konference pro harmonizaci (SKP ICH).
Zdravotnické zafizeni zajisti, Zze zkousejici a
vSichni  pracovnici klinického hodnoceni
budou v pfislusnych pfipadech dodrzovat
podminky této smlouvy, a to véetné vSech
zavazk( tykajicich se miGenlivosti a
poZzadavkd  kontrolnich  organli, prav
zadavatele na provadéni inspekci a auditt a
vlastnickych prav zadavatele.

Protokol bude povaZzovan za finalni, jakmile
dojde k udéleni souhlasu ze strany pfisludné
NEK a udsleni pfislusného povoleni SUKL
nebo, v pfislusnych pfipadech, pokud neni
klinické hodnoceni SUKL zamitnuto.

Protokol mize byt nasledné ménén pouze
na zakladé predchozi pisemné dohody
smluvnich stran. V pfipadé, Ze si zkouSejici
pfeje  protokol upravit nebo doplnit,
zdravotnické zafizeni zajisti, Ze to zkouSejici
oznami zadavateli a NEK a/nebo SUKL,
alespon (10) pracovnich dni pfedem (nebo
jak pozaduji predpisy NEK a/nebo SUKL
nebo pravni pfedpisy) a toto oznameni bude
obsahovat kompletni Udaje a oddvodnéni
planovaného odchyleni. Zdravotnické
zarizeni zajisti, ze zkouSejici se jinak muze
od protokolu odchylit pouze tehdy, pokud se
bude odlvodnéné domnivat, Ze je takové
odchyleni nezbytné pro feSeni naléhavého
pfipadu pacienta, a v pfipadé takového
odchyleni zdravotnické zafizeni zajisti, Ze
zkou$ejici bude neprodlené pisemné
informovat zadavatele, a NEK a/nebo SUKL.
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3.2

3.2.1

3.2.2

3.3

3.3.1

3.3.11

Serious Adverse Event Reporting

Hlaseni zavazné nezadouci prihody

The Institution shall ensure that the
Investigator shall fully comply with
adverse event provisions of the
Protocol. In the event of any
omission of or in such provisions or
in the event of the conflict of such
provisions with the Regulations, then
the Regulations shall apply in
relation thereto. The Institution shall
ensure that the Investigator promptly
responds to all requests for follow up
information from Sponsor

The Institution shall ensure that the
Investigator shall also notify the IEC
and/or SUKL immediately of any
Serious Adverse Events during the

Zdravotnické zafizeni zajisti, ze zkouSejici
bude jednat plné v souladu s ustanovenimi
protokolu o nezadoucich pfihodach. V
pfipadé opomenuti téchto ustanoveni, jejich
neuplnosti nebo v pfipadé rozporu téchto
ustanoveni s pravnimi predpisy plati v této
souvislosti pravni predpisy. Zdravotnické
zafizeni  zajisti, Ze zkouSejici bude
bezodkladné reagovat na v8echny Zadosti
zadavatele o informace tykajici se
nésledného sledovani.

Zdravotnické zafizeni zajisti, ze zkouSejici
bude rovnéz v souladu s pravnimi pfedpisy
okamzité informovat NEK a/nebo SUKL o
kazdé zavazné nezadouci pfihodé, k niz

Study in accordance with the doslo v prabéhu klinického hodnoceni.

Regulations.

Clinical Study Site File Dokumentace Kklinického hodnoceni na

Creation of Clinical Study Site File Vytvoreni dokumentace klinického
hodnoceni na pracovisti

Before commencement of the Study, Pfed zahajenim klinického hodnoceni

the Institution shall ensure that the
Investigator, with the assistance of
Sponsor, shall set up a file, which
shall include the documents below
(hereinafter called the “Clinical
Study Site File”) a copy of which
initial Clinical Study Site File shall be
promptly sent to Sponsor:

A) A list of the names, titles and
occupations of each member of the
IEC; and

B) Written IEC/ SUKL approval of

the Protocol and the Informed
Consent Form; and
C)The IEC/ SUKL approved

Informed Consent Form; and

D) The current curriculum vitae of
the Investigator and all other Site
personnel listed performing a Study-
related function; and

E) The financial disclosure
documentation as defined in
Section 3.9 below.

F) Permission of SUKL or

notifipation on announcement made
to SUKL

zdravotnické zafizeni zajisti, Ze zkouSejici
ve spolupraci se zadavatelem vytvofi
dokumentaci, ktera bude =zahrnovat nize
uvedené dokumenty (dale jen ,dokumentace
klinického hodnoceni na pracovisti). Kopie
Uvodni dokumentace Kklinického hodnoceni
na pracovisti bude neprodlené zaslana
zadavateli:

A) seznam jmen, tituld a povolani kazdého
¢lena NEK; a

B) pisemné schvaleni protokolu a formulafe
informovaného souhlasu NEK a SUKL; a

C) formulaf informovaného  souhlasu

schvaleny NEK a SUKL; a

D) aktualni zivotopis zkouSejiciho a vSech
dalSich zaméstnancl pracovisté, ktefi
vykonavaji  jakoukoli funkci  souvisejici
s klinickym hodnocenim; a

E) dokumentace tykajici se prohlaseni o
finanénich zajmech, ktera je definovana v
¢lanku 3.9 nize;

F) povoleni SUKL nebo sdé&leni o ozndmeni
klinického hodnoceni zaslaném SUKL;
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G) Other documents and information
according to Regulations,
particularly in compliance with Act
N0.378/2007 Coll., as amended, and
its enclosures

G) dal§i dokumenty a informace v souladu s
pravnimi predpisy, zejména zakonem ¢.
378/2007 Sb., o léCivech, ve znéni
pozdéjSich predpisu, a jeho pfilohami.

documents pertaining to the conduct
of the Study and the distribution of

the Investigational Product for
twenty-five (25) years (“Retention
Period”)  following  completion,

abandonment or termination of the
Study. The Institution shall ensure
source Study Data is attributable,
legible, contemporaneous, original,
accurate, and complete. In no event

3.3.2 Maintenance of the Clinical Study Vedeni dokumentace klinického hodnoceni
Site File na pracovisti

3.3.2.1 During the Study, the Institution V prabéhu klinického hodnoceni,
shall ensure that the Investigator zdravotnické zafizeni zajisti, ze zkouSejici
shall in accordance with the terms of bude vést dokumentaci klinického hodnoceni
this Agreement, maintain the Clinical na pracovisti v souladu s podminkami této
Study Site File and update the smlouvy a aktualizovat ji tim, Ze do ni zafadi
Clinical Study Site File by including nasledujici dokumenty, které bez prodleni
therein, and promptly providing to poskytne zadavateli:
Sponsor, the following:
A) All amendments to the Protocol A) vSechny dodatky k protokolu a zdznam
and a record of any planned tykajici se jakychkoli planovanych odchylek
deviation therefrom, including od protokolu, véetné dodatk( k protokolu a
Protocol amendments and reports. Zprav;
B) All correspondence with the IEC/ B) veskerou korespondenci s NEK/SUKL,
SUKL, including periodic reports and  véetné pravidelnych zprav a schvéleni; a
approvals, and
C) An up-to-date log of all Site visits, C) aktualizovanou knihu vSech navstév na
and pracovisti; a
D) General correspondence relating D) vSeobecnou korespondenci souvisejici s
to the Study, and klinickym hodnocenim; a
E) Investigational Product E) doklady o dopocitatelnosti/evidenci
accountability forms, and hodnoceného |édiva; a
F) Such other documents, materials F) dalS$i dokumenty, materialy ¢i informace,
or information as the Sponsor may které bude zadavatel pfilezitostné pozadovat
from time to time require or provide.  &i poskytovat;
G) Permission of SUKL or G) povoleni SUKL nebo sdéleni o oznameni
notification on announcement made zaslaném SUKL;
to SUKL
H) Other documents and information H) dalSi dokumenty a informace v souladu s
according to Regulations, pravnimi podpisy, zejména zakonem €.
particularly in compliance with Act 378/2007 Sb., o IéCivech, ve znéni
No. 378/2007 Coll., as amended. pozdéjSich predpisu.

3.3.3 Retention/Transfer of Clinical Study Archivace/pfedani dokumentace klinického
Site File hodnoceni na pracovisti

3.3.3.1 The Institution shall retain, and shall Zdravotnické zafizeni bude uchovavat a
ensure that Investigator retains zajisti, Ze zkouSejici bude uchovavat fakticky
factually correct records and spravné zaznamy a dokumenty vztahujici se

k provadéni klinického hodnoceni a distribuci
hodnoceného IéCiva po dobu 25 let (,obdobi
archivace“) po dokonéeni, zastaveni Ci
ukongéeni klinického hodnoceni.
Zdravotnické zafizeni zajisti, ze zdrojové
Udaje klinického hodnoceni budou
dohledatelné, citelné, aktualni, pavodni,
pfesné a kompletni. Zdravotnické zafizeni
ani zkousejici v Zzadném pfipadé nezlikviduji
zadné takové zaznamy, aniz by nejdfive svij
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3.3.3.2

3.4

34.1

3.4.2

3.4.3

3.5

351

3.5.2

will Institution or Investigator dispose
of any such records without first
giving Sponsor sixty (60) business
days' prior written notice of its intent
to do so and an opportunity to
transfer the records to Sponsor, at
Sponsor's reasonable expense.

Should the Investigator leave his or
her practice at the Institution before
the Retention Period has expired,
the Institution shall nominate
another person in writing to Sponsor
to be responsible for maintenance of
Study records. Sponsor shall have
the right to approve or reject the
nominated replacement person.

Study Participants
The Institution shall ensure that:

The Investigator shall include only
Qualified Participants in the Study.

The Investigator shall only use the
most recent Informed Consent Form
approved by the Sponsor, IEC and
SUKL.

Prior to Qualified Participants
entering the Study, the Investigator
shall review all details and
requirements of the Protocol and the
Informed Consent Form with the
Qualified Participants.

Pre-Screening/Patient Identification

zameér pisemné oznamili zadavateli Sedesat
(60) dnl predem a poskytli jim pFilezitost
prevzit zaznamy na pfiméfené naklady
zadavatele.

Jestlize zkouSejici ukonéi své pusobeni ve
zdravotnickém zafizeni pfed uplynutim
obdobi archivace, zdravotnické zafizeni urci
pisemné pro zadavatele jinou osobu, ktera
bude odpovédna za vedeni zaznami
klinického hodnoceni. Zadavatele bude
opravnén navrhovanou osobu schvalit di
zamitnout.

Ugastnici klinického hodnoceni
Zdravotnické zafizeni zajisti, ze:

zkouSejici zafadi do klinického hodnoceni
pouze zpUlisobilé u¢astniky hodnoceni;

zkousejici pouzije pouze nejnovéjsi formular

informovaného souhlasu schvaleny
zadavatelem, NEK a SUKL;

zkouSejici pfed zafazenim zpusobilych
UCastniki do klinického hodnoceni se

zpusobilymi uc€astniky hodnoceni projedna
vSechny podrobné udaje a poZadavky
protokolu a formulafe informovaného
souhlasu.

Predbézny screening/identifikace pacientl

The Parties recognize that pre-
screening  activities to identify
suitable Qualified Participants for the
Study are important to enrollment
success. If applicable,Sponsor may
provide reasonable assistance to
Institution with pre-screening
activities to better identify Qualified
Participants for the Study at the Site.
Institution shall conduct patient chart
reviews as per the requirement of
the Study.

The Institution shall dedicate
sufficient Study Personnel and
resources for the timely review of
patient charts/records set out in
Section 3.5.1, which will at all times
be conducted in accordance with
the Regulations, this Agreement
and the written instructions of

Smluvni strany jsou si védomy, Ze pro

Uspésné zarazovani do klinického
hodnoceni  jsou  dulezit¢  predbézné
screeningové  aktivity, které identifikuji

vhodné zpusobilé Gc€astniky hodnoceni.

Zadavatel muze v pfisluSnych pfipadech
zdravotnickému zafizeni poskytnout
pfimérenou pomoc s predbéznymi

screeningovymi aktivitami, jez umozni Iépe

na pracovisti  identifikovat  zpUsobilé
ucastniky pro klinické hodnoceni.
Zdravotnické zafizeni pfezkoumaji karty

pacient(l podle pozadavku studie.

Zdravotnické zafizeni vyhradi dostate¢ny
pocet pracovnik(l klinického hodnoceni a
dostate€né zdroje pro v€asné pFfezkoumani
karet/zaznam( pacientl stanovené v ¢lanku
3.5.1, které bude vzdy provedeno v souladu
s pravnimi predpisy, touto smlouvou a
pisemnymi pokyny zadavatele vydanymi v
souvislosti s metodikou PRAEVISIO.
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Sponsor provided in relation to the
PRAEVISIO methodology. If
applicable and agreed with Sponsor
that compensation for additional
time in conducting this activity is
needed, the amount will be added to
Appendix 2 in line with fair market
rates. Institutionor appointed site
personnel shall review patient charts
/patient records and shall not
provide any personal health
information to Sponsor directly or
process personal health information
in violation of Regulations.

3.6 Patient Recruitment

The Institution shall ensure that the
Investigator shall use his or her best
efforts to recruit only Qualified
Participants and shall not knowingly
enroll any participants, which in his
or her best professional judgment do
not adequately meet the criteria for
Qualified Participants.

3.7 Case Report Forms

3.71 The Institution shall ensure that the
Investigator or his/her designee shall
complete Case Report Forms,
provided by the Sponsor and shall
submit them within forty eight (48)
hours of obtaining the data. The
Institution shall ensure that the
Investigator is in any case
responsible for the completion and
submission of the Case Report
Forms. The Institution shall ensure
that the Investigator shall be present
and give these forms and make
available any source documents
related to the Study, to
representatives of Sponsor at
periodic  monitoring  visits  or
otherwise promptly upon request.
Such Sponsor monitoring visits and
data collection shall be conducted
approximately every 4 weeks during
double blind and 12 weeks during
open label phase weeks.

3.7.2 The Institution shall ensure that the

V prislusnych pfipadech, a pokud bude se
zadavatelem dohodnuto, Ze je nutna
odména za dalSi €as vénovany provadéni
této aktivity, bude Castka doplnéna do
pfilohy 2 v souladu se spravedlivymi trznimi
sazbami. Zdravotnické zafizeni  nebo
povéfeny personal pracovisté prezkoumaiji
karty/zaznamy pacient’ a neposkytnou
zadné osobni zdravotni informace pfimo
zadavateli a ani nebudou zpracovavat
osobni  zdravotni informace v rozporu
S pravnimi predpisy.

Nabor pacientt

Zdravotnické zafizeni zajisti, ze zkouSejici
vyvine maximalni Gsili k tomu, aby ziskal
pouze zplsobilé uc¢astniky hodnoceni a aby
védomé do klinického hodnoceni nezaradil
ucCastniky, ktefi podle jeho nejlepSiho
odborného uUsudku dostate€né nesplniuji
kritéria stanovena pro zpUsobilé ucastniky
hodnoceni.

Zaznamy subjektu hodnoceni

Zdravotnické zafizeni zajisti, Ze zkouSejici
nebo jim zmocnéna osoba vyplni zaznamy
subjektu hodnoceni poskytnuté
zadavatelem, a tyto formulafe do 48 hodin
od okamziku ziskani udaji  odeSle.
Zdravotnické zafizeni zajisti, ze za vyplnéni
a predani zaznama subjektu hodnoceni vzdy
odpovida zkousSejici. Zdravotnické zafizeni
zajisti, Ze se  zkouSejici  zu&astni
pravidelnych monitorovacich navstév a na
pozadani na téchto navstévach nebo jinak
bez prodleni pfeda tyto zaznamy zastupciim
zadavatele a zpfistupni jim jakékoli zdrojové
dokumenty souvisejici s klinickym
hodnocenim. Tyto monitorovaci navstévy
zadavatele a shromazdovani udaji se
uskute¢ni pfiblizné jednou za 4 tydny béhem
dvojité zaslepené faze a jednou za 12 tydnd
bé&hem oteviené faze tydnu.

Zdravotnické zafizeni zajisti, Zze zkouSejici
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Investigator shall fully assist, in a
timely manner, Sponsor
representatives in resolving any
discrepancies, errors or missing
information in Case Report Forms.
The Institution shall ensure that the
Investigator shall help Sponsor in
conducting audits of original case
records, laboratory reports, and/or
raw data sources underlying data
recorded in the Case Report Forms.
Such audits shall be conducted with
due regard for patient confidentiality.
The Institution understands that
failure to resolve discrepancies,
errors or missing information in
Case Report Forms may result in
payment being withheld until
resolution.
3.8 Timelines
The Institution shall ensure that the
Investigator shall use his or her best
efforts to complete the Study in
accordance with the timelines as set
out in Appendix 1 to this Agreement
(as may be reasonably amended
from time to time in writing by
Sponsor).

3.9 Financial Disclosure

The Institution shall ensure that the
Investigator shall complete and
return to the Sponsor in a timely
manner, financial certification or
disclosure forms, as applicable,
provided to the Investigator by the
Sponsor. The Institution shall ensure
that the Investigator shall also
complete and return to the Sponsor,
all disclosure updates, as so
instructed by the Sponsor, for the
duration of the Study, and for one
year thereafter. The Institution shall
ensure that all sub investigators,
performing a Study-related function
shall also complete and return all
financial certification/disclosure
forms. The Institution shall ensure
that the Investigator further consents
to the transfer of such financial
disclosure data abroad.

3.10 Conflict

The Institution shall not during the
term of this Agreement conduct any

poskytne zastupclm zadavatele Uplnou a
v€asnou soucinnost pfi feSeni jakychkoli
rozpord, chyb ¢&i chybéjicich informaci v
zaznamech subjektu hodnoceni.
Zdravotnické zafizeni zajisti, Ze zkouSejici
poskytne zadavateli pomoc pfi
uskute¢iovani auditd puvodnich zaznamu
subjektll, laboratornich zprav, a/nebo
nezpracovanych zdrojovych udajd, jez jsou
podkladem pro data uvedena v zadznamech
subjektu hodnoceni. Tyto audity budou
provedeny s fadnym zohlednénim
divérnosti pacientd. Zdravotnické zafizeni
si je védomo, Ze pokud nebudou odstranény
rozpory Ci chyby nebo doplnény chybéjici
informace v zdznamech subjektu hodnoceni,
muze to mit za nasledek zadrzeni platby az
do vyfeSeni pfislusné zalezitosti.

Lhaty

Zdravotnické zafizeni zajisti, ze zkouSejici
vyvine maximalni usili a dokonéi klinické
hodnoceni v souladu se lhitou stanovenou
v pfiloze €. 1 této smlouvy (jez mlze byt
zadavatelem pfilezitostné pisemné
pfiméfené upravena).

Prohlaseni o finanénich zajmech

Zdravotnické zafizeni zajisti, Ze zkouSejici
bez zbyte€ného odkladu vypini a odevzda
zadavateli potvrzeni &i prohlaSeni o
finanénich zajmech (podle toho, ktery
formular je pozadovan), jenz zkousejicimu
poskytl zadavatel. Zdravotnické zafizeni
zajisti, Ze zkouSejici rovnéz vypini a
odevzda zadavateli na zakladé pokynu
zadavatele veSkera aktualizovana potvrzeni
nebo prohlaseni o finanénich zajmech, a to
jak bé&hem provadéni klinického hodnoceni,
tak po dobu jednoho roku poté. Zdravotnické
zafizeni zajisti, Ze vSichni spoluzkou$ejici,
ktefi vykonavaji funkci souvisejici
s provadénim klinického hodnoceni, vyplni a
odevzdaji potvrzeni nebo prohlaseni o
finan€nich zajmech. Zdravotnické zafizeni
zajisti, ze zkouSejici dale souhlasi s
pfedanim takovych dajii o finanénich
zajmech do zahranici.

Stret zajmu

Zdravotnické zafizeni nebude béhem trvani
této smlouvy provadét Zadnou jinou klinickou
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other clinical trial which might
adversely affect the ability of the
Institution to perform their
obligations under this Agreement.

3.11 Collection and use of samples

The Institution is prohibited from
collecting or using collected samples
(e.g. tissue, blood, serum and urine)
or data from Qualified Participants
while enrolled in the Study, except:
A) pursuant to the Protocaol;

B) as needed for the medical care of
a Study subject;

C) as otherwise expressly permitted
by the Agreement; or

D) with Sponsor's prior
consent.

written

All use of these data/samples is
subject to all of the terms of this
Agreement, including without
limitation, publication, intellectual
property, data ownership and
confidentiality.

3.12 Resources

The Institution agrees to provide all
reasonable Study Personnel,
facilities and other resources, as are
required to duly complete the
Institution’s responsibilities under
this Agreement and the Protocol.
The Institution shall arrange for the
availability of a study coordinator
qualified by  training and/or
experience to manage all
administrative functions at the Site
(including, but not limited to, meeting
with the Sponsor’'s representatives
at regular intervals)  (“Study
Coordinator”). Should a Study
Coordinator not be available at the
Site, the Institution shall ensure that
the Investigator shall assume these
responsibilities.

3.13 Materials

studii, ktera by mohla nepfiznivé ovlivnit
schopnost zdravotnického zafizeni plnit své
povinnosti vyplyvajici z této smlouvy.

Odbér a pouziti vzork

Zdravotnické zafizeni nesmi odebirat nebo
pouzivat odebrané vzorky (napf. tkané, krve,
séra a moci) ani Udaje o zpusobilych
Ucastnicich hodnoceni po dobu ucasti v
klinickém hodnoceni, vyjma pfipadu:

A) kdy to vyzaduje protokol;

B) kdy je to zapotiebi pro lékafskou péci o
subjekt klinického hodnocent;

C) kdy to jinak tato smlouva vyslovné
povoluje;

D) s predchozim pisemnym souhlasem
zadavatele.

Veskeré pouziti téchto dat/vzork(i se Fidi
vSemi podminkami této smlouvy, mimo jiné
vCetné zvefejnéni, dusevniho vlastnictvi,
vlastnictvi idajl a davérnosti.

Zdroje
Zdravotnické zafizeni souhlasi
s poskytnutim veSkerych vhodnych

pracovnikld klinického hodnoceni, prostor a
dalSich  zdroji, které jsou nezbytné
k fadnému pInéni povinnosti zdravotnického
zafizeni v souladu stouto smlouvou a
protokolem. Zdravotnické zafizeni zajisti
dostupnost koordinatora klinického
hodnoceni kvalifikovaného na zakladé
dosazeného vzdélani a/nebo zkuSenosti
s fizenim vS8ech administrativnich funkci na
pracovisti (mimo jiné vcetné pravidelnych
zastupci zadavatele) (,koordinator klinického
hodnoceni”). V pfipadé, ze koordinator
klinického hodnoceni nebude na pracovisti
dostupny, zdravotnické zafizeni zajisti, ze
tyto ukoly pfevezme zkousSejici.

Materialy
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Sponsor shall provide, to the
Institution the required quantities of
the Investigational Product, and any
other Study materials required (e.g.
Case Report Forms) for the Study,
as set forth in the Protocol.
Institution or Investigator may not
use Investigational Product or other
Materials in any other way other
than as expressly specified in the
Protocol and shall maintain control
of the Investigational Product and
other Materials in accordance with
applicable Regulations.

3.14 Equipment

Sponsor may provide, or arrange for
a vendor to provide, certain
equipment (“Equipment”) or
proprietary materials for use by
Investigator or Institution during the
conduct of Study. Such proprietary
materials may include computer
software, methodologies, rating
scales and other instruments that
are owned or licensed for use by
Sponsor (collectively, “Materials”).

3.15 Equipment or Materials to be
provided for the Study and any
requirements relating to them are
described in Appendix 5, Equipment
and Materials. Any such Materials or
Equipment shall remain the property
of Sponsor, and unless otherwise
agreed in writing shall be returned to
Sponsor at the end of the Study or
promptly on receipt of written
request from Sponsor.

3.16 Unavailability of the Investigator

Zadavatel poskytne zdravotnickému
zafizeni pozadované mnozstvi
hodnoceného [éCiva a jakékoli dalSi
materialy pro klinické hodnoceni (napf.
zdznamy subjektu hodnoceni), jak je
uvedeno v protokolu. Zdravotnické
zafizeni nebo  zkouSejici nesmi  pouzit

hodnocené 1éCivo ani dalsi materialy jinak,
nez je vyslovné stanoveno protokolem a
musi mit hodnocené IéCivo a dal$i materialy
pod kontrolou v souladu s platnymi pravnimi
predpisy.

Vybaveni

Zadavatel mlze poskytnout nebo zajisti, aby
dodavatel poskytl urcité vybaveni
(,vybaveni“) nebo chranéné materialy, jez
budou zkousejici nebo zdravotnické zafizeni

pouzivat béhem provadéni klinického
hodnoceni. Takové chranéné materialy
mohou zahrnovat pocitacovy software,

metodiky, hodnotici Skaly a dalSi nastroje,
které jsou ve vlastnictvi zadavatele nebo na
néz ma ICON ¢&i zadavatel licenci (spole¢né
dale jen ,materialy“).

Vybaveni nebo materialy, které budou
poskytnuty pro klinické hodnoceni, a jakékoli
S nimi souvisejici poZadavky jsou popsany v
pfiloze 5, Vybaveni a materidly. VSechny
takové materidly a vybaveni zlstanou
vlastnictvim zadavatele pokud nebude
pisemné dohodnuto jinak, budou vraceny
zadavateli na konci Klinického hodnoceni
nebo bezodkladné na zakladé pisemné
zadosti zadavatele.

Nedostupnost zkousSejiciho

The Investigator is essential to the
Study being conducted under this
Agreement. Whereas the Institution
shall ensure that the Investigator
shall oversee the entire Study, in his
or her temporary absence the
Institution shall designate these
responsibilities to a qualified sub-
investigator, who shall be identified
in writing. When the Investigator’s
absence is anticipated to exceed
seven (7) days, Sponsor shall be
notified in writing of the designated
sub-investigator who shall assume

PFitomnost zkouSejiciho je pro provadéni
klinického hodnoceni podle této smlouvy
zasadni. Vzhledem k tomu, Ze zdravotnické
zafizeni zajisti, ze zkouSejici bude dohlizet
na pribéh celého klinického hodnocent,
v pfipadé jeho doCasné nepfitomnosti
zdravotnické zafizeni povéfi témito ukoly
kvalifikovaného spoluzkousejiciho, ktery
bude uréen pisemné. Pokud se pfedpoklada,
7e nepfitomnost zkouSejiciho pfesahne
sedm (7) dni, bude zadavatel informovan
pisemné o povéfeném spoluzkousejicim,
ktery pfevezme ukoly souvisejici s klinickym
hodnocenim. Zadavatel muize jakéhokoli
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the Study responsibilities. Sponsor
may approve or reject any proposed
sub-investigator. Such approval
shall not be unreasonably withheld.
Should a permanent substitution for
the Investigator be required, the
Institution shall notify Sponsor in
writing, in accordance with Section

12.3. The Institution may not
permanently substitute other
investigators, or make substantial
changes in the level of effort

asserted by the Investigator, without
the prior written approval of Sponsor
in the absence of which
Sponsorshall be entitled to invoke
the termination provisions of Section
8.3.1.6 below. The Institution shall
ensure that Investigator will sign all
necessary documentation needed to
effect the change in responsibilities
to the new principal investigator
including but not limited to any

signing any of the following
assignment agreement, transfer
agreement, amendment or
termination of the present

Agreement as may be required.

navrzeného spoluzkous$ejiciho schvalit nebo
odmitnout. Schvaleni nebude bezdlvodné
odeprfeno. Pokud bude nutné trvalé
nahrazeni zkou$ejiciho, bude o tom
zdravotnické zafizeni informovat zadavatele
pisemné vsouladu s ¢lankem 12.3.
Zdravotnické zafizeni nesmi trvale nahradit
jiné zkousSejici lékafe ani provést zasadni
zmeény ohledné usili vyvinutého zkousejicim
bez predchoziho pisemného souhlasu
zadavatele. V pfipadé, Ze tento souhlas
nebude udélen, bude zadavatel opravnén
uplatnit ustanoveni clanku 8.3.1.6 nize.
Zdravotnické zafizeni zajisti, Ze zkouSejici
podle potfeby podepiSe vesSkeré nezbyiné
dokumenty nutné pro pfevedeni povinnosti
na noveho hlavniho zkous$ejiciho, mimo jiné
v€etné podepsani jakékoli nasledné dohody
0 postoupeni, dohody o pfevodu, a dodatku
¢i ukonceni této smlouvy.

bere na védomi, ze

hodnoceného Iédiva

3.17 Receipt of the Investigational Obdrzeni hodnoceného lédiva
Product
The Institution acknowledges that Zdravotnické zafizeni
Investigational Product is the hodnocené IéCivo je majetkem zadavatele.
property of the Sponsor. The Zdravotnické zafizeni zajisti, Ze zkouSejici
Institution shall ensure that the potvrdi obdrzeni
Investigator shall verify receipt of the podepsanim pfislusnych dokumentl i
Investigational Product by signing formulafl poskytnutych zadavatelem, nebo
the appropriate document(s)/form(s) dodavatelem uréenym zadavatelem.
provided by the Sponsor, or a
supplier designated by the Sponsor.

3.18 Administration/Distribution _of the Podavani/distribuce hodnoceného Iéiva

Investigational Product

The Institution shall ensure that the
Investigator shall document the
administration and distribution of the
Investigational Product to Study
participants on the appropriate
sections of the Case Report Form
and any dispensing record, in
accordance with Regulations,
particularly with Act No. 378/2007
Coll.,, on Drugs, as amended, and
Decree No. 226/2008 Coll., on good
clinical practice and closer
conditions of clinical research of
medicinal products, as amended.

Zdravotnické zafizeni zajisti, Ze zkouSejici
bude dokumentovat podavani a distribuci
hodnoceného léciva ucastnikim klinického
hodnoceni v pfisluSnych &astech zaznamu
subjektu hodnoceni a jakémkoli zaznamu o
vydeji v souladu s pravnimi pfedpisy, zvlasté
zadkonem ¢&. 378/2007 Sb., o léCivech, ve
znéni pozdéjSich predpist, a vyhlaskou ¢.
226/2008 Sh., o spravné klinické praxi a
blizSich podminkach klinického hodnoceni
léCivych pfipravkll, ve znéni pozdéjSich
predpis(.
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The Institution shall ensure that the
Investigator shall only dispense the
Investigational Product to Qualified
Participants, in accordance with
Regulations, particularly with Act No.
378/2007 Coll., on Drugs, as
amended, and Decree No. 226/2008
Coll., on good clinical practice and
closer conditions of clinical research
of medicinal products, as amended.

The Investigational Product shall be
used only for the purposes set forth
in the Protocol. The Sponsor must
give prior authorization, for any use
of the Investigational Product other
than those set forth in the Protocol.

3.19 Storage _of the Investigational

Zdravotnické zafizeni zajisti, ze zkouSejici
vyda hodnocené |é€ivo pouze zpusobilym
Ucastnikim hodnoceni v souladu s pravnimi
predpisy, a to zejména zakonem ¢&. 378/2007
Sb., o [éCivech, ve znéni pozdé&jsich
predpist, a vyhlaskou ¢. 226/2008 Sb., o
spravné klinické praxi a blizSich podminkach
klinického hodnoceni Ié¢ivych pFipravkl, ve
znéni pozdéjsich predpisa.

Hodnocené |écivo bude pouzivano pouze
pro ucely stanovené v protokolu. Zadavatel
musi udélit pfedchozi souhlas s jakymkoli
jinym pouzitim hodnoceného |éCiva, nez je
stanoveno v protokolu.

Skladovani hodnoceného léciva

Product

The Institution shall ensure that the
Investigator shall store all
Investigational Products securely as
designated in the Protocol, but in
any event, in either a central
pharmacy where a  qualified
pharmacist supervises dispensing or
in a restricted area and dispensed
under the direct supervision of the
Investigator.

3.20 Return of the Investigational Product

Zdravotnické zafizeni zajisti, ze zkouS$ejici
bude v8echna hodnocena léCiva skladovat
bezpelné, jak je stanoveno v protokolu,
v kazdém pfipadé vSak bud v hlavni Iékarné,
kde dohlizi na vydej kvalifikovany lékarnik,
nebo v misté somezenym pfistupem, a
hodnocena 1é€iva budou vydavana pod
pfimym dohledem zkouSejiciho.

Vraceni hodnoceného [é€iva

The Institution shall ensure that the
Investigator shall return all unused
Investigational Product, as well as
any containers, whether containing
unused Investigational Product or
not, in accordance with the
instructions of the Sponsor upon
expiration or termination of the
Study or at such times as the
Sponsor may direct. Should Sponsor
agree to destruction of the
Investigational Product instead of
return, the Institution shall ensure
that any such destruction will be in
accordance with Sponsor’s
instructions and the Institution shall
provide certification of destruction to
Sponsor, upon request.

REPRESENTATIONS,
WARRANTIES AND COVENANTS

4.1. Mutual Representations, Warranties

Zdravotnické zafizeni zajisti, ze zkouSejici
vrati veSkeré nepouzité 1éCivo i obaly bez
ohledu na to, zda obsahuji nepouzité
hodnocené 1éCivo ¢i nikoli, v souladu
s pokyny zadavatele, a to po ukon&eni di
dokonceni klinického hodnoceni nebo kdyz o
to zadavatel pozada. Pokud bude zadavatel
souhlasit se zni€enim hodnoceného I|éCiva
namisto jeho vraceni, zdravotnické zafizeni
zajisti, Ze kazdé takové zniCeni bude
provedeno v souladu s pokyny zadavatele a
poskytne zadavateli na pozadani osvédceni
0 zniceni.

PROHLASENI, ZARUKY A UJEDNANI

Vzajemna prohlaseni, zaruky a ujednani
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and Covenants

available and shall continue to be
available to Investigator for timely
and proper performance of the
Study in accordance with Protocol
and this Agreement;

4.1.1 Each Party covenants, warrants and Kazda smluvni strana se zavazuje, zarucuje
represents that it has the right to a prohlasuje, Ze ma pravo uzavfit tuto
enter into this Agreement, and the smlouvu a Ze podepsani této smlouvy a
execution of this Agreement and the plnéni povinnosti, které z ni vyplyvaji, bylo
performance by such Party of its Fadné schvaleno. Tato smlouva byla fadné
obligations hereunder have been podepsana a doru¢ena jménem takové
duly authorized. This Agreement has smluvni strany a pfedstavuje zakonnou,
been duly executed and delivered platnou, zavaznou povinnost, kterou lze
on behalf of such Party and vymahatv souladus podminkami této
constitutes a legal, valid, binding smlouvy. Takova smluvni strana je fadné
obligation, enforceable against in zfizena, platné existuje a ma fadné
accordance with the terms hereof. postaveni podle platnych pravnich pfedpist
Such Party is duly organized, validly jurisdikce, v niz byla zaloZena, a ma plnou
existing and in good standing under moc a pravomoc tuto smlouvu uzavfit.
the applicable laws of the jurisdiction
of its establishment and has full
power and authority to enter this
Agreement.

4.2 Institution Representations, Zaruky, prohlaseni a ujednéni
Warranties and Covenants zdravotnického zafizeni

4.2.1 The Institution covenants, warrants Zdravotnické zafizeni se zavazuji, zaruCuji a
and represents that: prohlasuiji, ze:

4.2.1.1 they have at all times during the ma vzdy v prabéhu klinického hodnoceni
course of the Study, the appropriate pfislusné licence, schvaleni a osvédceni, jez
licenses, approvals and certifications jsou nezbytna pro bezpecéné, odpovidajici a
necessary to safely, adequately and z&konné provedeni klinického hodnoceni v
lawfully perform the Study in souladu s pfisluSnymi pravnimi predpisy,
accordance with applicable protokolem, touto smlouvou a spravnhou
Regulations, the Protocol, this Kklinickou praxi, a nebyla jim oznamena
Agreement and good clinical 2&dna Setfeni, kterd by mohla takové
practice and have no notice of any licence, schvaleni nebo osvédcéeni ohrozit;
investigations that would jeopardize
such licenses, approvals or
certifications;

zkousejici je v pribéhu klinického hodnoceni

4.2.1.2 Investigator is at all times during the vzdy kvalifikovan svym odbornym
course of the Study qualified by vzdélanim, vycvikem a zkuSenostmi k
training and experience with provedeni Kklinického hodnoceni v ramci
appropriate expertise to conduct the jurisdikce, v niz klinické hodnoceni probiha;
Study within the jurisdiction where
the Study is being conducted,

4.2.1.3  Study Personnel are and at all times pracovnici klinického hodnoceni jsou a
during the course of the Study vpribéhu studie vzdy budou Fadné
continue to be appropriately trained zaskoleni voblasti SKP ICH, Ukonech
in ICH GCP, Study procedures and klinického hodnoceni a protokolu;
the Protocol,

4.2.1.4  sufficient resources and time are zkouSejici ma a bude mit k dispozici

dostate¢né zdroje a €as pro v€asné a radné
provedeni Kklinického hodnoceni v souladu
s protokolem a touto smlouvou;
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4215 all tasks and activites to be
performed under this Agreement
shall be performed in a timely
manner, with all due care and skill
and in compliance with Agreement;

4.2.1.6 all consents required to enter this
Agreement have been acquired,
copies of which are attached, if
appropriate hereto;

4.2.1.7 during the term of this Agreement

the Institution shall:

I ensure that the Investigator
shall not conduct or take
part in any other clinical trial
which might adversely affect
the ability of the Investigator
to perform their obligations
under this Agreement;

Il. notify or ensure that the
Investigator notifies
Sponsor, of any change in
their role or any other official
appointment to a position
that may conflict, restrict or
prohibit their position as an
investigator to the Study or
otherwise impact  their
obligations under this
Agreement; and

I1. notify or ensure that the
Investigator notifies Sponsor
of any actual or potential
conflicts of interest, or any
change in the status of
responses provided in
Sponsor’s Investigator
Ethics and Compliance
Questionnaire that could
impact the conduct of the
Study; and

4.2.1.8 neither Institution nor the
Investigator are subject to any
conflicting interests in the outcome
of the Study or conflicting obligations
or contracts that might interfere with
the performance of the Study or that
might impair the acceptance of the
resulting data by any governmental
authority, including the FDA, or that
might otherwise create a conflict.

Sponsor MONITORING

vSechny ukoly a aktivity, které maji byt
provedeny podle této smlouvy, budou
provedeny v&as, s nalezitou péci a v souladu
s touto smlouvou;

byly ziskany vSechny souhlasy potfebné pro
uzavieni této smlouvy, jejichz kopie jsou (v
pfislusnych pfipadech) k této smlouvé
pfipojeny;

bé&hem platnosti této smlouvy zdravotnické
zafizeni:

zajisti, ze zkousSejici nebude provadét
ani se Ucastnit zadné jiné klinické studie,
kterdA by mohla mit negativni vliv na
schopnost zkousejiciho plnit povinnosti
podle této smlouvy;

oznami nebo zajisti, ze zkouSejici
oznami zadavateli jakoukoli zménu své
tlohy nebo oficialni jmenovani do
jakékoli jiné pozice, kter4d by mohla byt
vrozporu sjeho pozici zkouSejiciho
lékare tohoto klinického hodnoceni nebo
tuto pozici omezit &i ji zabranit nebo
jinak ovlivnit jeho povinnosti vyplyvajici z
této smlouvy;

ozndmi nebo zajisti, ze zkouSejici
oznami zadavateli jakykoli skutecny
nebo potencidlni stfet zajmd nebo
jakoukoli zménu ve stavu odpovédi
poskytnutych v dotazniku zadavatele
Etika zkouSejiciho lékafe a dodrzovani
predpist, které by mohly mit vliv na
prubéh studie; a

zdravotnické  zafizeni ani  zkouS$ejici
nepodléhaji stfetu zajml, pokud jde o
vysledek klinického hodnoceni, ani stfetu
povinnosti ¢i dohod, které by mohly narusit
provadéni klinického hodnoceni nebo mit
vliv na pfijeti vyslednych udaji jakymkoli

vladnim dfadem, vc€etné FDA, nebo by
mohly jinak dat vzniknout stfetu.
MONITOROVANI ZE STRANY

ZADAVATELE
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51 Site Inspections

511 The Institution shall, on reasonable
prior notice, permit authorized
personnel of the Sponsor, and any
Regulatory Authority to inspect the
facilities the Institution proposes to
use for the Study; both before the
Study begins, during the treatment
phase of the Study and after the
Study ends.

5.1.2 If, in accordance with GCP, the
Sponsor’s, Standard  Operating
Procedure’s or standards, the
facilities are determined not to be
adequate for the proper conduct of
the Study, and the Institution does
not remedy such inadequacies
within a reasonable period of being
notified of such inadequacy, then
Sponsor may at its sole discretion,
refuse to commence or decide to
discontinue the Study, and terminate
this Agreement without further
obligation to the Institution.

5.1.3 The Institution shall notify Sponsor
promptly if a Regulatory Authority
requests permission to inspect the
Institution or Investigator's facilities
and/or research records concerning
the Study. On notification of an
inspection, the Institution shall notify
Sponsor of the date and time of
such inspection and allow Sponsor
to assist in the preparation for such
inspection by a Regulatory Authority.
Furthermore, if an inspection occurs,
the Institution agrees to cooperate,
and shall ensure that the
Investigator cooperates, with such
inspection and invite the Sponsor to
be present. The Institution agrees to
provide the Sponsor with copies of
all Regulatory Authority
documentation including but not
limited to correspondence,
statements, warnings, enforcement
actions, pleadings, summons, forms
and records that the Institution or
Investigator receives as a result of
or in anticipation of an inspection.
The Institution shall notify Sponsor
of any legal action taken on any
audit by a Regulatory Authority.

5.2 Records

Inspekce na pracovisti

Zdravotnicke zafizeni na z4kladé
pfiméfeného pfedchoziho upozornéni
umozni opravnénym osobam zadavatele, a
jakéhokoli kontrolniho Ufadu zkontrolovat
prostory, jez zdravotnické zafizeni navrhuje
pouzit pro provedeni klinického hodnoceni, a
to jak pfed zahajenim klinického hodnoceni,
tak i v pribéhu jeho lé¢ebné faze a po jeho
ukonéeni.

Pokud jsou vySe uvedené prostory podle
SKP, standardnich provoznich postupli a
standardu zadavatele oznaceny za
nepostacéujici pro fadné provedeni klinického
hodnoceni a zdravotnické zafizeni
neodstrani takové nedostatky v pfiméfené
Ihité od okamziku, kdy jim byly oznameny,
mulze zadavatel podle svého vlastniho
uvazeni odmitnout zahajeni klinického
hodnoceni nebo rozhodnout o jeho
pred¢asném ukoncéeni a mlze ukongit tuto
smlouvu bez dalSich zavazk(  v{ci
zdravotnickému zafizeni.

Zdravotnické zafizeni bude neprodlené
informovat zadavatele v pfipadé, ze
kontrolni uUfad pozada o povoleni provést
inspekci prostor a/nebo zaznamu
zdravotnického  zafizeni nebozkouSejiciho
tykajicich se vyzkumu vramci klinického
hodnoceni. Po oznameni o inspekci bude
zdravotnické zafizeni informovat zadavatele
0 datu a Case takové inspekce a umozni
zadavateli, aby se podilela na pfipravach na
inspekci kontrolnim ufadem. Dale, pokud
dojde k inspekci, zdravotnické zafizeni
souhlasi s tim, ze bude pfi takové inspekci
spolupracovat, a zajisti, Ze zkouSejici bude
spolupracovat a pfizve k uCasti zadavatele.
Zdravotnické zafizeni souhlasi s tim, ze
poskytne zadavateli kopie veskeré
dokumentace kontrolniho ufadu, mimo jiné
vCetné korespondence, vyjadfeni, varovani,
donucovacich opatfeni, procesnich
materialli, pfedvolani, formulaft a zaznama,
které zdravotnické zafizeni nebo zkousSejici
obdrzi v dusledku inspekce nebo pfi jejim
oCekavani. Zdravotnické zafizeni bude
informovat zadavatele o vSech pravnich
Ukonech provedenych kontrolnim Ufadem na
z&kladé auditu.

Zaznamy
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521

5211

52.1.2

5.2.1.3

6.1

6.1.1

6.1.2

6.2

The Institution shall allow authorized
personnel of, the Sponsor and any
Regulatory Authority to monitor the
Study, and all records required by
the Regulations during normal
business hours, or as otherwise
required by law, and to:

Inspect Case Report Forms for
completeness and detailed
compliance with the Protocol; and

Review Investigational  Product
accountability records for
completeness and accuracy, and

Inspect source documents, including
but not limited to, hospital/clinic
records, relevant to the preparation
of the Case Report Form. Any
inspection by Sponsor of source
documents shall be performed with
due regard for patient confidentiality.

CONFIDENTIALITY

Confidential Information

For the purposes of this Agreement
“Confidential Information” means
any data, documentation, records
and information in whatever form
related to the terms of this
Agreement and/or the Study and/or
the Investigational Product that is
provided to the Institution,
Investigator or the Study Personnel
by Sponsor or its respective
employees or agents or is otherwise
developed or generated in
connection with the discussions and
negotiations pertaining to, or in the
course of performing this Agreement
including but not limited to the
Protocol, Study Data, and Clinical
Investigator Brochure.

The Institution agrees to hold all
proprietary  and/or  Confidential
Information in the strictest
confidence, and shall not disclose
the same to any third party without
the express written permission of the
Sponsaor.

Agreement Not to Disclose

Zdravotnické zafizeni umozni opravnénym
osobam zadavatele a jakéhokoli kontrolniho
Ufadu monitorovat klinické hodnoceni a
vSechny zaznamy vyzadované pravnimi
predpisy béhem bézné pracovni doby nebo
jinak, jak vyZaduje zakon, a:

zkontrolovat, zda jsou zaznamy subjektu
hodnoceni kompletni a plné odpovidaji
protokolu; a

pfezkoumat uplnost a pfesnost dokladi o
dopocitatelnosti/evidenci hodnoceného
IéCiva; a

zkontrolovat zdrojové dokumenty, mimo jiné
véetné nemocniénich/klinickych zaznamu
potfebnych pro pfipravu zaznamu subjektu
hodnoceni. Jakakoli inspekce zdrojovych
dokumentll ze strany zadavatele bude
provedena s nalezitym ohledem na
zachovani davérnosti idajli pacienta.

MLCENLIVOST

Davérné informace

Pro ucely této smlouvy se ,dlvérnymi
informacemi“ rozumi veSkeré Uudaje,
dokumentace, zédznamy a informace
v jakékoli podobé souvisejici s podminkami
této smlouvy, klinickym hodnocenim a/nebo

hodnocenym léCivem, které jsou
zadavatelem nebo jejich  pfisluSnymi
zaméstnanci  €i  zastupci  poskytnuty

zdravotnickému zafizeni, zkouSejicimu nebo
pracovnikim studie nebo jinak vytvoreny Ci
ziskany ve spojitosti s diskusemi a
jednanimi, jez se tykaji této smlouvy nebo
jez se uskutecnila v jejim pradbé&hu, mimo jiné
vcetné protokolu, udajd klinického
hodnoceni a souboru informaci pro
zkousejiciho.

Zdravotnické zafizeni souhlasi stim, Ze
bude zachovavat pfisnou mi€enlivost
ohledné vSech chranénych a/nebo

davérnych informaci a tyto informace nesdéli
bez vyslovného pisemného souhlasu
zakladatele zadné treti strané.

Dohoda o mi€enlivosti
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6.2.1

6.2.2

6.2.3

6.2.3.1

6.2.3.2

6.2.3.3

6.2.3.4

The Institution agrees not to reveal
such Confidential Information to third
parties, other than those Study
Personnel who need to know such
Confidential Information for the
conduct of the Study and shall
safeguard the Confidential
Information with the degree of care
normally  afforded  Confidential
Information and shall ensure that
any persons who need to know
Confidential Information for purpose
of the Study are bound by
substantially similar confidentiality
obligations as are set out herein
prior to disclosure of such
Confidential Information.

The Institution agrees to use
Confidential Information only for
fulfilling its respective obligations
under this Agreement. If requested
by Sponsor, the Institution shall
promptly return all such Confidential
Information to Sponsor at the end of
the Study, (other than items required
under Retention/Transfer of Clinical
Study Site File, Section 3.3.3
above).

The obligations of nondisclosure do
not apply when:

The information is in the public
domain or becomes publicly
available through no fault of the
Institution,  Investigator or any
Institution employee;

The Institution knows the information
before receipt from Sponsor, as
evidenced by its written records;

The information is lawfully received
from a third party that has a right to
make such disclosure, who did not
obtain such information violating the
Sponsor’s rights or under obligation
of confidentiality to the Sponsor;

Regulations require disclosure to a
court of competent jurisdiction or
government authority provided that
Institution shall first notify the
Sponsor of any such required
disclosure and limit such disclosure
as far as possible under the
Regulations;

Zdravotnické zafizeni souhlasi stim, Ze
nesdéli takové davérné informace jinym
tretim stranam nez pracovnikim klinického
hodnoceni, ktefi tyto duvérné informace
potfebuji znat pro provadéni klinického
hodnoceni, a zabezpeéi duvérné informace
s takovou péci, ktera je u davérnych
informaci obvykla, a zajisti, aby se na osoby,
jez potfebuji divérné informace znat pro
ucely klinického hodnoceni, vztahovaly v
zasadé stejné zavazky tykajici se
divérnosti, jako jsou zavazky stanovené
touto smlouvou, a to jesté pfed tim, nez jim
takové davérné informace budou sdéleny.

Zdravotnické zafizeni souhlasi s tim, ze
bude duvérné informace pouzivat pouze za
Ucelem pInéni svych pfisluSnych zavazki
vyplyvajicich z této smlouvy. Pokud o to
zadavatel pozada, pfi dokonceni klinického
hodnoceni zdravotnické zafizeni neprodlené
vrati tyto veskeré takové davérné informace
zadavateli (kromé polozek pozadovanych
podle ¢lanku 3.3.3 vySe — Archivace/predani
dokumentace Klinického hodnoceni na
pracovisti).

Zavazky zachovavat micenlivost
pokud:

neplati,

jsou informace vefejn& znamy nebo se staly
vefejné  dostupnymi bez  pochybeni
zdravotnického zafizeni, zkouSejiciho nebo
jakéhokoli zaméstnance zdravotnického
zafizeni;

jsou informace zdravotnickému zafizeni
znamy dfive, nez je obdrzi zadavatele, coz
Ize dolozit pisemnymi zaznamy
zdravotnického zafizeni;

jsou informace pravoplatné ziskany od treti
strany, ktera je opravnéna je sdélit a ktera
tyto informace neziskala poruSenim prav
zadavatele nebo se na ni nevztahoval
zavazek mlcenlivosti vic¢i zadavateli;

pravni  predpisy  vyzaduji  poskytnuti
informaci pfislusnému soudu nebo viadnimu
Ufadu za predpokladu, Zze zdravotnické
zafizeni nejdfive takové pozadované
zvefejnéni Ci sdéleni oznami zadavateli a
omezi takové zvefejnéni ¢&i sdéleni v
takovém rozsahu, v jakém to umoznuji
pravni pfedpisy;
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Study, Institution and Investigator
may provide to the Sponsor
personal data relating to the

6.2.3.5 The Sponsor grants prior written zadavatel udéli pfedchozi pisemny souhlas
permission for disclosure; and s poskytnutim informaci; a

6.2.3.6 The results of the Study are jsou vysledky klinického hodnoceni tfetim
disclosed to third parties in stranam sdéleny v souladu s ustanovenimi
accordance with the provisions of ¢&lanku 6.6 této smlouvy.
Section 6.6 herein.

6.3 Medical Confidentiality and Data Dlvérnost Iékafskych informaci a ochrana
Protection osobnich udaju

6.3.1 The Parties agree to comply with Strany se zavazuji po dobu platnosti
applicable Regulations throughout smlouvy dodrzovat relevantni predpisy.
the term of the Agreement. It is the Strany jsou povinny zajistit si a vést veskeré
responsibility of each Party to effect seznamy a registrace potfebné ke
and maintain all inventories and zpracovani osobnich udaju podle relevantni
registrations for the processing of legislativy. Strany budou spolupracovat a
Personal Data as required under vzajemné si pomahat pfi posuzovani dopadi
applicable Regulation. The Parties ochrany osobnich udaji pfi predbéznych
shall cooperate and assist each konzultacich s regulacnimi organy, které
other with respect to any data mohou byt v ramci zpracovani podle této
protection impact assessments smlouvy nezbytné.
and/or prior consultations with
Regulatory Authorities that may be
required in respect to processing
that is carried out under the
Agreement

6.3.2 Institution will obtain a signed Zdravotnické zarizeni od kazdého
informed consent approved in zpuUsobilého U(castnika hodnoceni zajisti
writing by Sponsor or ICON and by podpis informovaného souhlasu (ve znéni
any applicable IEC from each pisemné schvaleném zadavatelem nebo
Qualified Participant to the ICON a relevantni etickou komisi) se
collection, use, processing, storing shromazdovanim, vyuzitim, zpracovanim,
and transfer of their data according uchovavanim a pfedavanim osobnich udajd
to Regulations which shall include v souladu s legislativou, a to vcetné
the necessary content to allow for nezbytnych dat, potfebnych ke zpracovani
the processing of the Qualified osobnich udaju ucastnika pro ucely popsané
Participant's personal data for v této smlouvé a protokolu.Tento souhlas se
purposes described in the Protocol bude rovné&Zz vztahovat na pfedani jejich
and this Agreement. This consent osobnich Gdaju do jinych zemi, mimo jiné
shall also cover the transfer of their véetné USA, které nemuseji mit stejnou
personal data to countries other than droven ochrany udaju jako jejich vlastni
their own, including but not limited to zemé&.  Zdravotnické  zafizeninepfedloZi
the United States of America, that zadavateli Zadné osobni Udaje, pokud to
may not have the same level of data neni pfisné vyzadovano a povoleno pravnimi
protection as their own country. pFedpisy.
Institution will not submit any
personal data to Sponsor, unless
strictly required and permitted under
the Regulations.

6.3.3 Prior to and during the course of the Pfed klinickym hodnocenim a b&hem néj

mohou zdravotnické zafizeni a zkousejici
poskytnout zadavateli osobni (daje tykajici
se zkouSejiciho, spoluzkou$ejicich a
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Investigator, the sub-investigators
and the Study Personnel, or other
personnel involved in conducting the
Study, the processing of which may
be subject to applicable data
protection and privacy laws. The
Institution acknowledges and agrees
that Personal data relating to the
Institution, Investigator and Study
Personnel will be processed and
held on one or more databases.
Such data may be used for the
purposes of: (i) the conduct of the
Study; (ii) verification by
governmental or regulatory
agencies, Sponsor, their agents and
affiliates; (iii) compliance with legal
and regulatory requirements; (iv)
publication on www.clinicaltrials.gov
and websites and databases that
serve a comparable purpose; and
(v) storage in databases to facilitate
the selection of investigators for
future clinical trials. Personal data
may be disclosed or transferred to
Sponsor  or ICON affiliates,
subsidiaries, representatives, and
contractors working on behalf of
Sponsor or ICON and to regulatory
authorities across the world. The
Institution  will ensure that it
furnishes appropriate notice to the
Investigator and such  Study
Personnel that describes Sponsor’s
and ICON’s collection, processing
and transfer of their personal data
as set forth in this Agreement and
agrees in particular to refer the
Investigator and such  Study
Personnel to ICON’s Site Data
Protection Notice, which is located
on ICON’s website at:

e
1

Each of Sponsor, ICON Institution
and Investigator shall implement
appropriate technical and
organizational measures to meet the
requirements of the EU General
Data Protection Regulation. If
Institution and/or Investigator
become aware of a personal data
breach related to data processed
under this Agreement, they shall
promptly notify ICON and the
Sponsor. In such a case the
Institution and/or the Investigator will
fully cooperate with Sponsor and
ICON to remedy the personal data

6.3.4

pracovniki  klinického hodnoceni nebo
dal$ich pracovnikt, ktefi se podileji na
provadéni klinického hodnoceni, na jejichz
zpracovani se mohou vztahovat platné
zadkony na ochranu osobnich udaju a
soukromi. Zdravotnické zafizeni bere na
védomi a souhlasi se zpracovanim osobnich
Udaju zafizeni, zkousejiciho a pracovnikl
studie a jejich uchovavanim v databazich.
Tyto Udaje Ize pouzit k nasledujicim Géelum:
(i) realizace studie; (ii) ovéfeni ze strany
statnich a regulaénich organu, zadavatele
nebo jejich zastupci a dcefinych
spoleénosti; (iii) dodrzeni poZadavku zakona
a regulaénich organl; (iv) zvefejnéni na
strankach www.clinicaltrials.gov a jinych
webovych strankach a v databazich
slouzicim ke srovnatelnym G&elim a (v)
uloZzeni do databazi k usnadnéni vybéru
zkousejicich do dalSich klinickych
hodnoceni. Osobni udaje mohou byt
poskytnuty ¢i pfedany pobockam, dcefinym
spoleénostem a zastupcim zadavatele nebo
spoleénosti ICON, jejich externim
spolupracovnikiim a regulaénim organim v
zemich celého svéta. Zdravotnické zarizeni
zajisti vhodné informovani zkousejiciho a
pracovniki studie, pfiéemZ toto upozornéni
musi obsahovat popis shromazdovani,
zpracovani a predavani osobnich Gdajl
zadavatelem a ICON, tak jak je uvedeno
dale v této smlouvé. Zarizeni se zejména
zavazuje zkousejiciho a uvedené pracovniky
upozornit na prohlaSeni zadavatele o
ochrané osobnich Udaju, které Ize nalézt na

adrese ICON
|
[

Zadavatel studie, ICON, zdravotnické

zafizeni a zkouSejici kazdy samostatné
pfijmou vhodna technickd a organizaéni
opatieni ke spinéni pozadavki Nafizeni EU
o ochrané fyzickych osob v souvislosti se
zpracovanim osobnich Udaji. Pokud se
zdravotnické zafizeni nebo zkousejici
dozvédi o naruseni bezpecénosti osobnich
Udaju zpracovavanych podle této smlouvy,
oznami to neprodlené zadavateli a
spole¢nosti ICON. V takovém pripadé
zafizeni nebo zkouSejici poskytnou plnou
soucinnost zadavateli a uvedené spole¢nosti
pfi  napravovani takového naruseni.
Naru$enim bezpeénosti osobnich udaju se
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breach. A personal data breach
refers to any potential unauthorized
access, acquisition, use, disclosure
or destruction of personal data as
meant in Article 4, Article 33 and 34
of the EU General Data Protection
Regulation and applicable national
data protection laws.

6.3.5 The Parties agree that, as between
them, Institution is best able to
manage requests from  Study
subjects for access, amendment,
transfer, restriction, or deletion of
personal data in the context of the
Study. The Institution and/or the
Investigator shall inform within a
period of two (2) working days ICON
and the Sponsor about any request
received from a Quialified
Participant, their legal representative
or any other data subjects to
exercise their rights to access,
object, correct, or delete personal
data held about him/her in the
context of the Study. The Institution
and the Investigator shall handle
those requests in accordance with
the Sponsor and ICON's reasonable
instructions. In the event that
Sponsor or ICON (on behalf of the
Sponsor) receives a request from a
Study subject for such access,
amendment, transfer, restriction, or
deletion, Sponsor or ICON (on
behalf of the Sponsor) shall forward
the request to Institution. Institution
shall respond to Study subjects’
requests for access, amendment,
Transfer, restriction, or deletion of
personal data in accordance with
applicable law, the Agreement, and
any other instructions provided by
Sponsor or ICON (on behalf of the
Sponsor). Institution acknowledges
that in order to maintain the integrity
of Study results, the ability to
amend, restrict, or delete personal
data may be limited, in accordance
with applicable law.

6.3.6 Institution  shall only transfer
Personal Data outside the European
Economic Area or Switzerland in
accordance with Study related
instructional documents provided by
Sponsor or ICON (on behalf of the
Sponsor). If requested by Sponsor,
Institution shall enter into an

rozumi jakykoli potencialni neopravnény
pFistup k osobnim udajum, jejich ziskani,
pouziti, zvefejnéni nebo zniCeni podle
¢lanka 4, 33 a 34 Narfizeni o ochrané
fyzickych osob v souvislosti se zpracovanim
osobnich udaji EU a souvisejicich zakonu
jednotlivych zemi.

Strany se dohodly, Ze zdravotnické zafizeni
je z nich nejlépe schopno FeSit zadosti
subjektl hodnoceni o zpfistupnéni, Upravy,
pfedani, omezeni ¢€i vymazani osobnich
Gdaju v ramci studie. Zdravotnické zafizeni
nebo zkouSejici musi do dvou pracovnich
dnd informovat ICON u a zadavatele o
jakékoli zadosti kvalifikovaného uCastnika,
jeho zakonného zastupce nebo jinych
subjektdl uadaja o uplatnéni prav na
zpfistupnéni, opravu ¢&i vymazani jejich
osobnich udaji uchovavanych v ramci
studie. Zdravotnické zafizeni a zkouSejici
musi tyto pozadavky feSit v souladu s
pfiméfenymi pokyny zadavatele a ICON. V
pfipadé, Ze zadavatel nebo ICON (jeho
jménem) obdrzi Zzadost od subjektu
hodnoceni o takové zpfistupnéni, zménu,
prfevod, omezeni €i vymazani udajl, pfedaji
zadost zdravotnickému zafizeni.
Zdravotnické zafizeni musi na Z&dosti
subjektll hodnoceni o zpfistupnéni, zménu,
pfevod, omezeni nebo vymazani osobnich
udaju reagovat v souladu se zakonem, touto

smlouvou a jakymikoli daldimi pokyny
zadavatele nebo spole¢nosti ICON jeho
jménem. Zdravotnické zafizeni bere na

védomi, ze v zajmu zachovani integrity
vysledkl studie muUze byt pravo upravovat,
omezovat €i vymazat osobni udaje omezeno
podle platnych zakona.

Zdravotnické zafizeni pfeda osobni udaje do
tfeti zem& mimo Evropsky hospodafsky
prostor pouze v souladu s dokumenty
obsahujicimi  pokyny pro toto klinické
hodnoceni, jeZ byly poskytnuty Zadavatelem
nebo spole¢nosti ICON (jménem
Zadavatele). Na Zadost Zadavatele uzavie
Zdravotnické zafizeni se Zadavatelem
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agreement with Sponsor governing
such transfer, including, but not
limited to, the EU Standard
Contractual Clauses, unless another
adequacy mechanism for the
transfer exists.

dohodu, ktera upravuje takové predani,
v€etné, mimo jiné, standardnich smluvnich
dolozek EU, pokud neexistuje jiny
odpovidajici mechanismus pro takovéto
predani.

Investigator that Sponsor is hereby
authorized to disclose on one or
more clinical trial
registries/databases Institution’s
and/or Investigator's participation in
the  Study, including, without
limitation, identifying the location
and contact information  for
Institution and all other locations
where the Study is conducted under
this Agreement. Sponsor shall also
have the right to make appropriate
registration entries pertaining to the
Study on  www.clinicaltrials.gov.
Additionally, the Institution shall not
make, place or disseminate any

6.3.7 The Parties agree that all processing Smluvni strany souhlasi s tim, Zze vSechny
agreements shall be in writing and dohody o zpracovani osobnich Udaji musi
that processors shall be required to byt pisemné, a Zze zpracovatelé osobnich
comply with the terms of the (dajd jsou povinni dodrZovat pfi zpracovani
Agreement. Each Party shall be osobnich (dajii podminky této Smlouvy.
responsible for any noncompliance Kazda smluvni strana je odpovédna za jejich
by a processor which it has pfipadné nedodrzeni ze strany zpracovatele,
engaged, which noncompliance will kterého zpracovanim  povéfila; jejich
constitute a breach as if committed nedodrzeni ze strany tohoto zpracovatele se
directly by that Party. povazuje za pFfimé nedodrzeni ze strany

dané Smluvni strany v pozici spravce
osobnich udaju.

6.4 Prohibition on use of Inside Zakaz uzivani internich informaci
Information

Zdravotnické zafizeni souhlasi stim, Ze
The Institution agrees not to trade in nebude obchodovat s cennymi papiry
or to give advice regarding the zadavatele ani poskytovat rady tykajici se
securities of the Sponsor when it is cennych papird zadavatele, kdyz bude mit
in possession of Study Data or other v drzeni udaje klinického hodnoceni nebo
information that constitutes material jiné informace, jez jsou dullezitymi
non-public information of the nevefejnymiinformacemi zadavatele.
Sponsor.

6.5 Use of name or trademarks PouZiti nazvu €i ochrannych znamek

6.5.1 No Party shall make, place or Zadna ze smluvnich stran neuskuteéni,
disseminate any advertising, public nezada ani nebude Sifit Zzadnou inzerci,
relations, promotional material or public relations, propagacni material ani
any material of any kind using the material jakéhokoli druhu za pouziti jména
name of the other party, and/or the druhé smluvni strany a/nebo dcefinych di
other Party’s subsidiary or affiliate pfidruzenych spoleénosti druhé smluvni
companies or using their respective strany nebo za pouziti jejich ochrannych
trademarks, without the prior written znamek bez pfedchoziho pisemného
approval of the other Party. souhlasu druhé smluvni strany.

6.5.2 Provided that Institution hereby V souvislosti s vySe uvedenym zdravotnické
consents on behalf of itself and =zafizeni timto souhlasi svym jménem a

jménem zkouSejiciho s tim, Ze zadavatel je
timto opravnén zverejnit ucast
zdravotnického zafizeni a/nebo zkouSejiciho
v klinickém hodnoceni vjednom ¢&i vice
registrech/databézich klinickych studii, mimo
jiné v€etné uvedeni umisténi a kontaktnich
Udaji  zdravotnického zafizeni a vSech
dalSich mist, kde se klinické hodnoceni
podle této smlouvy provadi. Zadavatel
budou mit rovnéz pravo uvést pfislusné
registratni udaje tykajici se klinického
hodnoceni na internetovych strankach
www.clinicaltrials.gov. Zdravotnické zafizeni
dale neuskute¢ni, nezada ani nebude Sifit
Zadnou inzerci, public relations, propagacni
materidl ani material jakéhokoli druhu za
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advertising, public relations,
promotional material or any material
of any kind using the name of the
Sponsor’s subsidiary or affiliate
companies or using their
trademarks, without the prior written
approval of Sponsor.

6.6 Publication

6.6.1 The Parties acknowledge that the
Sponsor shall retain ownership of all
original Case Report Forms that
result from this Study. However, the
Investigator shall have publication or
presentation privileges provided
such manuscript and/or abstract is
submitted to the Sponsor for review
and comment sixty (60) days prior to
submission for publication or sixty
(60) days prior to presentation. If in
the Sponsor’s judgment, publication
or presentation at a given time
would hinder the  Sponsor's
development of the Investigational
Product, the Institution shall

ensure that the Investigator shall
consider modifying the publication or
presentation schedules accordingly.
The Institution Institution shall
ensure that the Investigator further

agrees to delete information
identified by the Sponsor as
Confidential Information, prior to

submitting such manuscript and/or
abstract for publication or
presentation, or defer publication or
presentation of such manuscript
and/or abstract at the request of the
Sponsor, to permit the filing of any
desired patent applications by the
Sponsor. The Sponsor shall also
have the right to publish the Study. If
the Study is part of multi-centred
clinical trial (which for the purposes
of this Agreement shall mean that at
least one other institution is taking
part), any publication or presentation
based on the results obtained at the
Site shall not be made before the
first multi-centre publication. If a
publication concerns the analyses of
sub-sets of data from a multi-centred
clinical trial the publication or
presentation shall make reference to
the relevant multi-centre
publication(s).

INTELLECTUAL PROPERTY

pouziti jména dcefinych ¢&i pfidruzenych
spolecnosti zadavatele nebo za pouZiti jejich
ochrannych znamek bez pfedchoziho
pisemného souhlasu zadavatele.

Zverejnéni/publikace

Smluvni strany berou na védomi, ze
zadavatel si ponecha vlastnictvi vSech
pGvodnich zaznamu subjektu hodnoceni,

které  vyplyvaji z tohoto  klinického
hodnoceni. ZkousSejici vSak bude mit
prfednostni prava na  zvefejnéni &i

prezentovani za predpokladu, ze zadavateli
bude predlozen k revizi a vyjadfeni takovy
rukopis nebo abstrakt, a to (60) dni pfed
predanim ke zvefejnéni nebo (60) dni pfed
prezentaci. Jestlize by, podle Usudku
zadavatele, zvefejnéni nebo prezentovani ve
vySe uvedené |h(té zabranily zadavateli ve
vyvoji hodnoceného léCiva, zdravotnické
zafizeni  zajisti, ze zkouSejici zvazi
odpovidajici Upravu |hat zvefejnéni ¢i
prezentovani. Zdravotnické zafizeni zajisti,
Ze zkouSejici bude dale souhlasit s
odstranénim informaci, které spoleCnost
ICON nebo zadavatel oznaci za divérné,
pfed tim nez bude rukopis a/nebo abstrakt
pfedan ke zvefejnéni nebo prezentovani,
nebo na Zzadost zadavatele odloZi zvefejnéni
Ci prezentovani takového rukopisu a/nebo
abstraktu, aby zadavatel mohl podat
pozadované patentové pfihlasky. Zadavatel
bude rovnéz opravnén publikovat klinické
hodnoceni. Pokud je Kklinické hodnoceni
soucasti multicentrické klinické studie (coz
pro ucely této smlouvy znamena, ze je do
studie zapojeno alespon jedno dalSi
zdravotnické zafizeni), nebude Zadna
publikace ¢&i prezentace zalozena na
vysledcich ziskanych na pracovisti
zvefejnéna pfed  zvefejnénim prvni
multicentrické publikace. Pokud se publikace
tyka  analyz  podsoubord  udaju z
multicentrické  klinické  studie, bude
v publikaci €i prezentaci uveden odkaz na
pfislusné multicentrické publikace.

DUSEVNI VLASTNICTVi
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7.1 Ownership

7.1.1 Without compromising Sponsor’s
rights in Section 7.1.2 and 7.1.3, all
documents, Protocols, Confidential
Information and materials provided
to the Institution or Investigator
pursuant to this Agreement or
developed during the course of
conducting the Study, excluding
Qualified  Participant medical
records and other source
documents, are and shall remain
Sponsor’s property. Any documents
referenced herein shall be returned
promptly upon request to Sponsor.

7.1.2 All rights, title and interest in the
completed Study Data, except for
the Qualified Participants’ medical
records, any electronic database
required to be created under the
Protocol and any Study reports
prepared by the Institution,
Investigator, the sub-investigators
and the other Study Personnel for
the Sponsor (“Study Results”), shall
become the sole property of the
Sponsor. Institution hereby assigns
their entire rights, title and interest in
the Study Results to Sponsor.
Institution ensures that all rights, title
and interest of the sub-investigators
and any other Study Personnel in
Study Results shall be equally
assigned to Sponsor. Institution shall
take, and shall ensure that the
Investigator takes reasonable and
customary precautions, including
periodic backup of computer files, to
prevent the loss or alteration of any
Study Data.

7.1.3 Inventions whether or not
patentable, processes, know-how,
trade secrets, data, improvements,
patents and/or other intellectual
property relating to the
Investigational Product or otherwise
arising from the Study, conceived,
generated or first reduced to
practice, as the case may be, during
the term of this Agreement
(hereinafter called “Inventions”),
shall, without further remuneration
for Institution and/or Investigator, be
the property of the Sponsor.

Vlastnictvi

Aniz by byla dotéena prava zadavatele v
Clanku 7.1.2 a 7.1.3, v8echny dokumenty,
protokoly, duavérné informace a materialy
poskytnuté zdravotnickému
zafizeni nebozkousejicimu podle této
smlouvy nebo vytvofené bé&hem provadéni
klinického hodnoceni, kromé& zdravotnich
zaznamu zpuUsobilych Uc¢astnik( hodnoceni a
dalSich zdrojovych dokumentld, jsou a
zUstanou vyhradnim vlastnictvim zadavatele.
Veskeré zde uvedené dokumenty budou
bezodkladné na pozadani vraceny
zadavateli.

VSechna prava, majetkové naroky a podily
souvisejici se ziskanymi udaji Klinického
hodnoceni, kromé zdravotnich zaznama
zpusobilych Gcastnikd hodnoceni, jakymikoli
elektronickymi databazemi, jejichz vytvoFeni
je nutné podle protokolu, a jakymikoli
zpravami o klinickém hodnoceni vytvofenymi

zdravotnickym zarizenim, zkousejicim,
spoluzkou$ejicimi a dalSimi pracovniky
klinického  hodnoceni pro zadavatele

(,vysledky klinického hodnoceni®) se
stanou vyhradnim vlastnictvim zadavatele.
Zdravotnické zafizeni timto postupuje
vSechna sva prava, majetkové naroky a
podily  spojené s vysledky klinického
hodnoceni zadavateli. Zdravotnické zafizeni
zajisti, Ze vSechna prava, majetkové naroky
a podily spoluzkouSejicich a dalSich
pracovnikl klinického hodnoceni budou
rovnéz postoupeny zadavateli. Zdravotnické
zafizeni ucini a zajisti, Zze zkousejici ucini
pfiméfena a obvykla opatfeni, ktera zabrani
ztraté ¢i zméné udajd klinického hodnoceni,
vCetné pravidelného zalohovani
pocitaCovych souboru.

Patentovatelné i nepatentovatelné vynalezy,
postupy, know-how, obchodni tajemstvi,
Udaje, zlepSovaci navrhy, patenty a/nebo
jiné dusevni vlastnictvi souvisejici
s hodnocenym léCivem ¢i jinak vyplyvajici
z klinického hodnoceni, jez byly vymySleny,
vytvofeny, respektive poprvé dovedeny do
faze praktického vyuziti béhem platnosti této
smlouvy, (dale jen ,vynalezy”) budou, bez
dalSi odmény pro zdravotnické zafizeni
a/nebo zkousSejiciho, majetkem zadavatele.
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7.2

7.2.1

7.3

7.3.1

7.4

7.4.1

8.1

8.1.1

8.2

8.2.1

Disclosure

The Institution shall promptly
disclose to the Sponsor, in writing,
any Invention.

Cooperation

The Institution shall take all such
actions throughout the term of this
Agreement and thereafter as shall
be necessary in order to ensure that
the Inventions may be vested free of
encumbrance in the Sponsor in
accordance with Section 7.1 above.
The Institution shall further
cooperate , and shall ensure that the
Investigator cooperates, with the
Sponsor, at the Sponsor’'s expense
by promptly executing any
documents or carrying out any acts
that may be required to vest the
rights in or to Inventions in the
Sponsor and otherwise to enable the
Sponsor fuly to protect its
intellectual property.

Background Rights

For the avoidance of doubt all
intellectual property rights and rights
of a similar nature owned by or
licensed to the Institution, Sponsor
prior to the date of this Agreement
shall remain that party’s property.

TERM AND TERMINATION

Term

This Agreement will remain in effect
from the Effective Date until
completion of the Study, closeout of
the Site and completion of the
obligations of the parties under this
Agreement or earlier termination in
accordance with this Section 8
(hereinafter the “Term”).

Termination by Institution

The Institution may terminate the
Study at any timeby written notice

Sdéleni

Zdravotnické zafizeni neprodlené pisemné
sdéli  vytvofeni  jakéhokoliv ~ vynalezu
spole€nosti zadavateli.

Soucinnost

Zdravotnické zafizeni vykona v prabéhu
trvani smlouvy i po té veSkeré nezbytné
kroky, aby vynalezy mohly byt pfevedeny

bez vécného brfemena na zadavatele
v souladu s ¢lankem 7.1.1 vyse.
Zdravotnické zarizeni bude dale

spolupracovat, a zajisti, ze zkousejici bude
spolupracovat se zadavatelem, na naklady
zadavatele tak, Ze neprodlené podepise
jakékoli dokumenty nebo uskuteéni jakékoli
Ukony, které mohou byt nezbytné pro
prevedeni prav k vynalezim na zadavatele,
¢i jinym zplsobem, aby umoznil zadavateli
pIné chranit jeho dusevni vlastnictvi.

Zakladni prava

Aby se predeslo pochybam, veSkera prava k
duSevnimu vlastnictvi a prava obdobného
charakteru, ktera jsou pfede dnem uzavfeni
této smlouvy vlastnéna zdravotnickym
zafizenim / zkou3ejicim, zadavatelem nebo
na néz ma zdravotnické zafizeni, zadavatel
Ci spole¢nost ICON pfede dnem uzavieni
této smlouvy licenci, zGstanou ve viastnictvi
pfisluSné smluvni strany.

DOBA TRVANi SMLOUVY A UKONCENI
SMLOUVY

Doba trvani smlouvy

Tato smlouvu bude ucinna podinaje dnem

ucinnosti do dokonc&eni klinického
hodnoceni, ukoneni aktivit spojenych
s timto klinickym hodnocenim na pracovisti a
spinéni zavazku smluvnich stran
vyplyvajicich ztéto smlouvy nebo do
okamziku dfivéjSiho ukonceni v souladu

s timto ¢lankem 8 (dale jen ,doba trvani
smlouvy®).

Ukonceni zdravotnickym zarizenim

klinické
pisemnou

zafizeni muze
kdykoli  ukongit

Zdravotnické
hodnoceni
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8.2.2

8.3

8.3.1

8.3.1.1

8.3.1.2

8.3.1.3

that shall become

effective at the time of delivery of
this notice to the other contracting
party, if in the Investigator's
reasonable opinion termination is
required to protect patient safety,
e.g. because of the occurrence of an
unexpected or Serious Adverse
Event.

The Institution may terminate the
Study at any time by written notice
that shall become

effective at the time of delivery of
this notice to the other contracting
party if Sponsor commits a material
breach of this Agreement and has
not remedied that breach (if
remediable) within thirty (30) days of
receipt of written notice from the
Institution requiring remedy and
specifying the breach complained of.

Termination by Sponsor

Sponsor may terminate the Study
prior to completion by providing
written notice to the Institution which
shall become effective as of the time
of delivery of this notice to the
Institution for any of the following
reasons:

Notification by a  Regulatory
Authority to the Sponsor to terminate
the Study;

Without prejudice to the generality of
the rights of ICON under this Section
8.3.1 of this Agreement, the
Institution acknowledges that the
Study forms part of a multi-centre
clinical trial for which recruitment is
competitive and that the Study may
accordingly be terminated by
Sponsor prior to recruitment of the
number of Qualifying Participants
stated in the Protocol or Appendix 2
to this Agreement;

Determination by the Sponsor
and/or ICON that the Investigator,
after reasonable opportunity, is
unable for any reason, to
satisfactorily perform the Study as
required in the Protocol and this
Agreement including without
limitation the circumstances set out
in Section 5.1.2;

vypovédi, jejiz ucinky
nastanou okamzikem doruceni této vypovédi
druhé smluvni strané, pokud je podle
pfiméfeného Usudku zkouSejiciho takové
ukongeni nutné pro ochranu bezpelnosti

pacient, napr. z davodu vzniku
neoCekavané nebo zavazné nezadouci
pfihody.

Zdravotnické  zafizeni muUze  klinické
hodnoceni  kdykoli  ukon&it  pisemnou
vypoveédi, jejiz ucinky

nastanou okamzikem doruceni této vypovédi
druhé smluvni strané, jestlize se zadavatel
dopusti zavazného poruSeni této smlouvy a
toto poruSeni nenapravi (je-li napravitelné)
do ftficeti (30) dnd od obdrzeni pisemného
oznameni zdravotnického zafizeni, které
pozaduje napravu a specifikuje pfislusné
poruseni.

Ukoncéeni Zadavatelem

Zadavatel mGze ukongit klinické hodnoceni
pred jeho dokonéenim dorucenim
pisemného  oznadmeni  zdravotnickému
zafizeni, jehoz ucinky
nastanou okamzikem doruceni tohoto
oznameni zdravotnickému zafizeni, a to
z kteréhokoli z dale uvedenych divodu:

oznameni kontrolniho Gfadu o ukonceni
klinického hodnocent;

aniz by byla dotena obecna platnost prav
spole¢nosti ICON podle tohoto ¢lanku 8.3.1
této smlouvy, zdravotnické zafizeni bere na
védomi, ze klinické hodnoceni tvofi soucast
multicentrické klinické studie, pro kterou je
nabor uskuteCfiovan kompetitivng, a ze
klinické  hodnoceni mulze byt tudiz
zadavatelem ukonceno pfed naborem poctu
zpusobilych Ucastnikd hodnoceni
uvedeného v protokolu nebo pfiloze €. 2 této
smlouvy;

rozhodnuti zadavatele a/nebo spolecnosti

ICON, ZzZe =zkouSejici, pfestoze mu byla
poskytnuta pfiméfena pfilezitost, neni
z jakéhokoli ddvodu schopen uspokojivé

provést klinické hodnoceni tak, jak poZaduje
protokol a tato smlouva, mimo jiné vcéetné
okolnosti stanovenych ve ¢lanku 5.1.2;
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8.3.14

8.3.1.5

8.3.1.6

8.3.1.7

8.3.2

8.4

8.4.1

8.5

8.5.1

In the event that the Institution
commits a breach of this Agreement
and has not remedied that breach (if
remediable) within thirty (30) days of
receipt of written notice from
Sponsor requiring remedy and
specifying the breach complained of;

In the event that the Institution
commits a breach of Section 12.13
of this Agreement;

If Institution is declared or becomes
insolvent, files a petition for
protection from its creditors under
any applicable bankruptcy laws,
becomes subject to an involuntary
bankruptcy proceeding, makes an
assignment for the benefit of its
creditors, or has an administrator or
receiver appointed over all or any
part of its assets or ceases or
threatens to cease to carry on its
business; and

Under the circumstances set out in
Section 3.15 above.

Sponsor may terminate the Study at
any time prior to completion by
providing thirty (30) days written
notice without cause to the
Institution. This thirty day period
starts as of the day of delivery of
such notice to the Institution

Termination of this Agreement

In the event that the Study is
terminated then this Agreement shall
automatically terminate with
immediate effect.

Obligations of the Institution after

v pfipadé, Ze =zdravotnické zafizeni tuto
smlouvu a toto porusSeni nenapravi (je-li
napravitelné) do fficeti (30) dnd od obdrzeni
pisemného oznameni spole¢nosti ICON,
které vyzaduje napravu a specifikuje
pfislusné poruseni;

v pfipadé, Ze zdravotnické zafizeni porusi
¢lanek 12.13 této smlouvy;

pokud se zdravotnické zafizeni dostanou do
insolvence nebo podaji navrh na ochranu

pfed véfiteli podle platnych zakonl o
konkurznim fizeni, budou podléhat
nedobrovolnému konkurznimu fizeni,

provedou postoupeni ve prospéch svych
véfitell, maji ur€eného spravce konkurzni
podstaty pro veSkery majetek &i jeho Cast
nebo prestanou vykonavat svou c¢innost i
pokud jim hrozi zastaveni €innosti; a

v situaci uvedené ve ¢&lanku 3.15 vyse.

Zadavatel mlGze bez uvedeni dlvodu ukondit
klinické hodnoceni kdykoli pfed jeho
dokonc&enim pisemnym oznamenim
zdravotnickému zafizeni se 30denni Ihatou,
ktera pocina bézet dnem doru€eni tohoto
oznameni zdravotnickému zafizeni.

Ukonéeni této smlouvy

V pfipadé, Ze dojde k ukon&eni klinického
hodnoceni, bude tato smlouva automaticky
ukongena s okamZitou uc€innosti.

Zavazky  zdravotnického  zafizeni  po

Termination

Immediately upon receipt of a notice
of termination, the Institution shall
ensure that the Investigator shall
stop entering potential patients into
the Study and shall cease
conducting procedures, to the extent
medically and ethically permissible,
on patients already entered into the
Study.

ukond&eni klinického hodnoceni

Po obdrzeni oznameni o ukonceni klinického
hodnoceni, zdravotnické zafizeni zajisti, ze
zkousejici neprodlené ukonéi zafazovani
potencidlnich  pacientd do  klinického
hodnoceni a pfestane u pacientd, ktefi jiz do
klinického hodnoceni byli zafazeni, provadét
Ukony v mife lékafsky a eticky pFipustné.
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8.5.2

9.1

9.1.1

9.111

9.1.1.2

9.1.1.3

In the event of early termination of
this Agreement by the Sponsor or
the Institution and subject to an
obligation on the Institution to
mitigate any loss, Sponsor shall pay
all third party costs incurred and
falling due for payment up to the
date of termination, and also all non-
cancellable third party expenditure
falling due for payment after the date
of termination which arises from
commitments reasonably and
necessarily incurred by the
Institution for the performance of the
Study prior to the date of notice of
termination, and agreed with the
Sponsor. No further compensation
shall be payable to Institution or
Investigator.

DEBARMENT CERTIFICATION

Representation

The Institution represents that it, the
Investigator and/or the  Study
Personnel who will be rendering
services to the Sponsor, have never
been:

debarred , disqualified, restricted in
their ability to practice medicine, or
convicted of a crime for which a
person can be debarred under any
Regulations including but not limited
to 21 U.S.C. § 335a (hereinafter
335a), or the Generic Enforcement
Act of 1992, Sections 306(a) or (b),
or

threatened to be debarred or
indicted for a crime or otherwise
engaged in conduct for which a
person can be debarred under
Regulations, or

involved in any civil, criminal or
regulatory litigation or investigation,
arbitration proceedings that
reasonably affect their involvement
in the Study, and that no data
produced by them in any previous
clinical study in which they have
been involved have been rejected

V pfipadé predCasného ukonéeni této
smlouvy zadavatelem nebo zdravotnickym
zafizenim a v zavislosti na povinnosti
zdravotnického zafizeni zmirnit jakoukoli
ztratu, zadavatel uhradi vSechny néaklady
tfetich stran, které vznikly a staly se k datu
ukoneni smlouvy splatnymi, a rovnéz
v8echny nezrusitelné vydaje tretich stran,
které se stanou splatnymi po datu ukonc&eni
této smlouvy a vyplyvaji ze zavazku, které
zdravotnickému  zafizeni pfi  provadéni
klinického hodnoceni divodné a nezbyiné
vznikly pfed datem ukonceni a které byly
dohodnuty se zadavatelem. Na zadnou dalsi
kompenzaci nema zdravotnické zafizeni ani
zkouSejici narok.

POTVRZENI TYKAJICi SE VYLOUCENI
ZPUSOBENi VE FARMACEUTICKEM
PRUMYSLU

Prohlaseni

Zdravotnické zafizeni prohlasuje, ze nebylo
a ze zkousSejici a/nebo pracovnici klinického
hodnoceni, ktefi budou poskytovat sluzby
zadavateli, nikdy nebyli:

vylou€en/vylou&eni z pusobeni ve
farmaceutickém  primyslu, nebyla jim
pozastavena ani omezena  moznost
vykonavat |ékafskou profesi, ani nebyli
odsouzeni za trestny ¢in, v dusledku néhoz
mulze byt osoba vylou¢ena z plsobeni ve
farmaceutickém primyslu podle pravnich
predpisl, mimo jiné véetné 21 U.S.C. § 335a
(dale jen 335a) nebo zakona USA o
vymahani prava v oblasti generickych léku
(Generic Enforcement Act) z roku 1992,
odstavec 306, pismeno a) nebo (b); ani

mu/jim nehrozilo vylou€eni z pusobeni ve
farmaceutickém pramyslu nebo obvinéni
z trestného ¢&inu, ani nebyli jinak ucastni
jednani, pro které jednotlivec muze byt podle
pravnich pfedpist vyloucen;

zapojeni do obcanskopravniho ¢&i trestniho
sporu, sporu s kontrolnim  Gfadem,
vySetfovani &i rozhodCiho Fizeni, které by
mély vliv na jejich u€ast v klinickém
hodnoceni a Ze Z4dné udaje, jez jimi byly
vytvofeny v jakékoli pfedchozi klinické studii,
jiz se ucastnili, nebyly odmitnuty kvuli
obavam o jejich pfesnost nebo zjinych
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9.1.14

9.2

9.21

9.3

9.3.1

9.4

94.1

10

10.1

10.1.1

because of concern as to its
accuracy or bona fide nature, or

disciplined by and/or banned by a
regulatory body from carrying out
clinical trials.

Notification of Debarment

The Institution agrees that he/she/it
shall notify the Sponsor in the event
of any such debarment, conviction,
threat or indictment referred to in
Section 9.1 above.

Not to Employ

During the term of this Agreement,
the Institution agrees not to employ
or otherwise engage any Study
Personnel who has been debarred
or convicted of a crime for which a
person can be debarred.

Certification

Upon request by Sponsor, from time
to time the Institution shall certify to
Sponsor in writing the Institution’s

compliance with the foregoing
provisions.
INDEMNIFICATION AND

INSURANCE

Sponsor Indemnity

Subject to Section 10.3.1, Sponsor
shall indemnify, defend and hold
harmless the Institution and its
officers, directors, trustees,
employees (including Investigator)
and agents (the “Study Center
Indemnitees”), from and against any
and all losses, damages, liabilities,
court costs, and expenses paid to
third parties (including reasonable
attorney’s fees) (collectively,
“Liabilities”) as a result of a claim,
action, or suit, in each case brought
by a third party (each, a “Claim”)
which may be made or instituted
against any of them by reason of
personal injury, including death, to
any person, or damage to property,
arising out of, or caused directly by,
the Investigational Agent or its use

vaznych divodd, ani

potrestan/potrestani  kontrolnim  Ufadem
nebo vylou€en/vylou€eni kontrolnim urfadem
z provadéni klinickych studii.
Oznameni o vylouceni z pusobeni ve
farmaceutickém primyslu

Zdravotnické zarizeni souhlasi s tim, ze
bude informovat zadavatele v pfipadé
takového vylou€eni, obvinéni, odsouzeni &i
jejich hrozby, jez jsou uvedeny ve ¢lanku 9.1
vyse.

Zavazek nezaméstnavat

Bé&hem trvani této smlouvy se zdravotnické
zafizeni zavazuje, ze nezaméstna ani jinak
smluvné nezavaze pracovniky klinického
hodnoceni, ktefi byli vylou¢eni z plsobeni ve
farmaceutickém primyslu nebo odsouzeni
pro trestny ¢&in, pro ktery muaze dojit
k vylou€eni jednotlivce.

Potvrzeni

Zdravotnické zafizeni na zadost zadavatele
prileZitostné poskytne pisemné potvrzeni, Ze
dodrzuje vySe uvedend ustanoveni.

ODSKODNENI A POJISTENI

Odskodnéni zadavatelem

Zadavatel se podle ¢lanku 10.3.1 zavazuje
odSkodnit, ochranit a zbavit odpovédnosti
zkousejiciho a zdravotnické zafizeni a jeho
vedouci pracovniky, feditele, ¢leny spravni
rady, zameéstnance a zastupce (dale jen
,0S0by pracovisté zprosténé odpovédnosti)
za jakoukoli odpovédnost vUgi tretim
stranam za jakoukoli ztratu, poskozeni,
odpovédnost nebo soudni vydaje (vCetné
pfiméfenych vydaju na pravniho zastupce pfi
pravnich sporech) (souhrnné ,zavazky”) v
souvislosti s jakymikoli naroky tfetich stran,
Zalobami, ¢&innostmi, poZadavky nebo
soudnimi rozhodnutimi (souhrnné ,naroky*),
které by mohly byt u€inény nebo vyneseny
proti kterékoli z osob pracovisté v souvislosti
S o0sobnim  zranénim, vCetné smrti,
zkouSejicim nebo jeho pouzitim v souladu s
protokolem, kromé pfipadu v rozsahu, kdy
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in accordance with the Protocol;
except in each case to the extent
that Institution is obligated to
indemnify Sponsor for such Claims
under Section 10.3.1 below.

10.2 Insurance

10.2.1 The Institution shall maintain a level
of insurance, which is both
commercially reasonable and in
accordance with Regulations.

Upon request by Sponsor, the
Institution shall produce written
evidence of appropriate insurance
coverage for its responsibilities and
liabilities under this Agreement,
which insurance coverage shall also
comply with all Regulations or,
alternatively, if applicable insurance
is provided by a governmental
agency, the Institution shall satisfy
all  requirements necessary to
remain eligible for such
governmental insurance.

10.2.2 The Parties to the
acknowledge that the
responsible for the costs of
treatment incurred on account of
injury to health of the trial subjects
caused by the specific nature of the
medication, except to the extent that
such injury is caused by the
reckless, negligience, or intentional
acts of the Insitution, Investigator, or
the study staff. In accordance with
relevant Regulations, particularly Act
No. 378/2007 Coll., as amended, the
Sponsor shall arrange for insurance
of the trial subjects in the event of
injury to their health resulting from
the clinical Study prior
commencement of the clinical Study
and maintain this insurance during
the whole term of the clinical Study.
The insurance shall be concluded
with an entity authorized pursuant to

Agreement
Sponsor is

appropriate legal Regulations. In
accordance with relevant local
Regulations the Sponsor shall

further arrange for liability insurance
for the Investigator and for the
Sponsor itself prior commencement
of the clinical Study and maintain

zkouSejici a zdravotnické zafizeni jsou
povinni odsSkodnit zadavatele za tyto naroky
podle ¢lanku 10.3.1 nize.

Pojisténi
Zdravotnické zafizeni bude udrzovat
v platnosti  pojisténi, jehoz vy3e je

z obchodniho hlediska dostacujici a je
v souladu s pravnimi pfedpisy.

Na zakladé zadosti zadavatele Zdravotnické
zafizeni  prfedlozi pisemny doklad o
pfisluSném  pojisténi  pokryvajicim  jeho
odpovédnost a zavazky vyplyvajici z této
smlouvy. Takové pojistné kryti bude rovnéz
v souladu se vdemi pravnimi predpisy, nebo
pokud pfislusné pojisténi bude poskytovano
vladnim organem, zdravotnické zafizeni
bude splfiovat vdechny pozadavky nezbytné
k tomu, aby si na pojisténi poskytované
vladnim organem zachovalo narok.

Smluvni strany berou na védomi, Ze
zadavatel odpovida za naklady na |écbu
posSkozeni zdravi subjektd hodnoceni,
zpusobeného zvlastni povahou léciva, nikoli
vSak v rozsahu, v némzZ je takové poSkozeni

zpusobeno lehkovaznosti, nedbalosti i
umysinym jednéanim zdravotnického
zafizeni, zkou$ejiciho nebo pracovniki

studie. V souladu s pfisluSnymi pravnimi
predpisy, zvlasté zakonem ¢&. 378/2007 Sb.,
ve znéni pozdéjSich predpisli, zadavatel
zajisti pfed zahajenim klinického hodnoceni
na celou dobu provadéni Kklinického
hodnoceni  smluvni  pojisténi  subjektd
hodnoceni pro pfipad Ujmy na zdravi v
diUsledku provadeéni klinického hodnoceni, a
to u osoby ktomu opravnéné podle
prisluSnych pravnich predpisi. Zadavatel
dale vsouladu s pfisluSnymi  pravnimi
predpisy zajisti pfed zahajenim klinického
hodnoceni na celou dobu provadéni
klinického hodnoceni smluvni pojisténi
odpovédnosti za Skodu pro zkousejiciho a
sam pro sebe, a to u osoby ktomu
opravnéné podle pfislusnych pravnich
predpisli. Kopie potvrzeni o pojisténi
zkouSejiciho a zadavatele je pfilohou &. 3
této smlouvy.
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this insurance during the whole term
of the clinical Study. The insurance
shall be concluded with an entity
authorized pursuant to appropriate
legal Regulations. A copy of the
insurance of the Investigator and the
Sponsor forms Appendix 3 to this
agreement.

10.3 Institution Indemnity

10.3.1 The Institution acknowledges that
the Sponsor will not be responsible
for, and the Institution agrees to
indemnify and hold them harmless
Sponsor and its respective affiliates,
officers, directors, partners,
employees and agents from, any
liability, loss, claim, damages and
expense (including lawyers’ fees
and costs of suit) incurred by them
in connection with any and all third
party claim, suits, investigations or
demands to the extent caused by or
arising out of any actual or alleged
negligence recklessness, intentional
acts,, failure to adhere to the
Protocol, failure to obtain informed
consent, failure to comply with
applicable law, breach of this
Agreement or willful misconduct, of
the Institution, the Investigator, the
Study Personnel or any other person
who assists in conducting the Study,
in performing their obligations under
this Agreement.

10.3.2 Except for the indemnities rovided
hereunder, no Party to this
Agreement shall be liable for any
consequential or indirect damages
including any claim for loss of profits
or opportunity to any other Party.
The restriction of liability stipulated
in the preceding sentence shall not
be applied to any third party claim,
indemnification obligations
hereunder, nor any breach of the
intellectual  property rights  of
Sponsor or its principals, or any
breach of Confidential Information
obligations.

11 INSTITUTION COMPENSATION

11.1 Payments

Odskodnéni zdravotnickym zarizenim

Zdravotnické zafizeni bere na védomi, Ze
zadavatel nebudou odpovédni za jakykoli
zavazek, ztratu, narok, Skody a vydaje
(v€etné pravnickych poplatkGl a nakladd na
soudni  fizeni), které jim  vzniknou
v souvislosti s jakymikoli (a vS8emi) naroky,
soudnimi Fizenimi, Setfenimi i pozadavky
tretich stran, pokud jsou zplsobeny nebo

jsou dlsledkem skute¢né & domnélé
nedbalosti, lehkovaznosti, zameérného
jednani,nedodrzeni protokolu, neziskani
informovaného souhlasu, nedodrzeni

platného zakona, poruSeni této smlouvy
nebo zamérného pochybeni zdravotnického
zarizeni, zkousSejiciho, pracovnikl klinického
hodnoceni &  jakékoli osoby, ktera
napomaha  pfi provadéni  klinického
hodnoceni v ramci pInéni zavazkl podle této
smlouvy, a zdravotnické zafizeni souhlasi s
tim, ze za né spole¢nost ICON, zadavatele a
jejich  pfislusné pfidruzené spolecnosti,
vedouci pracovniky, Feditele, partnery,
zaméstnance a zastupce odSkodni a zbavi
odpovédnosti.

Kromé odSkodnéni podle této smlouvy
zadna strana této smlouvy neodpovida za
jakékoli nasledné ¢i nepfimé Skody, vcetné
naroku za usly zisk nebo pfilezitosti pro jinou
stranu. Omezeni odpovédnosti stanovené v
pfedchozi vété se nevztahuje na zadné
naroky tfetich stran, na povinnost poskytnout
od8kodnéni podle této smlouvy, na poruseni
prav zadavatele & jeho vedoucich
pracovnik(l k dusevnimu vlastnictvi ani na
poruSeni povinnosti zachovat divérnych
informaci.

ODMENA ZDRAVOTNICKEHO ZARIZENi

Platby

CR845-CLIN3103_TLG903 - Czech Republic - Master Bipartite Agreement- final_Cara_28Jan2019_cs-CZ_1Feb2019

34 0of 71



European Master Bipartite Institution— Czech CTA / Evropska vzorova dvoustranna smlouva se
zdravotnickym zafizenim o provedeni klinického hodnoceni, ¢estina

1111 CRO, on Sponsor’s behalf, shall pay
for each Satisfactorily Completed
Case (as defined in Section 11.1.2
below) in accordance with Appendix
2 to this Agreement. The
Institution/Investigator shall ensure
that such invoices are sent to ICON
within 60 days of the expense being
incurred.

11.1.2 A “Satisfactorily Completed Case”
shall be one in which a patient is a
Qualified Participant, has completed
the specified Study period, and has
been evaluated in accordance with
the Protocol. If a patient is
discontinued for reasons stipulated
in the Protocol, the Institution shall
be paid a prorated rate for work
completed in accordance with
Appendix 2. A screen failure is
defined as a Qualified Participant
that completes screening visit (visit
1but does not enroll into the Study.
Payment for screen failures will be
capped at 1 for every 5 randomized
participants with a max of 3
participants.

11.1.3 Payments under Section 11.1.1
above will be made within ninety
(90) days following receipt by
Sponsor of the Case Report Form
completed in accordance with
Section 3.7 above. Final payment
will not be made until all queries are
resolved.

11.1.3.1 The Parties agree that the
compensation payable to the
Institution and the Investigator in
connection with this Study shall be
paid by CRO on Sponsor’s behalf in
accordance with the following
division:

|

I
11.1.4 Payment should be made payable
to:

Beneficiary name: Nemocnice ve
Frydku-Mistku, p.o.

Beneficiary address: El
Krasnohoroské 321, Frydek

738 01 Frydek-Mistek

hereinafter called the “Payee”).

CRO jménem zadavatele provede platby za
kazdy uspésné dokonceny prfipad (ktery je
definovan v ¢lanku 11.1.2 nize) v souladu
s pfilohou &. 2 této smlouvy. Zdravotnické
zafizeni / zkouSejici zajisti, Zze takové faktury
budou spole¢nosti ICON zasilany do 60 dni
ode dne vzniku vydaje.

,Usp&sné dokong&eny ptipad” je pfipad, kdy
je pacient zpUsobilym Ucastnikem
hodnoceni, ktery dokongil dobu uréenou pro
klinické hodnoceni a byl vyhodnocen
v souladu s protokolem. Pokud pacient
v klinickém hodnoceni nepokracéuje z duvod
uvedenych % protokolu, bude
zdravotnickému zafizeni uhrazena pomérna
Cast platby za praci provedenou v souladu
s pfilohou €. 2. NeuspéSny screening je
definovan jako zpuUsobily subjekt hodnoceni,
ktery absolvuje screeningovou navstévu
(navstéva 1), ale neni zafazen do klinického
hodnoceni. Maximalni vySe platby za
neuspésné screeningy bude 1 platba na
kazdych 5 randomizovanych subjektd
hodnoceni a max. 3 subjekty hodnoceni.

Platby podle ¢&lanku 11.1.1 vy3e budou
provedeny do devadesati (90) dni ode dne,
kdy Zadavatel obdrzi zadznam subjektu
hodnoceni vyplnény v souladu se ¢lankem
3.7 wvySe. ZavéreCnad platba nebude
provedena, dokud nebudou vyfeSeny
vSechny dotazy a pfipominky.

Strany souhlasi, Ze kompenzace za
provedeni této smlouvy zdravotnickym
zafizenim a zkouSejicim v souvislosti s touto
studii zaplati CRO jménem zadavatele a to
tak, ze plnéni rozdéli:

|
|
Platba bude provedena ve prospéch:

Jméno pfijemce: Nemocnice ve Frydku-
Mistku, p.o.

Adresa pfijemce: El. Krasnohoroské 321,
Frydek

738 01 Frydek-Mistek

(dale jen ,pfijemce platby”). Faktury budou
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Invoices will be made out in the
name of Sponsor. . The Institution
acknowledges and agrees that the
Payee is the proper payee under
this Agreement. If the Institution
wishes to be paid via bank transfer it
must complete the Beneficiary Form
attached at Appendix 4 hereto.

11.1.5 In the following limited
circumstances Value Added Tax or
an equivalent sales tax (“VAT”) shall
be added to any sums stated in
Appendix 2:

11.1.5.1 where VAT arises and Sponsor is

legally accountable for the same;

11.1.5.2
where the Institutionhas listed
its/his/her VAT number below; and

11.1.5.3 upon receipt of a valid VAT invoice.
All other taxes are included in the
sums stated in Appendix 2.
VAT

Institution Number:

Cz00534188
11.1.6 For the avoidance of doubt all
charges and/or fees imposed by the
Institution’s banks shall be for the
account of the Institution, CRO, on
Sponsor’s behalf, will have no
obligation to discharge the same or
any other similar administrative
charges.
11.1.7
CRO, on Sponsor’s behalf, may be
required by law and/or the relevant
tax authority to deduct certain
withholding taxes from payments
made to Institution (“Withholding
Taxes”). If and to the extent CRO
applies Withholding Taxes to
payments to the Payee and correctly
remit the amount of any such
Withholding Taxes to the relevant
tax authority, CRO will be regarded
for the purposes of determining the
amount owed by CRO to Payee as
having discharged their liability to
the Payee in an amount equal to the
amount of any such Withholding
Taxes correctly deducted and
remitted. Where required to do so
under applicable legislation CRO
shall provide Payee with certification

vystaveny na jméno zadavatele.
Zdravotnické zafizeni bere na vé&domi a
souhlasi s tim, Ze pfijemce platby je fadnymi
prijemce platby podle této smlouvy. Pokud si
zdravotnické zafizeni pfeje, aby mu platby
byly poukazovany bankovnim pievodem,
musi vyplnit formulaf Bankovni detaily
pfijemce platby, ktery tvofi pfilohu €. 4 této
smlouvy.

V dale uvedenych omezenych pfipadech
bude k veSkerym <&astkam uvedenym v
pfiloze 2 pfi¢tena dan z pfidané hodnoty
(,DPH®) nebo ekvivalentni dar z prodeje:

tam, kde vznika DPH, a zadavatel je za ni ze
zakona odpovédna,

tam, kde zdravotnické zafizeni uvedli své
DIC (viz nize), a

po obdrzeni platné faktury s uvedenou DPH.
VSechny ostatni dané jsou zahrnuty do
Castek uvedenych v pfiloze 2.

DIC zdravotnického zafizeni: CZ00534188

Aby se zabranilo pochybam, budou vSechny
sazby a/nebo poplatky uétované bankami
zdravotnického zafizeni hrazeny
zdravotnickym zafizenim, CRO jednajici
jménem zadavatele nebude povinna tyto
poplatky ani jiné podobné administrativni
poplatky hradit.

CRO jednajici jménem zadavatele mlze byt
ze zakona a/nebo na zadost pfisluSsného
finanéniho Gfadu povinna odecist nékteré
srazkové dané od plateb provedenych ve
prospéch zdravotnického zarizeni
(,srazkové dané“). Pokud CRO uplatni
jakékoli srazkové dané na platby ve
prospéch pfijemce platby a spravné poukaze
Castku takovych srazkovych dani
prisluSnému finanénimu ufadu, bude se mit
za to, ze je CRO pro ucely ureni Castky,
kterou ma uhradit pfijemci platby, zbavena
svého zavazku vUc¢i pfijemci platby ve vysSi
rovnajici se vysi jakychkoli sréZzkovych dani
spravné odeltenych a  poukazanych
finanénimu Ufadu. Tam, kde to vyzaduje
platna legislativa, poskytne CRO pfijemci
platby osvéd€eni o vysi takovych srdZkovych
dani uhrazenych ve formé pfijatelné podle
pfislusné legislativy.
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11.2

1121

11.2.2

11.3

1131

11.3.2

of the amount of such Withholding
Taxes remitted in a form acceptable
under relevant legislation.

Non-Payment

Unless otherwise agreed in writing
Sponsor or the CRO on its behalf,
shall make no payment for patients
whom the Investigator entered into
the Study in violation of the Protocol
(i.e. the patient is not a Qualified
Participant).

Unless otherwise agreed in writing
no payments shall be made by
Sponsor or the CRO on its behalf, in
relation to patients with respect to
whom violations of the Protocol have
occurred, either for visits at which
Protocol variations occurred or for
any subsequent visits.

Return of Funds

If the Study is discontinued for any
reason it is agreed that the amounts
paid or payable under this Section
11 shall be prorated based on actual
work duly performed pursuant to the
Protocol in accordance  with
Appendix 2 to this Agreement. Any
funds not due under this calculation,
but already paid, shall be returned to
Sponsor or the CRO on its behalf,
within thirty (30) days of the date of
termination of the Study. If Institution
fails to do so, Sponsor or the CRO
on its behalf,, in its sole discretion,
may apply such unearned sums to

payments  otherwise due in
connection with Institution’s
participation in another Sponsor

study or may pursue other available
remedies.

If during the course of the Study,
Sponsor or the CRO on its behalf,
pays an amount in excess of actual
work duly performed, any funds not
due under this calculation, but
already paid, shall be returned to
Sponsor or the CRO, within thirty
(30) days of a written request by
Sponsor or the CRO. If Institution
fails to do so, Sponsor or the CRO
on its behalf, in its sole discretion,
may suspend further payment until
the amount has been returned, or

Neprovedeni plateb

Pokud neni pisemné dohodnuto jinak, CRO
jednajici jménem zadavatele neprovede
zadnou platbu za pacienty, které zkousejici
zaradil do klinického hodnoceni v rozporu s
protokolem (tj., pacient neni zpUsobilym
ucastnikem hodnoceni).

Pokud neni pisemné dohodnuto jinak, CRO

jednajici jménem zadavatele neprovede
zadnou platbu tykajici se pacientd,
v souvislosti s nimiz doslo  k poruseni

protokolu, a to za navstévy, pfi nichz doslo
k odchyleni od protokolu, nebo za jakékoli
nasledné navstévy.

Vraceni finanénich prostredk

Pro pfipad, Ze je klinické hodnoceni
z jakéhokoli dlvodu predcasné ukonceno,
se smluvni strany dohodly, ze Ccastky
zaplacené Ci splatné podle ¢lanku 11 budou
stanoveny pomérné na zakladé skutecné
prace fadné provedené podle protokolu
v souladu s pfilohou ¢&. 2 této smlouvy.
Jakékoli finan&ni prostfedky, které podle této
kalkulace nejsou splatné, ale byly jiz
zaplaceny, budou CRO jednajici jménem
zadavatele vraceny do ftficeti (30) dni od
data ukoné&eni klinického hodnoceni. Pokud
tak zdravotnické zafizeni neucini, CRO
jednajici jménem zadavatele muze podle
svého vyhradniho uvazeni pouzit takové
nezaplacené ¢astky na platby, které jsou

jinak  splatné v souvislosti s  uCasti
zdravotnického zafizeni v jiné studii
zadavatele, nebo muze uplatnit dalSi

dostupné opravné prostfedky.

Pokud CRO jednajici jménem zadavatele
béhem klinického hodnoceni zaplati ¢astku
prevysujici &astku odpovidajici skuteéné
fadné vykonané praci, jakékoli finan¢ni
prostfedky, které nejsou podle této kalkulace
splatné, avsak byly uz zaplaceny, budou
CRO jednajici jménem zadavatele vraceny
do fficeti (30) dnli od pisemné zadosti CRO
jednajici jménem zadavatele. Pokud tak
zdravotnické zafizeni neucini, CRO jednajici
jménem zadavatele muize podle svého
vyhradniho uvazeni pozastavit dalSi platbu
do vraceni této ¢astky, nebo muze Castku
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offset the amount against future
work under Agreement (if possible),
or apply such unearned sums to
payments  otherwise due in
connection with Institution
participation in another Sponsor or
the CRO study or may pursue other
available remedies.

11.4 Pass-through Costs

114.1 Sponsor agrees to pay the pass-
through costs set out in Appendix 2
in arrears upon production by the
Institution of adequate written
evidence that such costs have been
incurred. The Institution shall ensure
that such invoices are sent to
Sponsor or the CRO within sixty (60)

days of the expense being incurred.

11.5 All costs

115.1 The payments listed above and
more fully described in Appendix 2
represent all Study costs, and no
other moneys shall be payable upon
termination or otherwise.

11.5.2 Institution agrees that the
compensation received under this
Agreement does not exceed the fair
market value of the services
Institution is providing, and that no
payments are being provided to
Institution for the purpose of
inducing Institution or Investigator to
purchase or prescribe any drugs,
devices or products. Institution
agrees that Institution and
Investigator will not bill any patient,
insurer, or governmental agency for
any items, visits, services or
expenses provided or paid for by
Sponsor or the CRO on its behlf .
Institution ~ further agrees that
Institution and Investigator will not
provide any money or item of value
to any government official or
representative to improperly
influence government actions.

1153 The Institution shall ensure that
financial controls are in place and
that payments and transfers of value
are reasonable and consistent with
fair market value in the relevant
jurisdiction.

zapocist oproti budouci praci podle této
smlouvy (je-li to mozné), nebo mlze pouzit
takové nezaplacené Castky na platby, které
jsou jinak splatné v souvislosti s ucasti
zdravotnického zafizeni v jiné studii CRO
jednajici jménem zadavatele, nebo muze
uplatnit dal§i dostupné opravné prostiedky.

Prefakturované naklady

Zadavatel souhlasi s tim, Zze uhradi dosud

nezaplacené prefakturované naklady
stanovené v pfiloze ¢. 2 na zakladé
predlozeni odpovidajicich pisemnych
dokumentt zdravotnickym zafizenim

dokladajicich, ze takové naklady vznikly.
Zdravotnické zafizeni zaijisti, Ze takové
faktury budou zaslany CRO jednajici
jménem zadavatele do Sedesati (60) dnl od
vzniku vydaje.

Veskeré naklady

Platby uvedené vySe, které jsou presnéji
popsany v pfiloze €. 2, predstavuji veskeré
naklady souvisejici s klinickym hodnocenim;
a zadné dalSi finanéni c¢astky nebudou
splatné po ukonceni klinického hodnoceni
ani jinak.

Zdravotnické zafizeni souhlasi stim, Zze
odména obdrzend podle této smlouvy
nepfevysi spravedlivou trzni hodnotu sluzeb
poskytovanych zdravotnickym zafizenim a
Ze platby nejsou zdravotnickému zafizeni

poskytovany proto, aby zdravotnické
zafizeni nebo zkouSejici zakoupili nebo
prfedepsali jakékoli Iéky, zdravotnické

prostfedky €i vyrobky. Zdravotnické zafizeni
souhlasi stim, Ze nebudou Zzadnému
pacientovi, pojistovateli ani statnimu organu
uctovat polozky, navstévy, sluzby &i vydaje
uhrazené CRO jednajici jménem zadavatele.
Zdravotnické zafizeni dale souhlasi s tim, ze
neposkytnou Zadné finanéni prostfedky ani
hodnotnou véc Zadnému statnimu
Ufednikovi ¢&i zastupci s cilem nevhodné
ovlivnit viadni kroky.

Zdravotnické zafizeni zajisti, ze budou
v praxi zavedena pravidla finan¢ni kontroly a
ze platby a pfevody hodnot budou pfiméfené
a budou odpovidat spravedlivé trzni hodnoté
v pfisludné jurisdikci.
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11.6 Budget Non-Disclosure

11.6.1 To the extent possible under the
Regulations and other applicable
law the Institution shall consider all
budget information as confidential
and shall discuss such information
exclusively with the Sponsor. Any
discussion of this Agreement or its
budget terms by the Institution with
any third party may be treated by
Sponsor as an irremediable breach
for the purposes of Section 8.3.1.5
above.

12 GENERAL PROVISIONS

12.1 Assignment

12.1.1 The Institution may not assign its
rights and/or delegate its obligations
under this Agreement without the
prior written consent of Sponsor,
which  consent shall not be
unreasonably withheld.  Sponsor
shall have the power to assign this
Agreement without the Institution
consent.

12.2 Waiver

12.2.1 A waiver by either Party of any term
or condition of this Agreement in any
instance shall not be deemed or
construed to be a waiver of such
term or condition for any similar
instance in the future or any
subsequent breach hereof. All rights,
remedies, undertakings, obligations
and agreements contained in this
Agreement are cumulative and none
of them shall be a limitation of any
other remedy, right, obligation or
agreement.

12.3 Notices

12.31 Notices under this Agreement shall
be in writing and considered
sufficient if delivered personally,
sent by registered mail with return
receipt, sent by recognized
overnight courier service, by telefax
transmission, or by electronic mail to
a Party's email address that a Party
has provided below addressed as
follows:

12.3.1.1 If to Sponsor

Nezverejnéni rozpoctu

V rozsahu pfipustném podle pravnich
predpisi a dalSich platnych zakond bude
zdravotnické zafizeni povazovat veSkeré
informace o rozpoétu za divérné a bude o
téchto informacich hovofit vyhradné se se
zadavatelem. Jakakoli diskuse
zdravotnického zafizeni o této smlouvé nebo
jejich rozpoc&tovych podminkach s jakoukoli
treti stranou mlze byt zadavatelem pro
ucely clanku 8.3.1.5 vySe povazovana za
nenapravitelné poruseni.

OBECNA USTANOVENI

Postoupeni

Zdravotnické zafizeni nesmi postoupit sva
prava a/nebo prevést své zavazky
vyplyvajici z této smlouvy bez predchoziho
pisemného souhlasu zadavatele, pfiCemz
jeho udéleni nebude bezdlGvodné odepieno.
Zadavatel mé pravo postoupit tuto smlouvu
bez souhlasu zdravotnického zafizeni.

Vzdani se narokl a prav

Vzdani se jakékoli podminky této smlouvy
kteroukoli ze smluvnich stran v zadném
pfipadé nebude povazovano za vzdani se
takové podminky v jakémkoli podobném
pfipadé vbudoucnu nebo pfi jakémkoli
nasledném porudeni této smlouvy ani tak
nebude interpretovano. VeSkera prava,
opravné prostiedky, ujednéni, zavazky a
dohody obsazené vtéto smlouvé jsou
kumulativni a zadné z nich nebude zakladat
omezeni jakéhokoli jiného opravného
prostfedku, pravo, zavazku €i dohody.

Oznameni

Oznameni podle této smlouvy budou
ucinéna pisemné a budou povazovana za
postacujici, pokud budou doru¢ena osobné,
odeslana doporuéenou postou s
doru¢enkou, expresni kuryrni  sluzbou,
faxem na nize uvedené adresy, nebo
elektronickou postou na e-mailovou adresu
smluvni strany, kterou strana uvedla nize:

Zaslani zadavateli
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12.31.2

124

12.4.1

125

12.5.1

12.6

12.6.1

Cara Therapeutics Inc.

4 Stamford Plaza, 107 Elm Street,
9™ Floor, Stamford, CT 06902, USA
Attention: Frédérique Menzaghi

If to the Institution

Nemocnice ve Frydku-Mistku, p.o.

El. Krasnohoroské 321, Frydek
738 01 Frydek-Mistek

|
I
]
]
Severability

The invalidity or unenforceability of
any provision of this Agreement
shall in no way affect enforcement of
any other provision of this
Agreement.

Relationship of Parties

Nothing herein shall be construed as
creating any association,
partnership, joint venture,
employment or the relationship of
principal and agent between the
Parties, it being understood that the
Instituton is an independent
contractor, and neither Party has the
authority to bind the other, nor the
other’s representatives, in any way.

Governing Law

This Agreement, and all disputes
and/or claims arising under this
Agreement, shall be interpreted and
governed by the laws of Czech
Republic, without regard to conflict
of laws principles.

Cara Therapeutics Inc.

4 Stamford Plaza, 107 Elm Street, 9" Floor,
Stamford, CT 06902, USA

Pokud budou adresovana Zdravotnickému
zarizeni

Nemocnice ve Frydku-Mistku, p.o.

El. Krasnohoroské 321, Frydek
738 01 Frydek-Mistek

Oddélitelnost jednotlivych ustanoveni
smlouvy

Neplatnost ¢i nevymahatelnost jakéhokoli
ustanoveni této smlouvy nebude mit
vzadném pifipadé vlv na jeji dalSi
ustanoveni.

Vztah smluvnich stran

Nic v této smlouvé nebude vykladano jako
vytvoreni jakéhokoli sdruzeni, partnerstvi,
spolecného  podniku, zaméstnaneckého
poméru nebo vztahu 2zmocnitele a
zmocnénce mezi smluvnimi stranami, ¢imz
se rozumi, Ze zdravotnické =zarizeni je
nezavisly smluvni partner a 2adna ze
smluvnich stran neni v zadném pfipadé
opravnéna zavazovat druhou stranu ani jeji
zastupce.

Rozhodné pravo

Tato smlouva a v8echny spory a naroky z ni
vyplyvajici se budou fidit a budou vykladany
v souladu se zakony Ceské republiky, a to
bez ohledu na principy kolize pravnich
norem.
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12.7 Entire Agreement

12.7.1 This Agreement including
Appendices, sets forth the entire
Agreement and  understanding
between the Parties hereto as to the
subject matter hereof and has
priority over all documents, verbal
consents or understandings made
between Sponsor and the Institution.
Any modification to this Agreement
must be in writing, signed by the
Parties, and identified as an
amendment, except for certain
mutually agreeable changes in the
Study budget in Appendix 2 as set
out in Section 12.7.2 below.

12.7.2 The following Study budget changes
may be documented by a
modification  letter signed by
Sponsor: (1) increases in the total
Study budget, with or without
modification of the payment
schedule, or (2) modification of the
payment schedule with no change in
total Study budget.

12.7.3 If there is any conflict between this
Agreement and any Appendices to
it, the terms of this Agreement
control. If there is any conflict
between this Agreement and the
Protocol, the Protocol will control as
to any issue regarding treatment of
Qualified Participants, and the
Agreement will control as to all other
issues.

12.8 Counterparts

12.8.1 This Agreement shall become
binding when any one or more
counterparts hereof, individually or
taken together, shall bear the
signatures of each Party hereto.

12.8.2 The Parties consent and agree that
their use of a key pad, mouse or
other electronic means to select an

item, button, icon or similar
act/action in  accepting  this
Agreement constitutes their
signature, acceptance and

agreement as if actually signed by
the Parties in writing. Furthermore,
the Parties agree that no certification
authority or other third party
verification is necessary to confirm
the validity of the Parties’ electronic

Celistvost smlouvy

Tato smlouva, v€etné pfiloh, pFedstavuje
Uplnou dohodu a ujednani mezi smluvnimi
stranami, pokud jde o jeji pfedmét a ma
pfednost pfed v3emi dokumenty, ustnimi
souhlasy €i ujednanimi mezi zadavatelem a
zdravotnickym zafizenim. Jakakoli Uprava
této smlouvy musi byt provedena pisemng,
podepsana smluvnimi stranami a oznacena
jako dodatek, kromé& nékterych vzajemné
dohodnutych zmén rozpoc€tu klinického
hodnoceni v pfiloze 2, jak je stanoveno v
¢lanku 12.7.2 nize.

Nasledujici zmény rozpoctu klinického
hodnoceni mohou byt doloZzeny dopisem
tykajicim se pfislusné Upravy podepsanym
zadavatelem: (1) narast celkového rozpoctu
studie s Upravou ¢€i bez  upravy
harmonogramu plateb nebo (2) dprava
harmonogramu plateb bez jakékoli zmény
celkového rozpoctu studie.

Pokud dojde k rozporu mezi touto smlouvou
a jeji pfilohou, jsou uréujici podminky této
smlouvy. Pokud dojde k rozporu mezi touto
smlouvou a protokolem, je urcujici protokol,
pokud jde o otazky tykajici se IéCby
zpusobilych subjektd hodnoceni, a smlouva,
pokud jde o vSechny ostatni zalezitosti.

Stejnopisy

Tato smlouva se stane pravné zavaznou,
jakmile je jeden nebo vice stejnopisl této
smlouvy, jednotlivé &i spole¢né, opatfeno
podpisy v§ech smluvnich stran.

Smiluvni strany souhlasi tim, ze pouziti
klavesnice, mysi nebo jinych elektronickych
prostfedkd k vybéru polozky, tlacitka, ikony
nebo podobny krok/postup pfi pfijeti této
smlouvy predstavuje jejich podpis, pfijeti a
souhlas, jako kdyby byla smlouva stranami
podepsana vlastnoru¢né. Smluvni strany
dale souhlasi s tim, Ze k potvrzeni platnosti
jejich elektronického podpisu neni nutné
ovéfeni Zadnym ovéfovacim ufadem ani
jinou tfeti stranou a Ze neexistence takového
osvédceni Ci ovéfeni trfeti stranou nijak
neovlivni vymahatelnost jeho pfijeti a/nebo
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signature; and that the lack of such
certification or third party verification
will not in any way affect the
enforceability of its acceptance
and/or signature or any resulting
contract between the Parties.

This Agreement may be executed in
any number of counterparts, each of
which shall be an original as against
any party whose signature appears
thereon, but all of which together
shall constitute but one and the
same  instrument. Copies  of
signatures sent by facsimile
transmission or via electronic
transmission shall be deemed to be
originals for all purposes under this
Agreement.

12.9 Survival

12.9.1 Sections in this Agreement relating
to obligations which have accrued or
that have application beyond the
term of this Agreement including
without limitation those relating to
confidentiality and  Confidential
Information, proposed or actual
inspections by a Regulatory
Authority, publications, intellectual
property, indemnification and use of
names and any provision required to
interpret and enforce the parties'
rights and obligations under this
Agreement to the extent required for
the full observation and performance
of this Agreement, shall survive any
termination of this Agreement.

12.10 Arbitration

The Parties have agreed that the
legal relationships arising under this
agreement shall be governed by the
valid laws and regulations of the
Czech Republic. The Parties agree
to assist each other in conducting
the Clinical Study and to resolve any
disputes or differences of opinion
about work procedures and methods
through their usual negotiations. The
Parties take note of and agree that
any disputes which are not settled
through cooperation shall come
under jurisdiction of the courts,,
unless they agree to arbitrate.

podpisu a/nebo jakykoli smluvni vztah mezi
smluvnimi stranami.

Tato smlouva muze byt vyhotovena v
jakémkoli poctu stejnopisll, z nichz kazdy
bude vugi kterékoliv smluvni strané, ktera jej
podepsala, pfedstavovat original, pficemz
v8echny tyto stejnopisy budou spolecné
pfedstavovat jeden a tentyz dokument.
Kopie podpisi zaslanych faxem nebo
elektronickou postou budou pro ucely této
smlouvy povazovany za originaly.

Pretrvani platnosti ustanoveni

Ustanoveni této smlouvy souvisejici se
zavazky, které vznikly nebo budou trvat i po
ukoné&eni platnosti této smlouvy, mimo jiné
v€etné zavazkl souvisejicich s micenlivosti
a divérnymi informacemi, navrhovanymi Ci
probihajicimi inspekcemi kontrolniho ufadu,
publikacemi, dusevnim vlastnictvim,
odskodnénim a pouzivanim jmen €i nazvu a
jakymikoli dalSimi ustanovenimi, ktera jsou
nezbytna pro vyklad a uplatiovani prav a
povinnosti  smluvnich stran podle této
smlouvy v rozsahu potfebném pro Uuplné
dodrzeni a plnéni této smlouvy, pFetrvaji i po
ukon&eni smlouvy.

Rozhodgdi fizeni

Smluvni strany se dohodly, Ze pravni vztahy
vzniklé z této smlouvy se Fidi platnymi
zékony a predpisy Ceské republiky. Smluvni
strany souhlasi stim, Ze si pfi provadéni
klinického hodnoceni budou vzajemné
pomahat a pfipadné spory a rozdilnost
nazoru na postup a zplsob praci budou Fesit
prostfednictvim  obvyklych  vzajemnych
jednani. Smluvni strany berou na védomi a
souhlasi s tim, ze jakékoli spory, které
nebudou vyfeSeny ve vzajemné spolupraci, ,
se budou fesit soudné, pokud se smluvni
strany nedohodnou na rozhod¢&im fizeni.
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12.11 Translation Inconsistency.

The original English version of this
Agreement has been translated
into Czech. In the event of
inconsistency or discrepancy
between the English version
and the Czech language version of
this Agreement, the Czech language
version shall prevail.

12.12 Compliance with applicable anti-
bribery/anti-corruption Regulations,
international trade compliance and

insider trading laws

12.12.1 The Parties acknowledge that they
are bound by all applicable
Regulations which may include
Foreign Corrupt Practices Act
(FCPA) and UK Bribery Act. The
Parties will not cause another Party
to be in breach of applicable
Regulations through any act as
described in this Section.

12.12.2 In performing the Study and or
services under this Agreement, the
Institution (and their employees and
agents): (i) agree(s) that it has not
and shall not, directly or indirectly,
offer to make, promise, authorize or
accept any payment or anything of
value, including bribes, gifts and/or
donations to or from any public
official, Regulatory Authority or
anyone else for the improper
purpose of influencing, inducing or
rewarding any act, omission or
decision in order to secure an
improper advantage, including to
obtain or retain business; and (ii)
shall comply with all applicable anti-
corruption and anti-bribery laws,
regulations and industry and
professional codes of practice. The
Institution  shall notify Sponsor
immediately upon becoming aware
of any breach under this Section.

12.12.3 For the purpose of monitoring
compliance with applicable
Regulations and the terms of this

Section, Institution agree(s) that

Rozpory v prekladu smlouvy

Originalni anglickda verze smlouvy byla
pfelozena do Ceského jazyka. V pfipadé
jakékoli nekonzistentnosti ¢i rozporll mezi
Ceskou a anglickou verzi smlouvy je
rozhodujici verze v ¢eském jazyce.

Dodrzovani platnych protikorup&nich
pravnich predpist a pravnich predpist o boji
s Uplatkarstvi, pravidel mezinarodniho
obchodu a zakonl o zneuziti davérnych
obchodnich informaci

Smluvni strany berou na védomi, ze jsou
povinny dodrzovat veSkeré platné pravni
pfedpisy, mimo jiné v€etné zakona proti
korup€nim praktikdm v zahrani¢i (Foreign
Corrupt Practices Act, FCPA) a britského
zékona o boji proti korupci a uplatkarstvi (UK
Bribery Act). Smluvni strany se nedopusti
jednani popsaného v tomto &lanku, které by
vedlo k poruseni platnych pravnich pfedpist
jinou smluvni stranou.

Zdravotnické zafizeni (a jehozaméstnanci
a zastupci) souhlasi s tim, Ze pfi provadéni
klinického hodnoceni a sluzeb sjednanych
vtéto smlouvé (i) pfimo ani nepfimo
nenabidnou, nepfislibi a neschvali jakoukoli
platbu ani jakykoli hodnotny dar, tedy mimo
jiné uplatky, vécné ¢i finan¢ni dary, statnim
urednikdm, kontrolnimu ufadu ani komukoli
jinému s cilem podvodné ovlivnit, motivovat
¢i odménit jejich jednani, rozhodnuti Cdi
opomenuti za UCelem dosazeni nepatficné
vyhody, napfiklad ziskani zakazky i
prodlouZeni spoluprace, Ze takovéto platby
¢i dary od uvedenych subjektd nepfijmou
aze se takového jednani v souvislosti
s klinickym  hodnocenim nedopustili  ani
v minulosti a (ii) ze budou dodrzovat veskeré
platné protikorupéni a protiuplatkarské
zakony, pfedpisy a oborové a profesni
kodexy.  Zdravotnické  zafizeni  bude
0 jakémkoli poruseni povinnosti
definovanych vtomto ¢lanku, onémz se
dozvi, bezodkladné informovat zadavatele
klinického hodnoceni.

Pro ucely monitorovani dodrzeni platnych
pravnich predpisli a podminek tohoto ¢lanku
zdravotnické zafizeni souhlasi stim, Ze
zadavatel bude mit pravo provést kontrolu i
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12.12.4

12.12.5

12.12.6

12.12.7

12.12.8

Sponsor shall have the right to
conduct an investigation or audit of
payments and/or transfers of value
made by the Institutionor
Investigator related to the Study.

The Institution shall cooperate , and
shall ensure that the Investigator
cooperates, fully  with  such
investigation or audit, the timing of
which shall be at the sole discretion
of Sponsaor.

The Institution shall ensure that all
Study Personnel, subcontractors (if
any) and agents (if any) receive
appropriate anti-corruption training.

Any violation of this Section 12.13
by the Institution or Investigator
constitutes a material breach of this
Agreement. In addition to any other
sanction provided by law and/or this
Agreement, Sponsor may terminate
this Agreement for cause and with
immediate effect.

The Institution shall prohibit its Study
Personnel from trading in,
recommending that others trade in,
or disclosing information to others
who may trade in Sponsor securities
while in possession of material non-
public information and employ
reasonable efforts to prevent any
such conduct by study staff.

In performing the Study and or
services under or related to this
Agreement, the Institution  will
comply with any applicable global
export, sanctions and trade control
laws relating to its respective
business, facilities, and the provision
of  services hereunder. The
Institution represents and warrants
that neither it nor, with respect to
those engaged in activities under or
related to this Agreement, any of its
affiliates, Study Personnel,
subcontractors, or agents, are: (a)
included on any of the Restricted
Party Lists maintained by the U.S.
Government or other relevant
Government authority (as defined
below); or (b) owned or controlled by
any individual or party described in
subsection (a) or located in any

audit plateb a/nebo pfevodid hodnot
provedenych zdravotnickym zafizenim nebo
zkous$ejicim v souvislosti s klinickym
hodnocenim.

Zdravotnické zafizeni bude piné

spolupracovat, a zajisti, ze zkouSejici bude
piné spolupracovat pfi takové kontrole C¢i
auditu, jejichz nacCasovani bude zaviset
vyhradné na zadavatele.

Zdravotnické zafizeni zajisti, Ze vSichni
pracovnici studie a pfipadni subdodavatelé a
zastupci podstoupi odpovidajici zaskoleni v
otazkéch boje proti korupci.

Jakékoli poruseni tohoto ¢&lanku 12.13
zdravotnickym zafizenim ¢&i zkouSejicim
pfedstavuje  podstatné poruSeni  této
smlouvy. Kromé jakychkoli dalSich sankci
stanovenych  zadkonem  a/nebo  touto
smlouvou muze zadavatel tuto smlouvu
z uvedené pfiCiny s okamzitou dcCinnosti
ukoncit.

Zdravotnické zafizeni zakaze pracovnikim
klinického hodnoceni v dobg&, kdy maji
vdrzeni dullezité nevefejné informace,
obchodovat s cennymi papiry spole€nosti
ICON ¢&i zadavatele, doporu€ovat ostatnim,
aby snimi obchodovali, nebo sdélovat
informace ostatnim, ktefi mohou s cennymi
papiry zadavatele obchodovat, a vyvine
pfiméfené Usili, aby zabranilo takovému
chovani pracovniku klinického hodnoceni.

PFi provadéni klinického hodnoceni a/nebo
sluzeb  podle této  smlouvy nebo
souvisejicich s touto smlouvou bude
zdravotnické zafizeni dodrZovat vSechny
platné mezinarodni zakony tykajici se
vyvozu, sankci a kontroly obchodu, které se
vztahuji na pfislusny obor, zafizeni a
poskytovani sluzeb podle této smlouvy.
Zdravotnické zafizeni prohlasuje a zarucuje,
ze ono, zadna zjeho pfidruzenych
spoleCnosti  ani  zadny  z pracovniki
klinického hodnoceni, subdodavatell Ci
zastupcl, ktefi se podileji na aktivitach podle
této smlouvy ¢i souvisejicich s touto
smlouvou, nejsou: a) zahrnuti do seznam(
stran, pro néz plati omezeni, vedenych
vladou nebo jinym pfislusnym vladnim
organem USA (jak je definovano nizZe); nebo
b) ve vlastnictvi nebo pod kontrolou
jakéhokoli jednotlivce nebo strany popsané v
pododstavci (a) nebo nachazejici se na
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Restricted Market subject to
sanctions imposed by the U.S., EU,
or United Nations ("Restricted
Market" currently refers to Crimea,
Cuba, the Donetsk Region, Iran,
North Korea, Sudan and Syria).

12.12.9 The Institution further represents
and warrants that the performance
by or on behalf of it of activities
under or related to this Agreement
are neither for the benefit of nor
shall they be performed in or for
end-use within a Restricted Market.

12.13 The Institution further represents
and warrants that it is not owned or
controlled by, or otherwise affiliated
with and to the best of its
knowledge, does not employ, any
individual or entity on any Restricted
Party List.

12.13.1 "Restricted Party List" means the
Specially Designated Nationals List,
as administered by the U.S.
Department of the Treasury Office of
Foreign  Assets  Control; the
Consolidated List of Persons,
Groups and Entities Subject to E.U.
Financial Sanction, as implemented
by the E.U. Common Foreign &
Security Policy; the List of Excluded
Individuals/Entities, as published by
the U.S. Health and Human
Services - Office of Inspector
General; and the Excluded Parties
List, which is managed by the U.S.
General Services Administration -
Office of Acquisition Policy.

12.14 Transparency

Sponsor may disclose for any lawful
purpose, within their sole discretion,
the terms of this Agreement,
including without limitation, the total
compensation (including fees and
expenses) payable or paid pursuant
to this Agreement. When making
such disclosures, Sponsor reserve
the right to attribute all
compensation paid under this
Agreement to each person that
provides services under this
Agreement.

jakémkoli trhu, pro ktery plati omezeni a
sankce ulozené USA, EU nebo Organizaci
spojenych narodu (,trh, pro ktery plati
omezeni“); vsoucasné dobé se jedna o
Krym, Kubu, Donécky region, iran, Severni
Koreu, Sudéan a Syrii).

Zdravotnické zafizeni dale prohlaSuje a
zarucéuje, ze provadéni aktivit jim nebo jeho
jménem vramci této smlouvy nebo
v souvislosti s ni neprobiha ve prospéch
trhu, pro ktery plati omezeni, neprobiha na
takovém trhu ani neprobihda pro ucely
koncového pouziti na takovém trhu.

Zdravotnické zafizeni dale prohlaSuje a
zaruCuje, ze neni vlastnéno ani ovladano
zadnou fyzickou ¢&i pravnickou osobou
uvedenou na jakémkoli seznamu stran, pro
néz plati omezeni, ani s ni neni spojeno a
podle svych nejlepSich znalosti nevyuziva
sluzeb zadné takové fyzické ¢&i pravnické
osoby.

.Seznam stran, pro néz plati
omezeni* znamena seznam specialné
vymezenych ob&and spravovany U.S.

Department of the Treasury Office of Foreign
Assets Control; konsolidovany seznam
fyzickych osob, skupin a pravnickych osob,
na které se vztahuji finanéni sankce EU
realizované podle spole€né bezpe€nostni a
zahranic¢ni politiky EU; seznam vylou¢enych
fyzickych/pravnickych osob publikovany U.S.
Health and Human Services — Office of
Inspector General; a seznam vylouenych
stran, ktery je spravovan U.S. General
Services  Administration —  Office  of
Acquisition Policy.

Transparentnost

Zadavatel mohou za jakymkoli zakonnym
Ucelem a podle svého vlastniho uvazeni
zverejnit podminky této smlouvy, mimo jiné
vCetné celkové odmény (v€etné poplatkl a
vydaju) splatné nebo zaplacené podle této
smlouvy. Zadavatel si pfi takovém
zverejnéni vyhrazuji pravo prisoudit veskeré
odmény zaplacené podle této smlouvy
kazdé osobé, ktera poskytuje sluzby podle
této smlouvy.
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13 Registration of the Agreement

131 The parties agree that if required by
applicable laws, this Agreement
(and any subsequent amendments
thereto) will be registered by the
Institution pursuant to the Act no.
340/2015 Coll (the “Act”). The
parties acknowledge that the Budget
and Payment Schedule set out at
Appendix 2, the Protocol and any
other exhibits to this Agreement as
well as any other documents
provided to Institution by Sponsor
under Section 9 are deemed
business secret in accordance with
the Act. The Sponsor shall prepare a
redacted version of the Agreement
in the contracts register in
accordance with the Act and shall
immediately notify Sponsor after
registration.

13.2 Any breach of any obligation under
this Section 13.2 by the Institution
shall entitle Sponsor to terminate
this Agreement in accordance with
the provisions of Section 8.

13.3 The Parties declare that in relation
to the Act no. 340/2015 Coll. the
estimated monetary value of this
Agreement is CZK 805.422.

IN WITNESS WHEREOF, the
Parties have caused this Agreement
to be executed by their duly
authorized representatives to be
effective as of the Effective Date.

Sponsor

Registrace smlouvy

Smluvni strany souhlasi s tim, Ze v pfipadé,
Ze tak vyzaduji platné zakony, bude tato
smlouva (a jeji nasledné dodatky)
zaregistrovana zdravotnickym  zafizenim
podle zakona ¢&. 340/2015 Sb. (dale jen
,zakon“). Smluvni strany potvrzuji, ze
rozpoCet a harmonogram plateb stanoveny
v pfiloze 2, protokol a jakékoli dal3i pfilohy
k této smlouvé a jakékoli dal§i dokumenty
poskytnuté zdravotnickému zarizeni
zadavatelem podle ¢lanku 9  jsou
povazovany za obchodni tajemstvi v souladu
se zadkonem. Zadavatel pfipravi upravenou
verzi této smlouvy do rejstiiku smluv
vsouladu se zdkonem a po provedeni
registrace bude bezodkladné informovat
zadavatele.

Jakékoli poruSeni jakéhokoli zavazku podle
tohoto €lanku 13.2 zdravotnickym zafizenim
dava zadavateli pravo ukoncit tuto smlouvu
v souladu ustanovenimi ¢lanku 8.

Smluvni strany prohlasuji, ze v souladu se
zakonem ¢. 340/2015 Sb. je odhadovana
penézni hodnota této smlouvy 805.422 K¢.

NA DUKAZ TOHO byla tato smlouva
podepsana fadné zmocnénymi zastupci
smluvnich stran a nabyva uc&innosti datem
ucinnosti.

Zadavatel
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Date: Datum:

Name: Jméno:

Title: Funkce:

Signature: Podpis:

INSTITUTION: ZDRAVOTNICKE ZARIZENI:
Date: Datum:

Name: Jméno:

Title: Funkce:

Signature: Podpis:
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APPENDIX 3 PRILOHAC. 3
INSURANCE POJISTENI
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APPENDIX 4 PRILOHA C. 4

BENEFICIARY TEMPLATE VZOROVY  FORMULAR:  BANKOVNI
UDAJE PRIJEMCE PLATBY
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APPENDIX 5
Equipment and Materials
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PRILOHA 5
Vybaveni a materialy
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