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CLINICAL TRIAL AGREEMENT -
TRIPARTITE

This Agreement  (“Agreement ”) is
entered into this ..........................
(hereinafter the “Effective Date”), by
and between

ICON Clinical Research Limited
(hereinafter called “ICON”) with a
VAT number IE 8201978R and a
place of business at South County
Business  Park, Leopardstown,
Dublin 18, Ireland, and

Nemocnice Jindfichiv Hradec,
a.s., U Nemocnice 380/Ill, 377 38
Jindfichiv Hradec, Czech Republic
(hereinafter called the “Institution”)
and

I ith o
place of business at Nemocnice
Jindfichlv Hradec, a.s.,
Ortopedicko-traumatologické
oddéleni, U Nemocnice 380/Ill, 377
38 Jindfichdv Hradec, Czech
Republic (hereinafter called the
“Investigator”).

The Institution and the Investigator
are hereinafter called
“Institution/Investigator” when it is
intended that they be referred to
jointly.

ICON, Institution and the
Investigator shall also each be
referred to individually as a “Party”
and collectively as the “Parties”.

BACKGROUND

ICON is a clinical research
organization principally engaged in
the design, set-up and management
of human clinical trials, and other
related services, on behalf of the
producers of pharmaceutical
products.

ICON’S client, Bone Therapeutics
S.A., (hereinafter known as the
“Sponsor”’) is developing an
investigational product called
ALLOB® (hereinafter called the
“Investigational Product’) for use
in patients with Tibial Fracture
(hereinafter called the “Study
Indication”) and the Sponsor has

SMLOUVA O PROVEDENI KLINICKEHO
HODNOCENI —- TROJSTRANNA

Tato smlouva (dale jen ,smlouva“) se
uzaviradne ..............ooeene. (dale jen ,den
uéinnosti“) mezi spole¢nosti

ICON Clinical Research Limited (dale jen
JCON®), DIC IE 8201978R, se sidlem
South County Business Park,
Leopardstown, Dublin 18, Irsko a

Nemocnice Jindfichav Hradec, a.s., U
Nemocnice 380/Ill, 377 38 Jindfichlv
Hradec, Ceska republika (dale jen
.zdravotnické zafizeni“) a

I o sobici na
adrese Nemocnice Jindfichiv Hradec, a.s.,
Ortopedicko-traumatologické oddéleni, U
Nemocnice 380/Ill, 377 38 Jindfichiv
Hradec, Ceskd republika (dale jen
.zkousejici“).

Zdravotnické zafizeni a zkou$ejici jsou dale
uvadéni jako ,zdravotnické zafizeni/
zkousejici“, a to v pfipadech, kdy jsou ve
smlouvé zminovani spolecné.

ICON, zdravotnické zafizeni a zkousejici
budou téz uvadéni jednotlivé jako ,smluvni
strana“ a spolec¢né jako ,smluvni strany”.

PREDMET A UCEL SMLOUVY

ICON je smluvni vyzkumna organizace,
jejiz hlavni ¢innosti je navrhovani, zahajeni
a fizeni klinickych hodnoceni u lidskych

subjektl a poskytovani dalSich
souvisejicich sluzeb pro vyrobce
farmaceutickych pfipravka.

Klient spole¢nosti ICON, Bone

Therapeutics S.A., (dale jen ,zadavatel®)
vyviji hodnocené Ié¢ivo s nazvem ALLOB®
(dale jen ,hodnocené lécivo”) za ucelem
aplikace u pacientu s indikaci fraktury kosti
holenni (dale jen ,indikace, ktera je
predmétem klinického hodnoceni®), a
zadavatel vyuziva spole¢nost ICON
k poskytovani nékterych sluzeb %
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2.1

2.2

2.3

retained ICON to conduct certain
services in relation to the Study
under separate contract including
without limitation contracting with
clinical research sites.

The Institution and its staff, including
without limitation the Investigator,
are experienced in the evaluation
and treatment of patients with Study
Indication.

ICON wishes to engage the
Investigator to conduct a clinical
study to evaluate the Investigational
Product, and the
Institution/Investigator wishes to
conduct such a clinical study.

The Institution has agreed to the
participation of the Investigator in
carrying out the said clinical study
on its behalf.

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:

Case Report Form (CRF)

Means a report in a format prepared
by the Sponsor and/or ICON 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 Study (as
hereinafter defined).

Clinical Investigator Brochure

Means a brochure provided by the
Sponsor that contains summary
information of all studies carried out
during the development of the
Investigational Product.

FDA

Means the Food and Drug

souvislosti s klinickym hodnocenim v radmci
samostatné smlouvy, a to mimo jiné pro
uzavirani smluv s klinickymi vyzkumnymi
pracovisti.

Zdravotnické zafizeni a jeho zaméstnanci,
mimo jiné vCetn& zkouSejiciho, maji
zkuSenosti s hodnocenim a [é¢bou pacientt
s indikaci, ktera je pfedmétem klinického
hodnoceni.

Spole¢nost ICON si pfeje vyuZivat sluzby

zkousejiciho k provedeni klinického
hodnoceni za  ucelem  vyhodnoceni
hodnoceného IéCiva a  zdravotnické

zafizeni / zkouSejici si preje toto klinické
hodnoceni provést.

Zdravotnické zafizeni souhlasi s ucasti
zkousejiciho na provadéni vySe uvedeného
klinického hodnoceni jménem
zdravotnického zafizeni.

SMLUVNi STRANY SE TiMTO DOHODLY
NA NASLEDUJICIiM:

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 a/nebo
spole¢nosti ICON, zpracovany zkousejicim,
ktery dokumentuje podavani hodnoceného
léCiva zplsobilym ucastnikiim hodnoceni
(viz nasledujici definice), a rovnéz v8echna
vySetfeni a zjisténi souvisejici s klinickym
hodnocenim (jak je definovano nize).

Soubor informaci pro zkousejiciho

Jedna se o brozuru poskytnutou
zadavatelem, ktera obsahuje souhrnné
informace o vSech klinickych hodnocenich
uskuteénénych béhem vyvoje hodnoceného
IéCiva.

FDA

Jedna se o Ufad pro kontrolu potravin a
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2.5

2.6

2.7

2.8

2.9

Administration of the United States
Department of Health and Human
Services.

Informed Consent Form

Means the form prepared by ICON
or the Sponsor in conformance with
the Regulations (as hereinafter
defined), particularly by Decree No.
226/2008 Coll. on the Good Clinical
Practice and Detailed Conditions for
Clinical Studies of Pharmaceuticals,
as amended, in consultation with the
Sponsor or ICON as the case may
be, and the IEC/ SUKL (as
hereinafter defined), and
subsequently approved by the IEC/
SUKL and signed and dated by all
participants or their legal
representative(s) before they begin
to participate in the Study.

Investigational Product

Means the Investigational Product(s)
which is/are the subject matter of the
Protocol.

IEC (Independent
Committee)

Ethics

Means the board, committee or
other group formally instituted to
review and approve the initiation of,
and conduct reviews of, biomedical
research involving human subjects.

SUKL
State Institute for Control of Drugs

Protocol

Means the details of the Study
contained in PROTOCOL NUMBER

dated 12 December
2019, and together with any
amendments (as agreed by the

Parties) made thereto is
incorporated herein by reference as
part of this Agreement.

Qualified Participant

I&Civ (FDA) Ministerstva zdravotnictvi USA.

Formular informovaného souhlasu

Jedna se o formular pfipraveny spolenosti
ICON ¢&i zadavatelem v souladu s pravnimi
predpisy (které jsou definovany nize), a to
zejména vyhlaskou ¢&. 226/2008 Sb., o
spravné  klinické praxi a  blizSich
podminkach klinického hodnoceni Ié€ivych
pfipravkd ve znéni pozdéjSich pfedpisu, po
poradé se  zadavatelem, pfipadné
spole¢nosti ICON a NEK/SUKL (které jsou
definovany nize), jenz byl nasledné
schvalen NEK/SUKL a podepsan vsemi
ucastniky nebo jejich zakonnymi zastupci
pfed zahajenim u€asti v  klinickém
hodnoceni.

Hodnocené lécivo

Jedna se o hodnocené Iécivo / hodnocena
IéCiva, které je/ ktera jsou predmétem
protokolu.

NEK (nezavisla eticka komise)

Jednéd se o vybor, komisi nebo jinou
skupinu formalné vytvofenou za ucelem
kontroly, schvaleni zahajeni a provadéni
kontroly biomedicinského vyzkumu, jehoz
se Ucastni lidské subjekty.

SUKL
Statni ustav pro kontrolu léCiv

Protokol

Jedna se o podrobné udaje o klinickém
hodnoceni obsazené v PROTOKOLU ¢.

ze dne 12. prosince 2019,
ktery je spole¢né se vSemi dodatky (jez byly
smluvnimi stranami uzavfeny) zapracovan
do této smlouvy jako jeji soucast.

Zpusobily uéastnik hodnoceni
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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.

Regulations

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, ICON 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 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

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

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

Pravni predpisy

Jedna se o jakékoli platné pravni predpisy,
zvlasté zakon €. 378/2007 Sb., o lécivech,
ve znéni pozdéjSich predpist, vyhlasku ¢.
226/2008 Sb., o spravné klinické praxi a
blizSich podminkach klinického hodnoceni
IéCivych pfipravkd ve znéni pozdéjsich
predpisli, kodexy nebo pokyny pfimo di
nepiimo souvisejici s provadénim
klinického hodnoceni, mimo jiné véetné (v
pfisludnych pripadech) smérnice
2001/20/ES o klinickych hodnocenich,
smeérnice 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 Ié€ivych pfFipravkd
a o zruSeni smérnice 2001/20/ES (po
nabyti u¢innosti), pokynt ICH pro spravnou
klinickou praxi (leden 1997) (dale jen
~oKP”), dodatku R2 E6 Mezinarodni
konference o harmonizaci spravné klinické
praxe (International Conference on
Harmonisation of Good Clinical Practice,
SKP ICH), Helsinské deklarace z roku 1964
v platném znéni nafizeni Evropského
parlamentu a Rady (EU) 2016/679 ze dne
27. dubna 2016 o ochrané fyzickych osob
s ohledem na zpracovani osobnich udaja a
volny pohyb téchto udaju (,Obecné
nafizeni o ochrané osobnich udaja“)
a/nebo a/nebo jiné relevantni platné pravni
predpisy, kodexy ¢&i pokyny (mimo jiné
véetné federalniho zakona USA o
potravinach, IléCivech a kosmetickych
pfipravcich ¢&i dalSich pozadavk( FDA)
vydanych kontrolnim ufadem. Za ucelem
vylou€eni pochybnosti tyto pravni pfedpisy,
kodexy a pokyny zahrnuji pravni pfedpisy
souvisejici sochranou a  dlvérnosti
osobnich udaju jednotliveu, protikorupénimi
opatfenimi, opatfenimi proti poskytovani
provizi, bezpec€nosti pacientl,
bezpe&nostnimi hlaSenimi, prohladenimi o
finan¢nich zajmech a stfetem zajma.
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2.12.1
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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.

Regulatory 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.

Serious Adverse Event

Means any untoward medical
occurrence that at any dose
according to the §3 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.

Important medical events that may
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.

Kontrolni ufad

Jedna se o jakykoli vladni, spravni nebo
profesni organ majici podle platnych
zakon(l  opravnéni regulovat a/nebo
uplatiiovat pravni pfepisy na provadéni
klinickych hodnoceni a vSechny dalsi
zalezitosti s tim souvisejici a/nebo narodni
¢i nadnarodni organ odpovédny za udéleni
regulacniho souhlasu v pfislusné zemi
nebo skupin€ zemi, mimo jiné vcetné
Evropské komise, Evropské agentury pro
IéCivé pfipravky (European Medicines
Agency) (dale jen ,EMA”) a FDA, Statniho
ustavu pro kontrolu Iégiv (SUKL) a deského
Ufadu pro ochranu osobnich udaji a
jakychkoli pfislusnych dozor€ich organt
v souvislosti s ochranou Udaju  podle
Obecného nafizeni o ochrané osobnich
udajl.

Zavazna nezadouci prihoda

Jedna se o jakykoli neoCekavany lékarsky
nalez, ktery pfijakékoli davce (podle §3
odstavcu 3 — 6 zakona ¢&. 378/2007 Sb., o
I&Civech, ve znéni pozdéjsich predpist):

A) vede ke smrti,

B) je zivot ohrozuijici,

C) vyzaduje hospitalizaci pacienta nebo
prodlouZeni stavajici hospitalizace,

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

E) pfedstavuje vrozenou anomalii di

vrozenou vadu.

Zavazné zdravotni prihody, které nemusi
vést ke smrti, byt Zivot ohrozujici i
vyzadovat  hospitalizaci, mohou byt
povazovany za zavaznou nezadouci
pfihodu, pokud na zakladé pfislusného
Iékafského posouzeni mohou ohrozit
subjekt a vyZzadovat Iékafsky €i chirurgicky
zakrok, jehoz ucelem je odvraceni nasledki
uvedenych v této definici. Mezi pfiklady
téchto zdravotnich pfihod patfi alergicky

| ——
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3.1

3.1.1

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.

Site

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

Study

Means the clinical study known as
“Phase IIb, Placebo-Controlled,
Randomized, Double-Blind,
Multicenter Study to Assess the
Efficacy and Safety of Allogeneic
Osteoblastic Cells (ALLOB®) Single
Implantation in Tibial Fracture® to be
conducted according to the Protocol.

Study Data
Means all records, data and

documentation including but not
limited to the Case Report Forms
relating to the Study.

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.

Term

Means the term of this Agreement
as defined in Section 8.1.1.

CONDUCT OF STUDY

Compliance

The Institution and Investigator shall,
and shall ensure their Study
Personnel shall, conduct the Study,
according to the Protocol, the
Regulations, this Agreement ,
written instructions of
ICON/Sponsor, the terms of the

bronchospazmus, ktery vyZaduje intenzivni
oSetfeni na pohotovosti &i doma, dale
krevni dyskrazie nebo kieCe, které nemaji
za nasledek hospitalizaci pacienta.

Pracovisté

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

Klinické hodnoceni

Jedna se o klinickou studii, jez se nazyva
Placebem kontrolovana, randomizovana,
dvojité zaslepena, multicentricka studie
faze Illb pro vyhodnoceni ucinnosti a
bezpec€nosti jednorazové implantace
alogennich osteoblastt (ALLOB®) u fraktury
kosti holenni a provadi se podle protokolu.

Udaije klinického hodnoceni

Jedna se o veskeré zaznamy, udaje a
dokumentaci, mimo jiné véetné zaznamu
subjektu hodnoceni, souvisejici s klinickym
hodnocenim.

Pracovnici klinického hodnoceni

Jedna se o0 v8echny zaméstnance,
zastupce, dodavatele a dalSi pracovniky,
jejichz sluzeb zdravotnické zafizeni nebo
zkousejici vyuziva pfi provadéni klinického
hodnoceni, mimo jiné véetné
spoluzkousejicich,  zdravotnich  sester,
koordinator( studie a techniku.

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

PROVADENI KLINICKEHO HODNOCENI

Dodrzeni predpisu a stanovenych

pozadavkd

Zdravotnické zafizeni a zkouSejici budou a
zajisti, Ze jejich pracovnici klinického
hodnoceni budou, klinické hodnoceni
provadét v souladu s protokolem, pravnimi
pfedpisy, touto smlouvou, pisemnymi
pokyny spole¢nosti ICON/zadavatele a
podminkami  souhlasu s provedenim
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3.2.1

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 J/IEC and International
Conference on Harmonization Good
Clinical  Practice (ICH GCP)
guidelines. Investigator and
Institution shall ensure 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.

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.

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 Investigator
shall give at least ten (10) working
days’ notice containing full details

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

otherwise required by IEC and/or
SUKL stipulations or Regulations).
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 Investigator
shall immediately notify Sponsor,
ICON and the IEC and/or SUKL in
writing thereof.

Serious Adverse Event Reporting

klinického hodnoceni udéleného NEK a
podminkami souhlasu SUKL, nebo pokud
souhlas neni vyZadovan, podminkami
pfislu§ného vyjadreni, SUKL/NEK a pokyny
pro spravnou Kklinickou praxi Mezinarodni
konference pro harmonizaci (SKP ICH).
ZkouSejici a zdravotnické zafizeni zajisti,
Ze vsichni pracovnici klinického hodnoceni
budou v pfislusnych pfipadech dodrzovat
podminky této smlouvy, a to v€etné& vSech
zavazkll tykajicich se micenlivosti a
pozadavkd kontrolnich organd, prav
zadavatele na provadéni inspekci a auditd
a vlastnickych prav zadavatele.

Protokol bude povaZovan za finalni, jakmile

dojde k wudéleni souhlasu ze strany
prislusné NEK a udéleni prisluSného
povoleni SUKL nebo, v pfisluSnych

pripadech, pokud neni klinické hodnoceni
SUKL zamitnuto.

Protokol mlze byt nasledné ménén pouze
na zakladé predchozi pisemné dohody
smluvnich stran. V pfipadég, Ze si zkousejici
pfeje protokol upravit nebo doplnit, oznami
to spole¢nosti ICON a NEK a/nebo SUKL,
alespon (10) pracovnich dni pfedem (nebo
jak pozaduji predpisy NEK a/nebo SUKL
nebo pravni predpisy) a toto oznameni
bude obsahovat kompletni Udaje a
odlvodnéni planovaného odchyleni.
ZkouSejici se jinak mize od protokolu
odchylit pouze tehdy, pokud se bude
oddvodnéné domnivat, Ze je takové
odchyleni nezbytné pro feSeni naléhavého
pfipadu pacienta, a v pfipadé takoveho
odchyleni bude zkouSejici neprodlené
pisemné informovat zadavatele, spole&nost
ICON a NEK a/nebo SUKL.

HlaSeni zavazné nezadouci pfihody

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 Investigator
and the Institution shall promptly
respond to all requests for follow up

ZkouSejici bude jednat plné v souladu s
ustanovenimi protokolu o nezadoucich
pfihodach. V pfipadé opomenuti té&chto
ustanoveni, jejich neuplnosti nebo v
pfipadé rozporu téchto ustanoveni s
pravnimi pfedpisy plati v této souvislosti
pravni pfedpisy. ZkouSejici a zdravotnické
zafizeni budou bezodkladné& reagovat na
vSechny zadosti zadavatele a/nebo ICON o
informace tykajici se nasledného sledovani.

| —

Page 7 of 65



—

3.2.2

3.3

3.3.1

3.3.1.1

3.3.2

3.3.2.1

information from Sponsor and/or

ICON.

The Investigator shall also notify the
IEC and/or SUKL immediately of any
Serious Adverse Events during the
Study in accordance with the
Regulations.

Clinical Study Site File

Creation of Clinical Study Site File

Before commencement of the Study,
the Investigator, with the assistance
of ICON, 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 ICON:

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;

G) Other documents and information
according to Regulations,
particularly in compliance with Act
No0.378/2007 Coll., as amended, and
its enclosures.

Maintenance of the Clinical Study
Site File

During the Study, the Investigator
shall in accordance with the terms of
this Agreement, maintain the Clinical
Study Site File and update the
Clinical Study Site File by including
therein, and promptly providing to
ICON, the following:

ZkouSejici bude rovnéz v souladu s
pravnimi pfedpisy okamzité informovat NEK
a/nebo SUKL o kazdé zavazné nezadouci
pfihodé, k niz doslo v prabéhu klinického
hodnoceni.

Dokumentace klinického hodnoceni na
pracovisti

Vytvoreni dokumentace klinického
hodnoceni na pracovisti
Pfed zahajenim klinického hodnoceni

zkousSejici ve spolupraci se spole€nosti
ICON vytvofi dokumentaci, ktera bude
zahrnovat nize uvedené dokumenty (dale
jen ,dokumentace klinického hodnoceni na
pracovisti‘). Kopie uUvodni dokumentace
klinického hodnoceni na pracovisti bude
neprodlené zaslana spole¢nosti ICON:

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

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

C) formulaf informovaného souhlasu

schvaleny NEK a SUKL; a

D) aktualni Zivotopis zkou$ejiciho a vSech
dalSich zaméstnancl pracovisté, ktefi
vykonavaji jakoukoli funkci souvisejici
s klinickym hodnocenim; a

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

F) povoleni SUKL nebo sdéleni o oznameni
klinického hodnoceni zaslaném SUKL;

G) dal8i dokumenty a informace v souladu
s pravnimi predpisy, zejména zakonem C.
378/2007 Sb., o IéCivech, ve znéni
pozdéjsich predpisu, a jeho pfilohami.

Vedeni dokumentace klinického hodnoceni
na pracovisti

V pribéhu klinického hodnoceni bude
zkoudejici vést dokumentaci klinického
hodnoceni na pracovisti v souladu s

podminkami této smlouvy a aktualizovat ji
tim, ze do ni zafadi nasledujici dokumenty,
které bez prodleni poskytne spole€nosti
ICON:

| —
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3.3.3

3.3.3.1

3.3.3.2

A) All amendments to the Protocol
and a record of any planned
deviation therefrom, including
Protocol amendments and reports.

B) All correspondence with the IEC/
SUKL, including periodic reports and
approvals, and

C) An up-to-date log of all Site visits,
and

D) General correspondence relating
to the Study, and

E) Investigational
accountability forms, and

F) Such other documents, materials
or information as ICON and/or ICON
on behalf of the Sponsor may from
time to time require or provide.

G) Permission of SUKL or
notification on announcement made
to SUKL

H) Other documents and information
according to Regulations,
particularly in compliance with Act
No. 378/2007 Coll., as amended.

Product

Retention/Transfer of Clinical Study
Site File

The Institution/Investigator  shall
retain factually correct records and
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/Investigator
shall ensure source Study Data is
attributable, legible,
contemporaneous, original,
accurate, and complete. In no event
will Institution or Investigator dispose
of any such records without first
giving Sponsor or ICON sixty (60)
business days' prior written notice of
its intent to do so and an opportunity
to transfer the records to Sponsor or
ICON, 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 ICON to
be responsible for maintenance of
Study records. ICON on its own

A) vSechny dodatky k protokolu a zaznam
tykajici se jakychkoli pldnovanych odchylek
od protokolu, véetné dodatk( k protokolu a
zprav;

B) veskerou korespondenci s NEK/SUKL,
v&etné pravidelnych zprav a schvaleni; a

C) aktualizovanou knihu v3ech navstév na
pracovisti; a

D) vSeobecnou korespondenci souvisejici s
klinickym hodnocenim; a

E) doklady o dopocitatelnosti/evidenci
hodnoceného IéCiva; a

F) dalSi dokumenty, materialy &i informace,
které bude spolecnost ICON svym jménem
a/nebo jménem zadavatele pfilezitostné
pozadovat &i poskytovat;

G) povoleni SUKL nebo
oznameni zaslaném SUKL;

sdéleni o

H) dalSi dokumenty a informace v souladu s
pravnimi podpisy, zejména zakonem C.
378/2007 Sb., o léCivech, ve znéni
pozdéjsich predpisu.

Archivace/pfedani dokumentace klinického
hodnoceni na pracovisti

Zdravotnické zafizeni/ zkouSejici bude
uchovavat fakticky spravné zaznamy a

dokumenty vztahujici se k provadéni
klinického hodnoceni a distribuci
hodnoceného [éCiva po dobu 25 et
(,obdobi archivace“) po dokonceni,
zastaveni Ci ukonceni klinického
hodnoceni. Zdravotnické zafizeni /
zkouSejici  zajisti, Ze zdrojové udaje
klinického hodnoceni budou dohledatelné,
Citelné, aktualni, puavodni, pfesné a
kompletni.  Zdravotnické zafizeni ani

zkoudejici v Zadném pfipadé nezlikviduji
zadné takové zaznamy, aniz by nejdfive
svUj zamér pisemné oznamili zadavateli €i
spole¢nosti ICON Sedesat (60) dnu pfedem
a poskytli jim pfilezitost pfevzit zaznamy na
pfiméfené naklady zadavatele.

Jestlize zkousejici ukoncéi své plsobeni ve
zdravotnickém zafizeni pfed uplynutim
obdobi archivace, zdravotnické zafizeni
uréi pisemné& pro spole€nost ICON jinou
osobu, ktera bude odpovédna za vedeni
zaznamu klinického hodnoceni. Spole¢nost
ICON bude svym vlastnim jménem nebo

| ——
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3.4

3.41

3.4.2

343

3.5

3.5.1

3.5.2

behalf or that of the Sponsor shall
have the right to approve or reject
the nominated replacement person.

Study Participants

The Investigator/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, ICON,
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

jménem zadavatele opravnéna
navrhovanou osobu schvalit ¢i zamitnout.

Ugastnici klinického hodnoceni

ZkouSejici / zdravotnické zafizeni zajisti,
ze:

zkousejici zafadi do klinického hodnoceni
pouze zpUsobilé u¢astniky hodnoceni;

zkou$ejici  pouzije pouze nejnovéjsi
formular informovaného souhlasu
schvaleny zadavatelem, spole€nosti ICON,
NEK a SUKL;

zkouSejici pfed zafazenim zpusobilych
UCastnikd do klinického hodnoceni se
zplsobilymi u€astniky hodnoceni projedna
v8echny podrobné udaje a pozZadavky
protokolu a formulafe informovaného
souhlasu.

Predbézny screening/identifikace pacientt

The Parties recognize that pre-
screening activities to identify
suitable Qualified Participants for the
Study are important to enrollment
success. If applicable, ICON may
provide reasonable assistance to
Institution/Investigator ~ with  pre-
screening activities to better identify
Qualified Participants for the Study
at the Site through ICON'’s
methodology. Institution/Investigator
shall conduct patient chart reviews
as per the requirement of the Study
and will be paid for such activities as
detailed in Section 3.5.2 and in
Appendix 2.

The Institution/Investigator  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
ICON/Sponsor provided in relation
to the ICON’s methodology. If
applicable and agreed with ICON

Smluvni strany jsou si védomy, Ze pro

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

vhodné zplsobilé u&astniky hodnoceni.
Spole€nost ICON muze v pfislusnych
pfipadech zdravotnickému zarizeni /
zkouSejicimu poskytnout pfiméfenou
pomoc s pfedbéznymi  screeningovymi
aktivitami, jez umozni lépe na pracovisti
identifikovat  zpusobilé ucCastniky pro
klinické  hodnoceni pomoci metodiky
spole¢nosti ICON. Zdravotnické zafizeni /
zkousSejici prezkoumaiji karty pacient podle
pozadavkl studie a budou za takové
aktivity placeni tak, jak je uvedeno v €lanku
3.5.2 a v pfiloze 2.

Zdravotnické zafizeni/ zkouSejici vyhradi
dostate€ny pocet pracovnikd klinického
hodnoceni a dostate¢né zdroje pro v€asné
pfezkoumani  karet/zaznam(  pacientt
stanovené v ¢lanku 3.5.1, které bude vzdy
provedeno v souladu s pravnimi predpisy,
touto smlouvou a pisemnymi pokyny
spole¢nosti ICON/zadavatele vydanymi v
souvislosti s metodikou spole€nosti ICON.
V pfislusnych pfipadech, a pokud bude se
spole¢nosti ICON a/nebo zadavatelem

| —
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3.6

3.7

3.71

3.7.2

and/or 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. Institution/Investigator
or appointed site personnel shall
review patient charts /patient
records and shall not provide any
personal health information to ICON
or Sponsor directly or process
personal health information in
violation of Regulations.

Patient Recruitment

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.

Case Report Forms

The Investigator or his/her designee
shall complete Case Report Forms,
provided by the Sponsor or ICON
and shall submit them within forty
eight (48) hours of obtaining the
data. The Investigator is in any case
responsible for the completion and
submission of the Case Report
Forms. The Investigator shall be
present and give these forms and
make  available any  source
documents related to the Study, to
representatives of Sponsor or ICON
at periodic monitoring visits or
otherwise promptly upon request.
Such ICON monitoring visits and
data collection shall be conducted
approximately every 3 months.

The Investigator shall fully assist, in

a timely manner, ICON
representatives in resolving any
discrepancies, errors or missing

information in Case Report Forms.
The Investigator shall help ICON 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 and Investigator each
understands that failure to resolve

dohodnuto, Ze je nutnd odména za dalSi
Cas vénovany provadéni této aktivity, bude
Castka doplnéna do pfilohy 2 v souladu se
spravedlivymi trznimi sazbami.
Zdravotnické zafizeni/ zkouSejici nebo
povéfeny personal pracovisté prezkoumaji
karty/zaznamy pacientl a neposkytnou
Za4dné osobni zdravotni informace pfimo
spole¢nosti ICON ani zadavateli a ani
nebudou zpracovavat osobni zdravotni
informace v rozporu s pravnimi predpisy.

Nabor pacientl

ZkouSejici vyvine maximalni asili k tomu,
aby ziskal pouze zpuUsobilé ucastniky
hodnoceni a aby védomé do klinického
hodnoceni nezafadil ucastniky, ktefi podle
jeho  nejlepSiho  odborného  dsudku
dostate€né nespliuji kritéria stanovena pro
zplsobilé ucastniky hodnoceni.

Zaznamy subjektu hodnoceni

ZkouSejici nebo jim zmocnéna osoba vyplni
zaznamy subjektu hodnoceni poskytnuté
zadavatelem nebo spole¢nosti ICON, a tyto
formulafe do 48 hodin od okamziku ziskani
Udaji odeSle. Za vyplnéni a predani
zaznamO  subjektu  hodnoceni  vzdy
odpovida zkousSejici. Zkousejici se zuc¢astni
pravidelnych monitorovacich navstév a na
pozadani na téchto navstévach nebo jinak
bez prodleni pfeda tyto zaznamy
zastupclm zadavatele nebo spolecnosti
ICON a zpfistupni jim jakékoli zdrojové
dokumenty souvisejici s klinickym
hodnocenim. Tyto monitorovaci navstévy
spole¢nosti ICON a shromazdovani udaji
se uskutecni pfiblizné jednou za 3 mésice.

Zkousejici poskytne zastupcim spolecnosti

ICON Uplnou a v&asnou soucinnost pfi
feSeni  jakychkoli rozporli, chyb &i
chybégjicich  informaci v  zaznamech

subjektu hodnoceni. ZkousSejici poskytne
spole¢nosti ICON pomoc pfi uskuteénovani
auditl  puvodnich zaznamu subjektd,
laboratornich zprav, a/nebo
nezpracovanych zdrojovych daju, jez jsou
podkladem pro data uvedena v zaznamech
subjektu hodnoceni. Tyto audity budou
provedeny s fadnym zohlednénim
dlvérnosti pacientl. Zdravotnické zafizeni
a zkouSejici jsou si védomi, Ze pokud

| e —

Page 11 of 65



—

3.8

3.9

3.10

3.1

discrepancies, errors or missing
information in Case Report Forms
may result in payment being
withheld until resolution.

Timelines

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
ICON).

Financial Disclosure

The Investigator shall complete and
return to ICON or the Sponsor in a
timely manner, financial certification
or disclosure forms, as applicable,
provided to the Investigator by ICON
or the Sponsor. The Investigator
shall also complete and return to
ICON or the Sponsor, all disclosure
updates, as so instructed by ICON
or 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 and the
Investigator further consent to the
transfer of such financial disclosure
data abroad.

Conflict

The Institution/Investigator shall not
during the term of this Agreement
conduct any other clinical trial which
might adversely affect the ability of
the Institution/Investigator to perform
their  obligations under this
Agreement.

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

nebudou odstranény rozpory €i chyby nebo
doplnény chybéjici informace v zaznamech
subjektu hodnoceni, mize to mit za
nasledek zadrzeni platby az do vyfeSeni
pfislusné zalezitosti.

Lhaty

Zkousejici vyvine maximalni usili a dokon¢i
klinické hodnoceni v souladu se I|hdtou
stanovenou v pfiloze €. 1 této smlouvy (jez
muze byt spolecnosti ICON prilezitostné
pisemné pfiméfené upravena).

Prohlaseni o finanénich zajmech

Zkousejici bez zbyte&ného odkladu vyplni a
odevzda spolecnosti ICON nebo zadavateli
potvrzeni &i prohlaseni o finanénich
zajmech (podle toho, ktery formulaf je
pozadovan), jenz zkou$ejicimu poskytla
spole¢nost ICON nebo  zadavatel.
ZkouSejici rovnéz wvypIni a odevzda
spole¢nosti ICON nebo zadavateli na
zakladé pokynu spolecnosti ICON nebo
zadavatele veSkera aktualizovana potvrzeni
nebo prohlaseni o finanénich zajmech, a to
jak béhem provadéni klinického hodnoceni,
tak po dobu jednoho roku poté.
Zdravotnické zafizeni zajisti, ze vSichni
spoluzkou$ejici, ktefi vykonavaji funkci
souvisejici s provadénim klinického
hodnoceni, vyplni a odevzdaji potvrzeni
nebo prohlaseni o finan€nich zajmech.
Zdravotnické zafizeni a zkouSejici dale
souhlasi s pfedanim takovych udaji o
finan¢nich zajmech do zahranigi.

Stret zajm

Zdravotnické zafizeni/ zkouSejici nebude
b&hem trvani této smlouvy provadét Zadnou
jinou Kklinickou studii, ktera by mohla
nepfiznivé ovlivnit schopnost
zdravotnického zafizeni/ zkouSejiciho plnit
své povinnosti vyplyvajici z této smlouvy.

Odbér a pouziti vzorku

Zdravotnické zafizeni nesmi odebirat nebo
pouzivat odebrané vzorky (napf. tkané,
krve, séra a moci) ani Udaje o zpUsobilych
ucastnicich hodnoceni po dobu uc&asti v
klinickém hodnoceni, vyjma pfipadu:

A) kdy to vyzaduje protokol;

B) kdy je to zapotfebi pro Iékafskou péci o

| —
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3.12

3.13

3.14

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.

Resources

The Institution/Investigator agrees to
provide all reasonable Study
Personnel, facilities and other
resources, as are required to duly
complete the Investigator's and the
Institution’s responsibilities under
this Agreement and the Protocol.
The Institution/Investigator  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 ICON’s or the Sponsor’s
representatives at regular intervals)
(“Study Coordinator”).  Should a
Study Coordinator not be available
at the Site, the Investigator shall
assume these responsibilities.

Materials

ICON shall provide, or shall ensure
that the Sponsor provides, to the
Institution/Investigator 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/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.

Unavailability of the Investigator

The Investigator is essential to the
Study being conducted under this

subjekt klinického hodnoceni;

C) kdy to jinak tato smlouva vyslovné
povoluje;

D) s pfedchozim pisemnym souhlasem
zadavatele.

Veskeré pouziti téchto dat/vzork( se fidi
vSemi podminkami této smlouvy, mimo jiné
vCetné zvefejnéni, duSevniho vlastnictvi,
vlastnictvi udaji a davérnosti.

Zdroje

Zdravotnické zafizeni/ zkouSejici souhlasi
s poskytnutim veskerych vhodnych
pracovnik{l klinického hodnoceni, prostor a
dalSich zdroji, které jsou nezbytné
k fadnému plnéni povinnosti zkous$ejiciho a
zdravotnického zafizeni v souladu s touto

smlouvou a protokolem. Zdravotnické
zarizeni/ zkousSejici zajisti dostupnost
koordinatora klinického hodnoceni

kvalifikovaného na zakladé dosazeného
vzdélani a/nebo zkuSenosti s fizenim vSech
administrativnich funkci na pracovisti (mimo
jiné vcetné pravidelnych schizek se

spoleénosti ICON nebo zastupci
zadavatele) (,koordinator klinického
hodnoceni”). V pfipadé, Ze koordinator

klinického hodnoceni nebude na pracovisti
dostupny, zdravotnické zafizeni zajisti, ze
tyto ukoly pfevezme zkousejici.

Materialy

Spolecnost ICON poskytne nebo zajisti, Zze
zadavatel poskytne, zdravotnickému
zafizeni / zkousejicimu poZzadované
mnozstvi hodnoceného |éCiva a jakékoli
dals$i materialy pro klinické hodnoceni
(napf. zaznamy subjektu hodnoceni), jak je
uvedeno v protokolu. Zdravotnické
zafizeni/  zkouSejici  nesmi  pouZit
hodnocené Iécivo ani dalSi materidly jinak,
nez je vyslovné stanoveno protokolem a
musi mit hodnocené 1é€ivo a dalSi materialy
pod kontrolou vsouladu s platnymi
pravnimi pfedpisy.

Nedostupnost zkousejiciho

PFitomnost zkouSejiciho je pro provadéni
klinického hodnoceni podle této smlouvy

| —
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3.15

3.16

Agreement. Whereas the
Investigator shall oversee the entire
Study, in his or her temporary
absence the Institution/Investigator
shall designate these responsibilities
to a qualified sub-investigator, who
shall be identified in writing. When
the Investigators absence is
anticipated to exceed seven (7)
days, ICON shall be notified in
writing of the designated sub-
investigator who shall assume the
Study responsibilities. ICON on its
own behalf or that of the 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 ICON 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 ICON in
the absence of which ICON shall be
entitted to invoke the termination
provisions of Section 8.3.1.6 below.
The Institution and Investigator 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.

zasadni. Vzhledem ktomu, Ze zkouSejici
bude dohlizet na pribéh celého klinického
hodnoceni, v pfipadé jeho docasné
nepritomnosti zdravotnické zarizeni /
zkousejici poveéfi témito ukoly
kvalifikovaného spoluzkousejiciho, ktery
bude ur€en pisemné. Pokud se
predpoklada, Zze nepfitomnost zkouSejiciho
pfesahne sedm (7) dni, bude spole¢nost
ICON informovana pisemné o povéfeném
spoluzkou$ejicim, ktery pfevezme ukoly
souvisejici s klinickym hodnocenim.
Spolecnost ICON muze svym jménem nebo
jménem zadavatele jakéhokoli navrZzeného
spoluzkous$ejiciho schvalit nebo odmitnout.
Schvaleni nebude bezdlivodné odepfeno.
Pokud bude nutné ftrvalé nahrazeni
zkousejiciho, bude o tom zdravotnické
zarizeni informovat spoleénost ICON
pisemné& vsouladu s¢&lankem  12.3.
Zdravotnické zafizeni nesmi trvale nahradit
jiné zkousSejici 1ékafe ani provést zasadni
zmény ohledné usili vyvinutého zkouSejicim
bez predchoziho pisemného souhlasu
spole¢nosti ICON. V pfipadé, ZzZe tento
souhlas nebude udélen, bude spoleCnost
ICON opravnéna uplatnit ustanoveni ¢lanku

8.3.1.6 nize. Zdravotnické zafizeni a
zkousSejici  zaijisti, ze zkouSejici podle
potfeby  podepiSe veSkeré nezbytné

dokumenty nutné pro pfevedeni povinnosti
na noveho hlavniho zkou$ejiciho, mimo jiné
v&etné podepsani jakékoli nasledné dohody
o postoupeni, dohody o pfevodu, a dodatku
¢i ukonCeni této smlouvy.

Receipt of the Investigational Obdrzeni hodnoceného IéCiva

Product

The Institution/Investigator Zdravotnické zafizeni/ zkouSejici bere na
acknowledges that Investigational védomi, Ze hodnocené IéCivo je majetkem
Product is the property of the =zadavatele. ZkousSejici potvrdi obdrzeni
Sponsor. The Investigator shall hodnoceného I&Civa podepsanim
verify receipt of the Investigational pfisluSnych dokumenta ¢&i  formulard
Product by signing the appropriate poskytnutych zadavatelem, spoleénosti
document(s)/form(s) provided by the ICON nebo dodavatelem  uréenym

Sponsor, ICON or a supplier
designated by the Sponsor or ICON.

Administration/Distribution _of the

zadavatelem nebo spolecnosti ICON.

Podavani/distribuce hodnoceného |é€iva

Investigational Product

The Investigator shall document the

ZkouS$ejici bude dokumentovat podavani a
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3.17

3.18

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.

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 and/or
ICON must give prior authorization,
for any use of the Investigational
Product other than those set forth in
the Protocol.

distribuci hodnoceného I[éCiva ucastnikiim
klinického hodnoceni v pfislusnych ¢astech
zaznamu subjektu hodnoceni a jakémkoli
zaznamu o vydeji vsouladu s pravnimi
predpisy, zvlasté zakonem ¢&. 378/2007 Sb.,
o léCivech, ve znéni pozdéjSich predpisu, a
vyhlaskou ¢&. 226/2008 Sb., o spravné
klinické praxi a blizSich podminkach
klinického hodnoceni 1é€ivych pfipravku, ve
znéni pozdéjSich predpisu.

ZkouS$ejici vyda hodnocené |écivo pouze
zpusobilym ucastnikam hodnoceni
vsouladu spravnimi predpisy, a to
zejména zakonem ¢&. 378/2007 Sb., o
IéCivech, ve znéni pozdéjSich predpisu, a
vyhlaskou ¢&. 226/2008 Sb., o spravné
klinické praxi a blizSich podminkach
klinického hodnoceni IéCivych pfFipravku, ve
znéni pozdéjSich predpisu.

Hodnocené léCivo bude pouzivano pouze
pro ucely stanovené v protokolu. Zadavatel
a/nebo spoleénost ICON musi udélit
pfedchozi souhlas s jakymkoli jinym
pouzitim hodnoceného I|éCiva, nez je
stanoveno v protokolu.

Storage  of the Investigational Skladovani hodnoceného |éCiva
Product
The Investigator shall store all ZkouSejici bude vSechna hodnocena IéCiva

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.

Return of the Investigational Product

skladovat bezpeéné, jak je stanoveno v
protokolu, v kazdém pfipadé vSak bud
v hlavni |ékarné, kde dohlizi na vydej
kvalifikovany  lékarnik, nebo v misté
s omezenym pfistupem, a hodnocena
|[éCiva budou vydavana pod pFimym
dohledem zkousejiciho.

Vraceni hodnoceného IéCiva

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 or
ICON upon expiration or termination
of the Study or at such times as the
Sponsor or ICON 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

ZkouSejici vrati vedkeré nepouZité IéCivo i
obaly bez ohledu na to, zda obsahuji
nepouzité hodnocené lécivo ¢&i nikoli,
vsouladu s pokyny zadavatele nebo
spolec¢nosti ICON, a to po ukonceni Ci
dokonceni klinického hodnoceni nebo kdyz
o to zadavatel &i spoleCnost ICON pozada.
Pokud bude zadavatel souhlasit se
zni¢enim hodnoceného Ié€iva namisto jeho
vraceni, zdravotnické zafizeni zajisti, Ze
kazdé takové zni€eni bude provedeno
v souladu s pokyny zadavatele a poskytne
zadavateli na pozadani osvédCeni o

| ——
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41.

4.1.1

4.2

4.2.1

4211

4.2.1.2

accordance with Sponsor’s
instructions and the Institution shall
provide certification of destruction to
Sponsor, upon request.

REPRESENTATIONS,
WARRANTIES AND COVENANTS

Mutual Representations, Warranties

zniceni.

PROHLASENI, ZARUKY A UJEDNANI

Vzajemna prohlaseni, zaruky a ujednani

and Covenants

Each Party covenants, warrants and
represents that it has the right to
enter into this Agreement, and the
execution of this Agreement and the
performance by such Party of its
obligations hereunder have been
duly authorized. This Agreement has
been duly executed and delivered
on behalf of such Party and
constitutes a legal, valid, binding
obligation, enforceable against in
accordance with the terms hereof.
Such Party is duly organized, validly
existing and in good standing under
the applicable laws of the jurisdiction
of its establishment and has full
power and authority to enter this
Agreement.

Investigator/Institution

Kazda smluvni strana se zavazuje,
zaruCuje a prohladuje, Ze ma pravo uzavfit
tuto smlouvu a Ze podepsani této smlouvy
a plnéni povinnosti, které zni vyplyvaji,
bylo fadné schvaleno. Tato smlouva byla
fadné podepsana a doruéena jménem
takové smluvni strany a pFedstavuje
zakonnou, platnou, zavaznou povinnost,
kterou Ize vymahat v souladu s podminkami
této smlouvy. Takova smluvni strana je
fadné zfizena, platné existuje a ma fadné
postaveni podle platnych pravnich predpist
jurisdikce, v niZ byla zaloZena, a ma plnou
moc a pravomoc tuto smlouvu uzavrfit.

Zaruky, prohlaseni a ujednani

Representations, Warranties and zkousSejiciho/zdravotnického zafizeni
Covenants
The Investigator/Institution ZkouSejici a zdravotnické zafizeni se

covenants, warrants and represents
that:

they each have at all times during
the course of the Study, the
appropriate licenses, approvals and
certifications necessary to safely,
adequately and lawfully perform the
Study in accordance with applicable
Regulations, the Protocol, this
Agreement and good clinical
practice and have no notice of any
investigations that would jeopardize
such licenses, approvals or
certifications;

Investigator is at all times during the
course of the Study qualified by
training and experience with
appropriate expertise to conduct the
Study within the jurisdiction where
the Study is being conducted;

zavazuji, zaru€uji a prohlasuji, Ze:

kazdy z nich ma vzdy v prabéhu klinického
hodnoceni pfislusné licence, schvaleni a
osvédE&eni, jez jsou nezbytna pro bezpecné,
odpovidajici a  zakonné  provedeni
klinického hodnoceni v souladu s
pfisluSnymi pravnimi pfedpisy, protokolem,
touto smlouvou a spravnou klinickou praxi,
a nebyla jim ozndmena Zadna Setfeni, ktera
by mohla takové licence, schvaleni nebo
osvéddeni ohrozit;

zkouSejici  je v prabéhu klinického
hodnoceni  vzdy  kvalifikovan  svym
odbornym vzdélanim, vycvikem a
zkusenostmi  k  provedeni  klinického

hodnoceni v ramci jurisdikce, v niz klinické
hodnoceni probiha;

| —
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4213

4214

4215

4216

4.2.1.7

4.2.1.8

Study Personnel are and at all times

during

the course of the Study

continue to be appropriately trained
in ICH GCP, Study procedures and
the Protocol;

sufficient resources and time are
available and shall continue to be
available to Investigator for timely

and proper

performance of the

Study in accordance with Protocol
and this Agreement;

all tasks and activities

to be

performed under this Agreement

shall

be performed

in a timely

manner, with all due care and skill
and in compliance with Agreement;

all consents required to enter this

Agreement

copies

have been acquired,
of which are attached, if

appropriate hereto;

during the term of this Agreement
the Institution shall:

L.

II.

III.

neither

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;

notify or ensure that the
Investigator notifies ICON,
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

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

the

Institution nor

pracovnici klinického hodnoceni jsou a
v pribéhu studie vzdy budou Fadné
zasSkoleni voblasti SKP ICH, ukonech

klinického hodnoceni a protokolu;

zkouSejici ma a bude mit k dispozici
dostateCné zdroje a €¢as pro v€asné a fadné
provedeni klinického hodnoceni v souladu
s protokolem a touto smlouvou;

v8echny ukoly a aktivity, které maji byt
provedeny podle této smlouvy, budou
provedeny vlas, s nalezitou péci a
v souladu s touto smlouvou;

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

béhem platnosti této smlouvy zdravotnické
zafizeni:

zajisti, ze zkouSejici nebude provadét
ani se UCastnit zadné jiné klinické
studie, kterd by mohla mit negativni vliv
na schopnost zkou$ejiciho  plnit
povinnosti podle této smlouvy;

oznami nebo zajisti, Z2e zkouSejici
oznami spolecnosti ICON jakoukoli
zménu své Uulohy nebo oficialni

jmenovani do jakékoli jiné pozice, ktera
by mohla byt vrozporu sjeho pozici
zkousejiciho lékafe tohoto klinického
hodnoceni nebo tuto pozici omezit &i ji
zabranit nebo jinak ovlivnit jeho
povinnosti vyplyvajici z této smlouvy;

oznami nebo zajisti, Ze zkouSejici
oznami spolec¢nosti ICON jakykoli
skute€ny nebo potencialni stfet zajmu
nebo jakoukoli zménu ve stavu
odpovédi poskytnutych v dotazniku
spolec¢nosti ICON Etika zkouSejiciho
lékafe a dodrzovani predpisu, které by
mohly mit vliv na prabéh studie; a

zdravotnické  zafizeni ani  zkouSejici

| —
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5.1

5.1.1

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.

ICON MONITORING

Site Inspections

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

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

The Institution/Investigator  shall
notify ICON promptly if a Regulatory
Authority requests permission to
inspect the Institution/Investigator’s
facilities and/or research records
concerning the Study. On
notification of an inspection, the
Institution/Investigator shall notify
ICON of the date and time of such
inspection and allow ICON to assist
in the preparation for such
inspection by a Regulatory Authority.
Furthermore, if an inspection occurs,
the Institution/Investigator agrees to

nepodléhaji stfetu zajmu, pokud jde o
vysledek klinického hodnoceni, ani stfetu
povinnosti ¢i dohod, které by mohly narusit
provadéni klinického hodnoceni nebo mit
vliv na pfijeti vyslednych udaju jakymkoli
vladnim dfadem, véetné FDA, nebo by
mohly jinak dat vzniknout stfetu.

MONITOROVANI ZE
SPOLECNOSTI ICON

STRANY

Inspekce na pracovisti

Zdravotnické zafizeni/ zkou$ejici na
zakladé pfiméfeného predchoziho
upozornéni umozni opravnénym osobam
zadavatele, spolec¢nosti ICON a jakéhokoli
kontrolniho ufadu zkontrolovat prostory, jez
zdravotnické zafizeni/ zkousejici navrhuje
pouzit pro provedeni klinického hodnoceni,
a to jak pred zahajenim klinického
hodnoceni, tak i v pribéhu jeho lécebné
faze a po jeho ukonceni.

Pokud jsou vySe uvedené prostory podle
SKP, standardnich provoznich postupl a
standardi zadavatele nebo spolecnosti
ICON oznadeny za nepostacdujici pro fadné
provedeni klinického hodnoceni a
zdravotnické zafizeni / zkousejici
neodstrani takové nedostatky v pfiméfené
IhGté od okamziku, kdy jim byly oznameny,
muaze spole¢nost ICON podle svého
vlastniho uvazeni odmitnout zahajeni
klinického hodnoceni nebo rozhodnout o
jeho predéasném ukoncéeni a mlze ukongit
tuto smlouvu bez dalSich zavazkd v{ci
zdravotnickému zafizeni / zkouSejicimu.

Zdravotnické zafizeni/ zkouSejici bude
neprodlené informovat spole¢nost ICON a
zadavatele v pfipadé, Ze kontrolni ufad
pozada o povoleni provést inspekci prostor
a/nebo zdznamu zdravotnického zafizeni/
zkousejiciho tykajicich se vyzkumu v ramci
klinického hodnoceni. Po oznameni o
inspekci bude zdravotnické zafizeni/
zkouSejici informovat spole¢nost ICON o
datu a Case takové inspekce a umozni
spoleCnosti ICON, aby se podilela na
pfipravach na inspekci kontrolnim ufadem.
Dale, pokud dojde k inspekci, zdravotnické
zafizeni / zkouS$ejici souhlasi s tim, ze bude
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5.2
5.2.1

5.2.1.1

52.1.2

5213

6.1

6.1.1

cooperate with such inspection and
invite ICON and the Sponsor to be
present. The Institution/Investigator
agrees to provide the Sponsor and
ICON 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/Investigator receives as a
result of or in anticipation of an
inspection. The
Institution/Investigator shall notify
ICON of any legal action taken on
any audit by a Regulatory Authority.

Records

The Institution/Investigator  shall
allow authorized personnel of ICON,
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 ICON 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 ICON or Sponsor or their

pfi takové inspekci spolupracovat a pfizve k
Ucasti spole¢nost ICON a zadavatele.
Zdravotnické zafizeni/ zkouSejici souhlasi
s tim, ze poskytne zadavateli a spole¢nosti
ICON  kopie veskeré  dokumentace
kontrolniho ufadu, mimo jiné vcetné
korespondence, vyjadfeni, varovani,
donucovacich opatfeni, procesnich
materialt,  pfedvolani, formulafd a
zdznamu, které zdravotnické zafizeni/
zkousejici obdrzi v dusledku inspekce nebo
pfi jejim oCekavani. Zdravotnické zafizeni/
zkouSejici bude informovat spole¢nost
ICON o v8ech pravnich Ukonech
provedenych kontrolnim ufadem na zakladé
auditu.

Zaznamy

Zdravotnické zafizeni/ zkou$ejici umozni
opravnénym osobam spole¢nosti ICON,
zadavatele a jakéhokoli kontrolniho ufadu
monitorovat klinické hodnoceni a v3echny
zdznamy vyZadované pravnimi predpisy
b&hem bé&zné pracovni doby nebo jinak, jak
vyZaduje zkon, a:

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

prfezkoumat uUplnost a pfesnost dokladu o
dopoditatelnosti/evidenci hodnoceného
I&Civa; a

zkontrolovat zdrojové dokumenty, mimo jiné
véetné nemocni¢nich/klinickych zaznamu
potfebnych pro pfipravu zaznamu subjektu
hodnoceni. Jakakoli inspekce zdrojovych
dokumentl ze strany spole¢nosti ICON
bude provedena s nalezitym ohledem na
zachovani davérnosti idajl pacienta.

MLCENLIVOST

Davérné informace

Pro Gcely této smlouvy se ,divérnymi
informacemi“ rozumi vesSkeré Udaje,
dokumentace, zaznamy a informace
v jakékoli podobé souvisejici s podminkami
této smlouvy, klinickym hodnocenim a/nebo
hodnocenym IéCivem, které jsou
spole¢nosti ICON ¢&i zadavatelem nebo
jejich pfislusnymi zaméstnanci &i zastupci
poskytnuty zdravotnickému zafizeni,
zkouSejicimu nebo pracovnikim studie
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6.2

6.2.1

6.2.2

6.2.3

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/Investigator 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 Sponsor or ICON.

Agreement Not to Disclose

The Institution/Investigator 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/Investigator agrees to
use Confidential Information only for
fulfilling its/his or her respective
obligations under this Agreement. If
requested by ICON, the
Institution/Investigator shall promptly
return all  such  Confidential
Information to ICON 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:

nebo jinak vytvoreny ¢&i ziskany ve spojitosti
s diskusemi a jednanimi, jeZ se tykaji této
smlouvy nebo jez se uskute€nila v jejim
prabéhu, mimo jiné vCetné protokolu, udajl
klinického hodnoceni a souboru informaci
pro zkousejiciho.

Zdravotnické zafizeni/ zkouS$ejici souhlasi

stim, Ze bude zachovavat pfisnou
miCenlivost ohledné vSech chranénych
a/nebo  dlvérnych informaci a tyto
informace  nesdéli bez  vyslovného
pisemného souhlasu zakladatele nebo

spolecnosti ICON zadné treti strané.

Dohoda o mienlivosti

Zdravotnické zafizeni/ zkouSejici souhlasi
s tim, Ze nesdéli takové duvérné informace
jinym tfetim stranam nez pracovnikim
klinického hodnoceni, ktefi tyto duavérné
informace potfebuji znat pro provadéni
klinického hodnoceni, a zabezped¢i davérné
informace s takovou péci, ktera je u
davérnych informaci obvykla, a zajisti, aby
se na osoby, jez potfebuji davérné
informace znat pro ucely klinického
hodnoceni, vztahovaly v zasadé stejné
zavazky tykajici se davérnosti, jako jsou
zavazky stanovené touto smlouvou, a to
jeSté pred tim, nez jim takové duvérné
informace budou sdéleny.

Zdravotnické zafizeni/ zkouSejici souhlasi
s tim, Ze bude divérné informace pouzivat
pouze za ucelem pInéni svych pfislusnych
zavazkl vyplyvajicich z této smlouvy.
Pokud o to spole¢nost ICON pozada, pfi
dokonceni klinického hodnoceni
zdravotnické zafizeni / zkousejici
neprodlené vrati tyto veSkeré takové
divérné informace spole¢nosti ICON
(kromé polozek pozadovanych podle ¢lanku
3.3.3 vysSe - Archivace/pfedani
dokumentace klinického hodnoceni na
pracovisti).

Zavazky zachovavat miCenlivost neplati,
pokud:
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6.2.3.1

6.2.3.2

6.2.3.3

6.2.3.4

6.2.3.5

6.2.3.6

6.3

6.3.1

The information is in the public
domain or becomes publicly
available through no fault of the

Institution/Investigator or any
Institution employee;
The Institution/Investigator knows

the information before receipt from
ICON, as evidenced by its/his or her
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/Investigator  shall  first
notify the Sponsor/ICON of any such
required disclosure and limit such
disclosure as far as possible under
the Regulations;

The Sponsor and/or ICON grants
prior  written permission for
disclosure; and

The results of the Study are
disclosed to third parties in
accordance with the provisions of
Section 6.6 herein.

jsou informace verejné znamy nebo se staly
vefejné  dostupnymi  bez  pochybeni
zdravotnického zafizeni / zkouSejiciho nebo
jakéhokoli zaméstnance zdravotnického
zafizeni;

jsou informace zdravotnickému zafizeni/
zkouSejicimu znadmy dfive, nez je obdrzi od
spole¢nosti ICON, coz Ize dolozit
pisemnymi zdznamy zdravotnického
zafizeni / zkou$ejiciho;

jsou informace pravoplatné ziskany od tfeti
strany, ktera je opravnéna je sdélit a ktera
tyto informace neziskala porusenim prav
zadavatele nebo se na ni nevztahoval
zavazek micenlivosti vici zadavateli;

pravni  pfedpisy vyZaduji  poskytnuti
informaci  pfislusnému  soudu nebo
vladnimu dfadu za predpokladu, ze

zdravotnické zafizeni/ zkousejici nejdfive
takové pozadované zvefejnéni C&i sdéleni
oznami zadavateli/ICON a omezi takové
zvefejnéni Ci sdéleni v takovém rozsahu, v
jakém to umoZnuji pravni predpisy;

zadavatel a/nebo spole¢nost ICON udéli
pfedchozi pisemny souhlas s poskytnutim
informaci; a

jsou vysledky klinického hodnoceni tretim
stranam sdéleny v souladu s ustanovenimi
¢lanku 6.6 této smlouvy.

Medical Confidentiality and Data Davérnost Iékarskych informaci a ochrana
Protection osobnich udaji

The Parties and Sponsor agree to
comply with applicable Regulations
throughout the term of the
Agreement. It is the responsibility of
each Party and Sponsor to effect
and maintain all inventories and
registrations for the processing of
Personal Data as required under
applicable Regulation. The Parties
and Sponsor shall cooperate and
assist each other with respect to any
data protection impact assessments
and/or prior consultations with
Regulatory Authorities that may be
required in respect to processing
that is carried out under the
Agreement.

Smluvni strany a zadavatel souhlasi, Zze po
celou dobu platnosti této smlouvy budou
dodrzovat platné pravni predpisy. Kazda
smluvni strana a zadavatel jsou povinni
vytvofit a udrZzovat v8echny inventafe a
registrace pro potfeby zpracovani osobnich
udajii podle pozadavkl platnych pravnich
predpist. Smluvni strany a zadavatel budou
spolupracovat a vzajemné si poskytovat
soucinnost pokud jde o posouzeni dopadl
na ochranu osobnich udaju a/nebo
prfedchozi konzultace s kontrolnimi organy,
které mohou byt vyZadovany v souvislosti
se zpracovanim provadénym podle této
smlouvy.
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6.3.2

6.3.3

Institution / Investigator will obtain a
signed informed consent, approved
in writing by Sponsor or ICON and
by any applicable IRB/IEC, from
each Qualified Participant to the
collection, use, processing, storing
and transfer of their data according
to Regulations which shall include
the necessary content to allow for
the processing of the Qualified
Participant’'s personal data for the
purposes described in the Protocol
and the Agreement. This consent
shall also cover the transfer of their
personal data to countries other than
their own, including but not limited to
the United States of America, that
may not have the same level of data
protection as their own country.
Institution and Investigator will not
submit any personal data to
Sponsor/ICON, unless strictly
required and permitted under the
Regulations.

Prior to and during the course of the
Study, Institution and Investigator
may provide to the Sponsor/ICON
personal data relating to the
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 and Investigator
acknowledge 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; (i) verification by
governmental or regulatory
agencies, Sponsor, ICON, 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,

Zdravotnické zarizeni
od kazdého

| zkouSejici obdrzi
zpusobilého  ucCastnika
hodnoceni podepsany informovany
souhlas, ktery je pisemné schvaleny
zadavatelem nebo spoleCnosti ICON a
pfislusnou IRB/EK, se shromazdovanim,
pouzitim, zpracovanim, uchovavanim a
predavanim jejich udaju podle pravnich
predpist. Tento souhlas bude zahrnovat
nezbytny obsah umoZiujici zpracovani
osobnich udaja zpUsobilych  ucastniki
hodnoceni pro ucely popsané v protokolu a
ve smlouvé.Tento souhlas se bude rovnéz
vztahovat na predani jejich osobnich udaju
do jinych zemi, mimo jiné vc€etné USA,
které nemusi mit stejnou uUroven ochrany
udajl jako jejich vlastni zemé. Zdravotnické
zafizeni a zkouSejici nepfedloZi
zadavateli/spole€nosti ICON zadné osobni
udaje, pokud to neni nezbytné vyZadovano
a povoleno pravnimi predpisy.

Pfed klinickym hodnocenim a bé&hem néj
mohou zdravotnické zafizeni a zkouSejici
poskytnout zadavateli/ICON osobni udaje
tykajici se zkouSejiciho, spoluzkousSejicich
a pracovnikl klinického hodnoceni nebo
dalSich pracovnikd, ktefi se podileji na
provadéni klinického hodnoceni, na jejichZz
zpracovani se mohou vztahovat platné
zakony na ochranu osobnich udaji a
soukromi. Zadavatel a zkouSejici maji
pravo vlozit jméno a adresu ordinace
zkousejiciho a pfislusnych
spoluzkousejicich a dalSich pracovnikd
klinického hodnoceni do pocitatové
databaze a zpracovavat je.

Tyto udaje mohou byt pouzivany pro ucely:
(i) provadéni studie; (ii) ovéfeni viadnimi
nebo kontrolnimi ufady, zadavatelem,
spole€nosti ICON, jejich jednateli a
pridruzenymi spole¢nostmi; (iii) dodrzovani
pravnich a regulacnich pozadavku; (iv)
zvefejnéni  na www.clinicaltrials.gov a
webovych strankach a v databazich, které
slouzi pro ucely porovnavani; a (v) ulozeni
v databazich, které slouzi kvybéru
zkousejicich pro budouci klinicka
hodnoceni. Osobni udaje mohou byt
sdéleny nebo prevedeny pfFidruzenym
spoleénostem, pobockam, zastupclim nebo
smluvnim dodavatelim zadavatele nebo
spole¢nosti ICON a kontrolnim Gfadim na
celém svété. Zdravotnické zafizeni se
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6.3.4

6.3.5

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:
https://www.iconplc.com/privacy/site
-data-protection/

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
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.

The Parties and Sponsor 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 Qualified
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

zaruCuje, ze zkouSejicimu a pfislusnym
pracovnikim studie poskytne pfimérené
oznameni, které popisuje shromazdovani,
zpracovani a prevod jejich osobnich udaju
zadavatelem a spole¢nosti ICON tak, jak je
stanoveno v této smlouvé, a predevsSim
souhlasi, Ze zkouS$ejiciho a pfisludné
pracovniky studie odkaze na oznameni o
ochrané osobnich (daju pracovisté studie
zvefejnéné na  webovych  strankéch
spole¢nosti ICON na:
https://www.iconplc.com/privacy/site-data-
protection/

Zadavatel, spole¢nost ICON, zdravotnické
zafizeni i zkouSejici zavedou nalezita
technicka a organizaéni opatfeni na splnéni
pozadavki Obecného nafizeni o ochrané
osobnich udaju EU. Pokud si zdravotnické
zafizeni a/nebo zkouSejici zaCnou byt
védomi poruSeni ochrany udaja
v souvislosti s udaji zpracovavanymi podle
této smlouvy, neprodlené o tom uvédomi

spole¢nost ICON a zadavatele.
Zdravotnické zafizeni a/nebo zkousejici
budou v takovém pfipadé piné

spolupracovat se zadavatelem a
spole¢nosti ICON pfi napravé takového
poruseni ochrany osobnich udaji. Poruseni
ochrany osobnich udaju znamena jakykoli
neopravnény pfistup, ziskani, pouZiti,
zverejnéni nebo zniCeni osobnich ddaju
definovaného ¢&lanky 4, 33 a 34 Obecného
nafizeni o ochrané osobnich udaju EU a
pfislusnymi statnimi zakony o ochrané
osobnich udaju.

Smluvni strany a zadavatel souhlasi s tim,
Ze zdravotnické zafizeni je nejlépe
vybaveno Kk vyfizovani Zzadosti subjektd
studie na pfistup k osobnim ddajum, na
jejich opravy, pfevod, omezeni nebo vymaz
v souvislosti se studii. Zdravotnické
zarizeni a/nebo zkousejici budou
spole¢nost ICON a zadavatele do dvou (2)
pracovnich dnu informovat o jakékoli
zadosti obdrzené od zpusobilého Ucastnika
hodnoceni, jeho pravniho zastupce nebo
jakychkoli jinych subjektd hodnoceni o
uplatnéni jejich prav na pfistup, vzneseni
namitky, opravu nebo vymaz osobnich
udajl, které jsou o nich v souvislosti se
studii uchovavané. Zdravotnické zafizeni a

| —

Page 23 of 65



—

6.3.6

6.3.7

6.4

6.4.1

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.

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
agreement with Sponsor governing
such transfer, including, but not
limited to, the EU Standard
Contractual Clauses, unless another
adequacy mechanism for the
transfer exists.

The Parties and Sponsor agree that
all processing agreements shall be
in writing and that processors shall
be required to comply with the terms
of the Agreement. Each Party and
Sponsor shall be responsible for any
noncompliance by a processor
which it has engaged, which
noncompliance will constitute a
breach as if committed directly by
that Party or Sponsor.

Prohibition on use of Inside

Information

The Institution/Investigator agrees
not to trade in or to give advice

zkousejici tyto Zadosti zpracuje v souladu s
pfiméfenymi pokyny zadavatele nebo
spole¢nosti ICON. V pfipadé, ze zadost od
subjektu studie o pfistup, opravu, prevod,
omezeni nebo vymaz obdrzi zadavatel
nebo spole¢nost ICON (jménem
zadavatele), pfevedou je na zdravotnické
zafizeni. Zdravotnické zafizeni na Zadost
subjektu studie o pfistup, opravu, pFevod,
omezeni nebo vymaz osobnich udajl
zareaguje v souladu s platnymi zakony,
touto smlouvou a veSkerymi pokyny
vystavenymi zadavatelem nebo spole€nosti
ICON (jménem zadavatele). Zdravotnickeé
zafizeni bere na védomi, Ze aby byla
zachovana integrita vysledkd studie,
moznost opravit, omezit nebo vymazat
osobni Uudaje muze byt omezena v souladu
s platnymi pravnimi pfedpisy.

Zdravotnické zafizeni preda osobni udaje
mimo Evropsky hospodarsky prostor nebo
Svycarsko pouze v souladu s dokumenty

obsahujicimi pokyny poskytnutymi
zadavatelem nebo spoleénosti ICON
(jménem zadavatele) v souvislosti
s klinickym hodnocenim. Pokud o to

zadavatel pozada a pokud neexistuje jiny
postaCujici mechanizmus pro pfedani
udajli, zdravotnické zafizeni uzavie se
zadavatelem dohodu, kterou se bude
takové pfedani udaju fidit a ktera bude
mimo jiné zahrnovat standardni smluvni
dolozky EU.

Smluvni strany a zadavatel souhlasi s tim,
Z7e v8echny dohody tykajici se zpracovani
Udaju budou pisemné a Ze zpracovatelé
museji dodrZovat podminky této smlouvy.
Kazda smluvni strana a zadavatel
odpovidaji za pfipadné nedodrzeni ze
strany zpracovatele, jehoz sluzeb vyuzivaji,
a takové nedodrzeni bude znamenat
poruSeni této smlouvy, jako by bylo
zplsobeno pfimo danou smluvni stranou
nebo zadavatelem.

Zakaz uzivani internich informaci

Zdravotnické zafizeni/ zkouSejici souhlasi
s tim, ze nebude obchodovat s cennymi
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6.5

6.5.1

6.6

6.6.1

regarding the securities of the
Sponsor when it is in possession of
Study Data or other information that
constitutes  material  non-public
information of the Sponsor.

Use of name or trademarks

No Party shall make, place or
disseminate any advertising, public
relations, promotional material or
any material of any kind using the
name of the other party, and/or the
other party’s subsidiary or affiliate
companies or using their respective
trademarks, without the prior written
approval of the other party. Provided
that Institution hereby consents on
behalf of itself and Investigator that
Sponsor and/or ICON 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. ICON and/or
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 advertising,
public relations, promotional material
or any material of any kind using the
name of the Sponsor and/or the
Sponsor’s subsidiary or affiliate
companies or using their
trademarks, without the prior written
approval of Sponsor.

Publication

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

papiry zadavatele ani poskytovat rady
tykajici se cennych papirll zadavatele, kdyz

bude mit vdrZeni udaje klinického
hodnoceni nebo jiné informace, jez jsou
dilezitymi nevefejnymi informacemi
zadavatele.

Pouziti ndzvu ¢i ochrannych znamek

Zadna ze smluvnich stran neuskuteéni,
nezada ani nebude Sifit Zadnou inzerci,
public relations, propagaéni material ani
materiél jakéhokoli druhu za pouZiti jména
druhé smluvni strany a/nebo dcefinych ¢i
pfidruzenych spole€nosti druhé smluvni
strany nebo za pouziti jejich ochrannych
znamek bez pFedchoziho pisemného
souhlasu druhé smluvni strany.
V souvislosti s vy$e uvedenym zdravotnické
zarizeni timto souhlasi svym jménem a
jménem zkousejiciho stim, Ze zadavatel
a/nebo spoleCnost ICON jsou timto
opravnéni zvefejnit uCast zdravotnického
zafizeni a/nebo zkousSejiciho v klinickém

hodnoceni v jednom Ci vice
registrech/databazich  klinickych  studii,
mimo jiné véetné uvedeni umisténi a

kontaktnich Udaju zdravotnického zafizeni
a vSech dalSich mist, kde se Kklinické
hodnoceni podle této smlouvy provadi.
ICON a/nebo zadavatel budou mit rovnéz
pravo uvést prislusné registracni udaje

tykajici se klinického hodnoceni na
internetovych strankach
www.clinicaltrials.gov. Zdravotnické
zafizeni dale neuskute¢ni, nezada ani

nebude S§ifit zadnou inzerci, public relations,
propagacni material ani material jakéhokoli
druhu za pouziti jména zadavatele a/nebo

dcefinych & pfidruzenych  spolecnosti
zadavatele nebo za pouziti jejich
ochrannych znamek bez piedchoziho

pisemného souhlasu zadavatele.

Zverejnéni/publikace

Smluvni strany berou na védomi, ze
zadavatel si ponecha vlastnictvi vSech
pavodnich zaznamd subjektu hodnoceni,

které vyplyvaji z tohoto klinického
hodnoceni. Zkousejici vSak bude mit
pfednostni prava na zvefejnéni i

prezentovani za pfedpokladu, Ze zadavateli
bude predloZen k revizi a vyjadfeni takovy
rukopis nebo abstrakt, a to (60) dni pfed
pfedanim ke zvefejnéni nebo (60) dni pfed
prezentaci. Jestlize by, podle usudku
zadavatele, zvefejnéni nebo prezentovani
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or presentation at a given time
would hinder the  Sponsor's
development of the Investigational
Product, the Investigator shall
consider modifying the publication or
presentation schedules accordingly.
The Institution/Investigator further
agrees to delete information
identified by ICON or 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
ICON or the Sponsor, to permit the
fiing 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
Ownership

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/ 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
ICON/Sponsor.

All rights, title and interest in the
completed Study Data, except for
the Qualified Participants’ medical
records, any electronic database

ve vySe uvedené |huté zabranily zadavateli
ve vyvoji hodnoceného |éCiva, zkouSejici
zvazi odpovidajici Upravu lhat zvefejnéni Ci

prezentovani. Zdravotnické  zafizeni/
zkous$ejici  bude dale souhlasit s
odstranénim informaci, které spole¢nost

ICON nebo zadavatel oznaci za duvérné,
pred tim nez bude rukopis a/nebo abstrakt
pfedan ke zvefejnéni nebo prezentovani,
nebo na zadost spoleCnosti ICON &i

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 klinické hodnoceni
soucasti multicentrické klinické studie (coz
pro Ucely této smlouvy znamena, ze je do
studie zapojeno alespofi 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 udaji z
multicentrické  klinické  studie, bude
v publikaci &i prezentaci uveden odkaz na
pfisludné multicentrické publikace.

DUSEVNIi VLASTNICTVi

Vlastnictvi

Aniz by byla dotéena prava zadavatele v
Clanku 7.1.2 a 7.1.3, vSechny dokumenty,
protokoly, davérné informace a materialy
poskytnuté  zdravotnickému  zafizeni/
zkoudejicimu podle této smlouvy nebo
vytvofené béhem provadéni klinického
hodnoceni, kromé& zdravotnich zaznami
zpusobilych ucastniki hodnoceni a dalSich
zdrojovych dokumentl, jsou a zUstanou
vyhradnim vlastnictvim zadavatele. VeSkeré
zde uvedené dokumenty budou
bezodkladné na pozadani  vraceny
ICON/zadavateli.

VSechna prava, majetkové naroky a podily
souvisejici se ziskanymi udaji klinického
hodnoceni, kromé zdravotnich zaznamd
zpusobilych ucastnikd hodnoceni,
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7.2

7.21

7.3

7.3.1

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 and Investigator
hereby assign their entire rights, title
and interest in the Study Results to
Sponsor. Institution and Investigator
hereby assign their entire rights,
title and interest in the Study
Results to Sponsor. Institution and
Investigator will take reasonable and
customary precautions, including
periodic backup of computer files, to
prevent the loss or alteration of any
Study Data.

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.

Disclosure

The Institution/Investigator  shall
promptly disclose to ICON and/or
the Sponsor, in writing, any
Invention.

Cooperation

The Institution/Investigator 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
71 above. The

jakymikoli  elektronickymi  databazemi,
jejichZ vytvoreni je nutné podle protokolu, a
jakymikoli zpravami o klinickém hodnoceni
vytvofenymi  zdravotnickym  zafizenim,
zkous$ejicim, spoluzkousejicimi a dalSimi

pracovniky  klinického hodnoceni pro
zadavatele (,vysledky klinického
hodnoceni) se stanou vyhradnim
vlastnictvim  zadavatele. = Zdravotnické
zafizeni a zkou$ejici timto postupuji

vSechna sva prava, majetkové naroky a

podily spojené svysledky klinického
hodnoceni zadavateli. Zdravotnické
zarizeni  zajisti, Z2e v8echna prava,
majetkové naroky a podily
spoluzkousSejicich a dalSich pracovnikd
klinického  hodnoceni budou rovnéz
postoupeny zadavateli. Zdravotnické

zafizeni a zkouSejici ucini pfiméfena a
obvykla opatfeni, ktera zabrani ztraté Cdi
zméné udaju klinického hodnoceni, véetné
pravidelného  zalohovani pocitaCovych
soubord.

Patentovatelné i nepatentovatelné
vynalezy, postupy, know-how, obchodni
tajemstvi, Udaje, zlepSovaci navrhy, patenty
a/nebo jiné duSevni vlastnictvi souvisejici
s hodnocenym IéCivem &i jinak vyplyvajici
z klinického hodnoceni, jez byly vymysleny,
vytvofeny, respektive poprvé dovedeny do
faze praktického wvyuZiti béhem platnosti
této smlouvy, (dale jen ,vynalezy”) budou,
bez dal8i odmény pro zdravotnické zafizeni
a/nebo zkous$ejiciho, majetkem zadavatele.

Sdéleni
Zdravotnické zafizeni / zkousejici
neprodlené pisemné sdéli vytvofeni

jakéhokoliv vynalezu spolecnosti ICON

a/nebo zadavateli.

Soudinnost

Zdravotnické zafizeni/ zkousSejici vykona
v pribéhu trvani smlouvy i po té veskeré
nezbytné kroky, aby vynalezy mohly byt
pfevedeny bez vécného bfemena na
zadavatele v souladu s ¢lankem 7.1 vyS3e.
ZkousSejici / zdravotnické zafizeni bude
dale se zadavatelem spolupracovat na
naklady zadavatele tak, Ze neprodlené
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7.4

7.41

8.1

8.1.1

8.2

8.2.1

8.2.2

Institution/Investigator shall further
cooperate 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
fully 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/Investigator, Sponsor or
ICON 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/Investigator may
terminate the Study by notice in
writing at any time with immediate
effect, 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 by providing notice in writing
at any time with immediate effect if
ICON commits a material breach of
this Agreement and has not
remedied that breach (if remediable)
within thirty (30) days of receipt of

podepiSe  jakékoli  dokumenty  nebo
uskutec¢ni 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 / zkou$ejicim, zadavatelem i
spole¢nosti ICON nebo na néz ma
zdravotnické zafizeni / zkousejici,
zadavatel ¢i spolec¢nost ICON pfede dnem
uzavfeni této smlouvy licenci, z{istanou ve
vlastnictvi pfislusné smluvni strany.

DOBA TRVANi SMLOUVY A UKONCENI
SMLOUVY

Doba trvani smlouvy

Tato smlouva bude ucinna ode dne
uCinnosti  do  dokonéeni  klinického
hodnoceni, ukoncenich aktivit spojenych
s timto klinickym hodnocenim na pracovisti
a splnéni zavazkd smluvnich stran
vyplyvajicich ztéto smlouvy nebo do
s timto ¢lankem 8 (dale jen ,doba trvani
smlouvy*).

Ukoné&eni zdravotnickym zarizenim

Zdravotnické zafizeni/ zkouSejici muze
klinické  hodnoceni  kdykoli ukondit
pisemnym oznamenim s okamZitou
ucinnosti, pokud je podle pfiméfeného
usudku zkousejiciho takové ukonéeni nutné
pro ochranu bezpeénosti pacientd, napf.
zdlvodu vzniku neocekavané nebo
zavazné nezadouci pfihody.

Zdravotnické zafizeni muze  klinické
hodnoceni  kdykoli  ukonéit pisemnym
oznamenim s okamzitou ucinnosti, jestlize
se spole¢nost ICON dopusti zavazného
poruSeni této smlouvy a toto porudeni
nenapravi (je-li napravitelné) do ftficeti (30)
dnl od obdrzeni pisemného oznameni

| e —

Page 28 of 65



—

8.3

8.3.1

8.3.1.1

8.3.1.2

8.3.1.3

8.3.14

8.3.1.5

8.3.1.6

written notice from the
Institution/Investigator requiring
remedy and specifying the breach

complained of.

Termination by ICON

ICON may on its own behalf or that
of the Sponsor terminate the Study
prior to completion by providing
written notice to the
Institution/Investigator with
immediate effect for any of the
following reasons:

Notification by the Sponsor to ICON
to terminate the Study;

Notification by a  Regulatory
Authority to the Sponsor/ICON 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/Investigator
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 ICON 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;

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

In the event that the
Institution/Investigator commits a
breach of Section 12.13 of this

zdravotnického  zafizeni /
které pozaduje napravu
pfislusné poruseni.

zkousejiciho,
a specifikuje

Ukoné&eni spole¢nosti ICON

Spole¢nost ICON mulze svym viastnim
jménem nebo jménem zadavatele ukongit
klinické hodnoceni pfed jeho dokonéenim
dorucenim pisemného oznameni
zdravotnickému  zafizeni/ zkouSejicimu
s okamzitou ucinnosti, a to z kteréhokoli
z dale uvedenych ddvodu:

oznameni zadavatele spole¢nosti ICON
o ukonceni klinického hodnoceni;

oznameni kontrolniho Gfadu zadavateli/
spole¢nosti ICON o ukonceni klinického
hodnoceni;

aniz by byla dotCena obecna platnost prav
spole¢nosti ICON podle tohoto ¢lanku 8.3.1
této smlouvy, =zdravotnické zafizeni/
zkoudejici bere na védomi, Ze Kklinické
hodnoceni tvofi soucast multicentrické
klinické studie, pro kterou je nabor
uskute€hovan kompetitivng, a Ze klinické
hodnoceni muze byt tudiz spolecnosti
ICON ukoneno pfed naborem poctu
zpusobilych ucastniku hodnoceni
uvedeného v protokolu nebo pfiloze €. 2
této smlouvy;

rozhodnuti zadavatele a/nebo spole¢nosti
ICON, ze zkouSejici, pfestoze mu byla

poskytnuta pfiméfena pfilezitost, neni
z jakéhokoli dlvodu schopen uspokojivé
proveést klinické hodnoceni tak, jak

pozaduje protokol a tato smlouva, mimo
jiné v€etné okolnosti stanovenych ve €lanku
5.1.2;

v pfipadé, Zze zdravotnické zafizeni/
zkous$ejici porusi tuto smlouvu a toto
poruseni nenapravi (je-li napravitelné) do
tficeti (30) dnU od obdrzeni pisemného
oznameni spole¢nosti ICON, které vyzaduje
napravu a specifikuje pfislusné poruseni;

v pfipadé, ze zdravotnické zafizeni Ci
zkoudejici porudi Clanek 12.13 této
smlouvy;
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8.3.1.7

8.3.1.8

8.3.2

8.4

8.4.1

8.5

8.5.1

8.5.2

Agreement;

If Institution/Investigator 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.

ICON may on its own behalf or that
of the Sponsor terminate the Study
at any time prior to completion by
providing thirty (30) days written
notice without cause to the
Institution/Investigator.

Termination of this Agreement

In the event that the Study is
terminated then this Agreement shall

pokud se zdravotnické zafizeni / zkouSejici
dostanou do insolvence nebo podaji navrh
na ochranu pred véfiteli podle platnych
zakonl o konkurznim fizeni, budou
podléhat nedobrovolnému konkurznimu
fizeni, provedou postoupeni ve prospéch
svych véfiteld, maji uréeného spravce
konkurzni podstaty pro veskery majetek Ci
jeho &ast nebo pfestanou vykonavat svou
¢innost & pokud jim hrozi zastaveni
¢innosti; a

v situaci uvedené ve ¢&lanku 3.15 vySe.

Spoleénost ICON mlze bez uvedeni
ddvodu ukongit klinické hodnoceni svym
jménem nebo jménem zadavatele kdykoli
pfed  jeho dokoncenim pisemnym
ozndmenim  zdravotnickému  zafizeni/
zkousejicimu se 30denni Ihdtou.

Ukoncéeni této smlouvy

V pfipadé, Ze dojde k ukonCeni klinického
hodnoceni, bude tato smlouva automaticky

automatically terminate with  ukoncena s okamzitou uc€innosti.

immediate effect.

Obligations of the Zavazky zdravotnického zarizeni /
Institution/Investigator after zkousSejiciho  po  ukon&eni  klinického
Termination hodnoceni

Immediately upon receipt of a notice Po obdrzeni oznameni o ukonceni

of termination, 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.

In the event of early termination of
this Agreement by the Sponsor or
ICON and subject to an obligation
on the Institution/Investigator to
mitigate any loss, ICON shall
procure that the 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

klinického hodnoceni zkouSejici neprodlené
ukonéi zafazovani potencialnich pacientl
do Kklinického hodnoceni a prestane u
pacientd, ktefi jiz do klinického hodnoceni
byli zafazeni, provadét ukony v mife
IékaFsky a eticky pfipustné.

V pfipadé predCasného ukonceni této
smlouvy zadavatelem nebo spolecnosti
ICON a vzavislosti na povinnosti
zdravotnického  zafizeni/  zkouS$ejiciho
zmirnit jakoukoli ztratu, spole¢nost ICON
zajisti, Ze zadavatel uhradi vSechny
naklady tfetich stran, které vznikly a staly
se k datu ukonceni smlouvy splatnymi, a
rovnéz v8echny nezrusitelné vydaje tfetich
stran, které se stanou splatnymi po datu
ukonceni této smlouvy a vyplyvaji ze
zavazkl, které zdravotnickému zafizeni/
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9.1.1.1

9.1.1.2

9.11.3

9.1.1.4

9.2

commitments reasonably and
necessarily incurred by the
Institution/Investigator 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 Investigator represents that
he/she has never been and the
Institution represents that the Study
Personnel, who will be rendering
services to the Sponsor or ICON,
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
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

zkoudejicimu pfi  provadéni klinického
hodnoceni dlvodné a nezbytné vznikly
pfed datem ukonleni a které Dbyly
dohodnuty se zadavatelem. Na Zzadnou
dals§i kompenzaci nema zdravotnické
zarizeni ani zkousejici narok.

POTVRZENi TYKAJIiCi SE VYLOUCENI
ZPUSOBENi VE FARMACEUTICKEM
PRUMYSLU

Prohlaseni

ZkouSejici prohlasuje, zZe nikdy nebyl, a
zdravotnické  zafizeni prohlasuje, Ze
pracovnici  klinického hodnoceni, ktefi
budou poskytovat sluzby zadavateli nebo
spolecnosti ICON, nikdy nebyli:

vylou&en/vylou&eni z pUsobeni ve
farmaceutickém prdmyslu, nebyla jim
pozastavena ani omezena moznost
vykonavat lékafskou profesi, ani nebyli
odsouzeni za trestny €in, v disledku néhoz
muaze byt osoba vylou€ena z pUsobeni ve
farmaceutickém primyslu podle pravnich
predpisli, 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 plasobeni ve
farmaceutickém prdmyslu nebo obvinéni
z trestného Cinu, ani nebyli jinak ucastni
jednani, pro které jednotlivec mize byt
podle pravnich pfedpisu vyloucen;

zapojeni do ob&anskopravniho &i trestniho
sporu, sporu s kontrolnim dfadem,
vySetfovani & rozhodCiho fizeni, které by
mély vliv na jejich uast v klinickém
hodnoceni a ze zadné Udaje, jez jimi byly
vytvofeny v jakékoli prfedchozi klinické
studii, jiz se uc&astnili, nebyly odmitnuty
kvuli obavam o jejich pfesnost nebo z jinych
vaznych divodd, ani

potrestan/potrestani  kontrolnim Gfadem
nebo vylou€en/vylouceni kontrolnim
uradem z provadéni klinickych studii.
Oznameni__o vylouceni z plUsobeni ve
farmaceutickém primyslu
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9.2.1

9.3.1

9.41

10.1

10.1.1

10.1.2

The Investigator/Institution agrees
that he/shel/it shall notify the
Sponsor or ICON 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 or ICON,

from time to time the
Institution/Investigator shall certify to
ICON in writing the
Investigator’s/Institution’s
compliance with the foregoing
provisions.

INDEMNIFICATION AND

INSURANCE

Sponsor Indemnity

Any Indemnification arrangements
between the Institution/Investigator
by the Sponsor (hereinafter called
“Indemnification Provision”) shall
be by means of an agreement
between the Institution/Investigator
and the Sponsor directly.

Requests for Indemnification
Provision should be made in writing
or faxed to the ICON project
manager for the Study at the
address below, who shall act as the
administrator of the Indemnification
Provision on behalf of the Sponsor.
Such requests must include the
names of all parties to be
indemnified.

ZkouSejici / zdravotnické zafizeni souhlasi
s tim, Zze bude informovat zadavatele nebo
spole¢nost ICON v pfipadé takového
vylou€eni, obvinéni, odsouzeni &i jejich
hrozby, jez jsou uvedeny ve c¢lanku 9.1
vyse.

Zavazek nezaméstnavat

Béhem trvani této smlouvy se zdravotnické
zarizeni zavazuje, ze nezaméstna ani jinak
smluvné nezavaze pracovniky klinického
hodnoceni, ktefi byli vylou¢eni z pusobeni
ve farmaceutickém  prdmyslu  nebo
odsouzeni pro trestny &in, pro ktery mize
dojit k vylou€eni jednotlivce.

Potvrzeni

Zdravotnické zafizeni / zkousejici na zadost
zadavatele nebo  spole¢nosti  ICON
prilezitostné poskytne spolegnosti ICON
pisemné potvrzeni, Ze dodrZzuje vyse
uvedena ustanoveni.

ODSKODNENI A POJISTENI

Odskodnéni zadavatelem

Jakékoli ujednani o od38kodéni mezi
zdravotnickym zafizenim / zkouSejicim a
zadavatelem (dale jen ,poskytnuti
odskodnéni“) budou ucinéna pfimo
prostfednictvim dohody mezi zdravotnickym
zarizenim / zkouSejicim a zadavatelem .

Zadosti o poskytnuti od$kodnéni by mély
byt zaslany pisemné nebo faxem na nize
uvedenou adresu projektovému manazerovi
spole¢nosti ICON pro klinické hodnoceni,
ktery bude jednat jménem zadavatele jako
administrator pro poskytnuti odSkodnéni.
Tyto Z&dosti musi obsahovat jména v8ech
stran, které maji byt odSkodnény.
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10.1.3

10.2

10.2.1

10.2.2

For the avoidance of doubt ICON
shall not provide any indemnification
on ICON’s own account to the
Institution/Investigator or any of their
servants or agents.

Insurance

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

Upon request by ICON, the
Institution/Investigator shall produce
written evidence of appropriate
insurance coverage for its/his/her
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.

The Parties to the Agreement
acknowledge that the Sponsor is
responsible for injury to health of the
trial subjects caused by the specific
nature of the medication. 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
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

]
Aby se predeslo pochybnostem, spole¢nost

ICON neposkytne Z?adné odSkodnéni
zdravotnickému zafizeni / zkouSejicimu ani

zadnému z jejich zaméstnancl nebo
zastupcl.

Pojisténi

Zdravotnické zafizeni bude udrzovat
v platnosti  pojisténi, jehoz vyse je
z obchodniho hlediska dostacujici a je
v souladu s pravnimi predpisy.

Na zakladé zadosti spole¢nosti ICON

Zdravotnické zafizeni/ zkouS$ejici pfedlozi
pisemny doklad o pfislusném pojisténi
pokryvajicim jejich odpovédnost a zavazky
vyplyvajici z této smlouvy. Takové pojistné
kryti bude rovnéz vsouladu se vSemi
pravnimi pfedpisy, nebo pokud pfislusné
pojisténi  bude poskytovano vladnim
organem, zdravotnické zafizeni bude
spliovat vSechny pozadavky nezbytné k
tomu, aby si na pojisténi poskytované
vladnim organem zachovalo narok.

Smluvni strany berou na védomi, ze
zadavatel odpovidd za Ujmu na zdravi
subjektt’ hodnoceni zpusobenou zvlastni
povahou léCiva. 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 klinického hodnoceni smluvni
pojisténi subjektd hodnoceni pro pfipad
Ujmy na zdravi v duasledku provadéni
klinického hodnoceni, a to u osoby k tomu
opravnéné podle pfislusnych pravnich
pfedpist. Zadavatel dale v souladu
s pfisluSnymi pravnimi predpisy zajisti pred
zahajenim klinického hodnoceni na celou
dobu provadéni klinického hodnoceni
smluvni pojisténi odpovédnosti za Skodu
pro zkou$ejiciho a sam pro sebe, a to u
osoby k tomu opravnéné podle pfislusnych
pravnich predpisu.
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10.3.1

this insurance during the whole term
of the clinical Study. The insurance
shall be concluded with an entity
authorized pursuant to appropriate
legal Regulations.

ICON Disclaimer

The Institution/Investigator
acknowledge(s) that the Sponsor
has engaged ICON to manage the
Study. ICON has performed no
independent research or analysis
regarding the safety or efficacy of
the Investigational Product,
materials or treatment procedures
that are to be administered pursuant
to the Study and therefore ICON
makes no warranties, expressed or
implied concerning the
Investigational Product, materials,
treatment procedures, results to be
obtained in administering the
Investigational Product, or the
Investigational Product's fitness for
any particular purpose. ICON DOES
HEREBY DISCLAIM ANY AND ALL

REPRESENTATIONS AND
WARRANTIES WITH RESPECT TO
THE INVESTIGATIONAL
PRODUCT INCLUDING ANY
REPRESENTATION OR
WARRANTY OF QUALITY,
PERFORMANCE,

MERCHANTABILITY OR FITNESS
FOR A PARTICULAR USE OR
PURPOSE, OR THAT THE USE OF
THE INVESTIGATIONAL
PRODUCT FOR  PURPOSES
OTHER THAN SPECIFIED IN THIS
AGREEMENT WILL NOT
INFRINGE THE RIGHTS OR
PATENTS OF ANY THIRD PARTY.
FURTHER ICON EXPRESSLY
DISCLAIMS ANY LIABILITY FOR
ANY PRODUCT CLAIM ARISING
OUT OF A CONDITION CAUSED
OR ALLEGEDLY CAUSED BY THE
ADMINISTRATION OF  SUCH
INVESTIGATIONAL PRODUCT
EXCEPT TO THE EXTENT SUCH
LIABILITY IS CAUSED BY THE
NEGLIGENCE, WILFUL
MISCONDUCT OR BREACH OF
THIS AGREEMENT BY ICON. THIS
SECTION SHALL SURVIVE
TERMINATION OR EXPIRATION
OF THIS AGREEMENT.

Odmitnuti odpovédnosti spoleénosti ICON

Zdravotnické zafizeni/ zkouSejici bere na
védomi, ze zadavatel smluvné zavazal
spoleénost ICON  kFizeni  klinického
hodnoceni. Spole€nost ICON neuskutecnila
Zadny nezavisly vyzkum ani analyzu tykajici

se bezpec€nosti nebo ucinnosti
hodnoceného 1éCiva, materiall nebo
Ié€ebnych  postupl, které maji byt

uskuteénény v ramci klinického hodnoceni,
a proto spoleénost ICON neposkytuje
zadné vyslovné ani predpokladané zaruky
tykajici se hodnoceného léc¢iva, materiald,
Ié€ebnych postupl a vysledkd, které mohou
byt =ziskany v souvislosti s podavanim
hodnoceného |éiva nebo vhodnosti
hodnoceného 1éCiva pro jakykoli konkrétni
Géel. SPOLECNOST ICON TIMTO
ODMITA VSECHNA PROHLASENI A
ZARUKY TYKAJiCi SE HODNOCENEHO
LECIVA, VCETNE PROHLASENi CI
ZARUKY KVALITY, UCINNOSTI,
PRODEJNOSTI A VHODNOSTI PRO
URCITE PoOUZITi CI UCEL A TOHO, ZE
POUZITI HODNOCENEHO  LECIVA
K JINYM UCELUM, NEZ JE STANOVENO
V TETO SMLOUVE, NEPORUSI PRAVA
ANI PATENTY ZADNE TRETi STRANY.
SPOLECNOST ICON SE  TIiMTO
VYSLOVNE ZRIKA ODPOVEDNOSTI ZA

JAKYKOLI NAROK VZNESENY
V SOUVISLOSTI S LECIVEM
VYPLYVAJICI Z ONEMOCNENI
ZPUSOBENEHO Cl DOMNELE
ZPUSOBENEHO PODANIM TAKOVEHO
HODNOCENEHO LECIVA KROME
PRIPADU, KDY JE TAKOVA
ODPOVEDNOST ZPUSOBENA
NEDBALOSTI, ZAMERNYM

POCHYBENIM ClI PORUSENIM TETO
SMLOUVY SPOLECNOSTI ICON. TENTO
CLANEK PRETRVA | PO UKONCENI ClI
VYPRSENI TETO SMLOUVY.
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10.4

10.4.1

10.4.2

11

11.1.1

Institution Indemnity

The Institution/Investigator
acknowledges that neither ICON nor
the Sponsor will be responsible for,
and the Institution agrees to
indemnify and hold them harmless
ICON, Sponsor and their 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,
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.

No Party to this Agreement nor
Sponsor shall be liable for any
consequential or indirect damages
including any claim for loss of profits
or opportunity to any other Party or
Sponsor. 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.

INSTITUTION COMPENSATION

Payments

ICON 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

Odskodnéni zdravotnickym zarizenim

Zdravotnické zafizeni/ zkouSejici bere na
védomi, Ze spole¢nost ICON ani zadavatel
nebudou odpovédni za jakykoli zavazek,
ztratu, narok, Skody a vydaje (vCetné
pravnickych poplatkli a nakladd na soudni
fizeni), které jim vzniknou v souvislosti
s jakymikoli (a vSemi) naroky, soudnimi
fizenimi, Setfenimi &i poZadavky tfetich
stran, pokud jsou zpusobeny nebo jsou
disledkem skute¢né ¢i domnélé nedbalosti,
nedodrzeni protokolu, neziskani
informovaného  souhlasu, nedodrzZeni
platného zakona, poruseni této smlouvy
nebo zamérného pochybeni zdravotnického
zafizeni, zkousejiciho, pracovnik(
klinického hodnoceni ¢i jakékoli osoby,
kterda napomaha pfi provadéni klinického
hodnoceni v ramci plnéni zavazkd podle
této smlouvy, a zdravotnické zafizeni
souhlasi s tim, Zze za né spole¢nost ICON,
zadavatele a jejich pfislusné pfidruzené
spole¢nosti, vedouci pracovniky, feditele,
partnery, zaméstnance a  zastupce
odskodni a zbavi odpovédnosti.

Zadna strana této smlouvy ani zadavatel
neodpovidaji za jakékoli nasledné i
nepfimé Skody, v€etné naroku za usly zisk
nebo pfilezitosti pro jinou stranu i
zadavatele. Omezeni odpovédnosti
stanovené v predchozi vété se nevztahuje
na zadné naroky tfetich stran, na povinnost
poskytnout odSkodnéni podle této smlouvy,
na poruseni prav zadavatele ¢i jeho
vedoucich  pracovniki k  duSevnimu
vlastnictvi ani na porudeni povinnosti
zachovat davérnych informaci.

ODMENA ZDRAVOTNICKEHO ZARIZENI

Platby

Spolecnost ICON provede platby za kazdy
uspésSné dokonceny pfipad (ktery je
definovan v ¢lanku 11.1.2 nize) v souladu
s pfilohou &. 2 této smlouvy. Zdravotnické
zarizeni/ zkouSejici zajisti, ze takové
faktury budou spole¢nosti ICON zasilany do
60 dna ode dne vzniku vydaje.
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11.1.2

11.1.3

11.1.4

11.1.5

11.1.5.1

within 60 days of the expense being
incurred.

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/Investigator 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 1), but does not
enroll into the Study. Payment for
screen failures will be capped as
defined in appendix 2.

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

Payment should be made payable
to:

Beneficiary name:

Nemocnice Jindfichav Hradec, a.s.
Beneficiary address:

U Nemocnice 380/,
Jindfichlv Hradec
(hereinafter called the “Payee”).
Invoices will be made out in the
name of ICON. The
Institution/Investigator
acknowledges and agrees that the
Payee is the proper payee under
this Agreement. If the
Institution/Investigator wishes to be
paid via bank transfer it/he/she must
complete the Beneficiary Form
attached at Appendix 4 hereto.

377 38

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

where VAT arises and ICON is

,Usp&&né dokond&eny pfipad” je pfipad, kdy
je pacient  zpUsobilym ucastnikem
hodnoceni, ktery dokong€il dobu uréenou pro
klinické hodnoceni a byl vyhodnocen
v souladu s protokolem. Pokud pacient
v klinickém hodnoceni nepokracuje
z dlivodd uvedenych v protokolu, bude
zdravotnickému  zafizeni/ zkouSejicimu
uhrazena pomérna cCast platby za praci
provedenou v souladu s pfilohou ¢&. 2.
NeuspéSny screening je definovan jako

zpusobily  subjekt  hodnoceni,  ktery
absolvuje screeningovou navstévu
(navstéva 1), ale neni zafazen do
klinického hodnoceni. Maximalni vyse

platby za neuspésné screeningy je uvedena
v priloze 2.

Platby podle ¢&lanku 11.1.1 vySe budou
provedeny do devadesati (90) dni (pfesné
platebni terminy budou sdéleny spole&nosti
ICON) ode dne, kdy spole¢nost ICON
obdrzi zadznam  subjektu  hodnoceni
vyplnény v souladu se ¢lankem 3.7 vySe.
ZavéreCna platba nebude provedena,
dokud nebudou vyfeSeny vSechny dotazy a
pfipominky.

Platba bude provedena ve prospéch:

Jméno pfijemce:

Nemocnice Jindfichiv Hradec, a.s.

Adresa pfijemce:

U Nemocnice 380/Ill, 377 38 Jindfichuv
Hradec

(dale jen ,pfijemce platby”). Faktury budou
vystaveny na jméno spole€nosti ICON.
Zdravotnické zafizeni/ zkouSejici bere na
védomi a souhlasi s tim, Ze pfijemce platby
je Fadnym pfijemcem platby podle této
smlouvy. Pokud si zdravotnické zafizeni /
zkoudejici pFeje, aby mu platby byly
poukazovany bankovnim pfevodem, musi
vyplnit formulaf Bankovni detaily pfijemce
platby, ktery tvofi pfilohu €. 4 této smlouvy.

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

tam, kde vznika DPH, a spole¢nost ICON je
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11.1.5.2

11.1.5.3

11.1.6

11.1.7

11.21

11.2.2

legally accountable for the same;

where the Institution/ Investigator
has listed its/his’/her VAT number
below; and

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

Institution

For the avoidance of doubt all
charges and/or fees imposed by the

Investigator/Institution’s banks shall
be for the account of the
Investigator/Institution, ICON  will

have no obligation to discharge the
same or any other similar
administrative charges.

ICON 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 ICON apply Withholding
Taxes to payments to the Payee and
correctly remit the amount of any
such Withholding Taxes to the
relevant tax authority, ICON will be
regarded for the purposes of
determining the amount owed by
ICON 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 ICON shall
provide Payee with certification of
the amount of such Withholding
Taxes remitted in a form acceptable
under relevant legislation.

Non-Payment

Unless otherwise agreed in writing
ICON 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
ICON in relation to patients with

za ni ze zakona odpovédna,

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

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

DIC  zdravotnického

Aby se zabranilo pochybam, budou
vSechny sazby a/nebo poplatky ucétované
bankami zdravotnického zafizeni /
zkousejiciho hrazeny zdravotnickym
zafizenim / zkouSejicim a spole¢nost ICON
nebude povinna tyto poplatky ani jiné
podobné administrativni poplatky hradit.

Spole¢nost ICON mlze byt ze zakona
a/nebo na zadost pfislusného finanéniho
Ufadu povinna odecist nékteré srazkové
dané od plateb provedenych ve prospéch
zdravotnického zafizeni (,srazkové dané®).
Pokud spole¢nost ICON uplatni jakékoli
srazkové dané& na platby ve prospéch
pfijemce platby a sprdvné poukaze &astku
takovych srazkovych dani pfislusSnému
finanénimu Ufadu, bude se mit za to, Ze je
spole¢nost ICON pro uc€ely ureni &astky,
kterou ma uhradit pfijemci platby, zbavena
svého zavazku vUci pfijemci platby ve vysSi
rovnajici se vySi jakychkoli sréZzkovych dani
spravné odetenych a poukazanych
finanénimu Ufadu. Tam, kde to vyzaduje
platna legislativa, poskytne spolecnost
ICON pfijemci platby osvédCeni o vysi
takovych srazkovych dani uhrazenych ve
formé pfijatelné podle pfislusné legislativy.

Neprovedeni plateb

Pokud neni pisemné dohodnuto jinak,
spole¢nost ICON neprovede zadnou platbu
za pacienty, které zkou3ejici zafradil do
klinického hodnoceni v rozporu s
protokolem (j., pacient neni zpUsobilym
ucastnikem hodnoceni).

Pokud neni pisemné dohodnuto jinak,
spole¢nost ICON neprovede zadnou platbu
tykajici se pacientl, v souvislosti s nimiz
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11.3

11.3.1

11.3.2

11.4.1

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
ICON, within thirty (30) days of the
date of termination of the Study. If
Institution/Investigator fails to do so,
ICON, in its sole discretion, may

apply such unearned sums to
payments  otherwise due in
connection with Institution’s/

Investigator’s participation in another
Sponsor study or may pursue other
available remedies.

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

apply such unearned sums to
payments  otherwise  due in
connection with Institution’s/

Investigator’s participation in another
ICON study or may pursue other
available remedies.

Pass-through Costs

ICON 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/Investigator
shall ensure that such invoices are

doSlo k poruSeni protokolu, a to za
navstévy, pfi nichZz doSlo k odchyleni od

protokolu, nebo =za jakékoli nasledné
navstévy.

Vraceni finanénich prostfedk

Pro pfipad, Zze je Kklinické hodnoceni

z jakéhokoli divodu pred€asné ukoncéeno,
se smluvni strany dohodly, Ze d{astky
zaplacené &i splatné podle ¢lanku 11 budou
stanoveny pomérné na zakladé skuteCné
prace fadné provedené podle protokolu
v souladu s pfilohou & 2 této smlouvy.
Jakékoli finanéni prostfedky, které podle
této kalkulace nejsou splatné, ale byly jiz

zaplaceny, budou spole¢nosti ICON
vraceny do tficeti (30) dni od data ukonceni
klinického hodnoceni. Pokud tak

zdravotnické zafizeni/ zkouSejici neucini,
spole¢nost ICON mlze podle svého
vyhradniho  uvéZeni  pouzit takové
nezaplacené Castky na platby, které jsou
jinak splatné v souvislosti s U&asti
zdravotnického zafizeni/ zkou$ejiciho v
jiné studii zadavatele, nebo muaze uplatnit
dalSi dostupné opravné prostiedky.

Pokud spole¢nost ICON béhem klinického
hodnoceni zaplati ¢astku prevySujici Castku
odpovidajici skute¢né fadné vykonané
praci, jakékoli finan¢ni prostfedky, které
nejsou podle této kalkulace splatné, avSak
byly uz zaplaceny, budou ICON vraceny do
tficeti (30) dnG od pisemné zadosti ICON.
Pokud tak zdravotnické zafizeni / zkouSejici
neucini, spole¢nost ICON muze podle
svého vyhradniho uvazeni pozastavit dalSi
platbu do vraceni této ¢astky, nebo muize
Castku zapodist oproti budouci praci podle
této smlouvy (je-li to mozné), nebo muize
pouzit takové nezaplacené <&astky na
platby, které jsou jinak splatné v souvislosti
s UCasti  zdravotnického  zafizeni/
zkousejiciho v jiné studii spole¢nosti ICON,
nebo muze uplatnit dal$i dostupné opravné
prostfedky.

Prefakturované naklady

Spole¢nost ICON souhlasi s tim, ze uhradi
dosud nezaplacené prefakturované naklady
stanovené vpfiloze ¢ 2 na zakladé
pfedlozeni  odpovidajicich  pisemnych
dokumentll  zdravotnickym  zafizenim
dokladajicich, Ze takové naklady vznikly.
Zdravotnické zafizeni / zkouSejici zajisti, Ze
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11.56.1

11.5.2

11.5.3

11.6.1

sent to ICON within sixty (60) days
of the expense being incurred.

All costs

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.

Institution and Investigator agree
that the compensation received
under this Agreement does not
exceed the fair market value of the
services Institution and Investigator
are providing, and that no payments
are being provided to Institution and
Investigator for the purpose of
inducing Institution or Investigator to
purchase or prescribe any drugs,
devices or products. Institution and
Investigator agree 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
ICON or Sponsor. Institution and
Investigator further agree that
Institution and Investigator will not
provide any money or item of value
to any government official or
representative to improperly
influence government actions.

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.

Budget Non-Disclosure

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

takové faktury budou zaslany ICON do
Sedesati (60) dnl od vzniku vydaje.

Veskeré naklady

Platby uvedené vySe, které jsou pFesnéji
popsany v pfiloze €. 2, pfedstavuji veSkeré
naklady souvisejici s klinickym
hodnocenim; a zadné dalSi financni ¢astky
nebudou splatné po ukon&eni klinického
hodnoceni ani jinak.

Zdravotnické zafizeni a zkouSejici souhlasi
stim, Zze odména obdrzena podle této
smlouvy nepfevySi spravedlivou trzni
hodnotu sluZzeb poskytovanych
zdravotnickym zafizenim a zkouSejicim a
Ze platby nejsou zdravotnickému zafizeni a
zkoudejicimu  poskytovany proto, aby
zdravotnické zafizeni nebo zkouSejici
zakoupili nebo predepsali jakékoli léky,
zdravotnické  prostfedky ¢i  vyrobky.
Zdravotnické zafizeni a zkouSejici souhlasi
s tim, Ze nebudou Zzadnému pacientovi,
pojistovateli ani statnimu organu uctovat

polozky, navstévy, sluzby ¢&i vydaje
uhrazené spolecnosti ICON Ci
zadavatelem. Zdravotnické zafizeni a
zkoudejici dale souhlasi stim, Ze

neposkytnou zadné financni prostfedky ani
hodnotnou  véc  Zadnému statnimu
Ufednikovi Ci zastupci s cilem nevhodné
ovlivnit viadni kroky.

Zdravotnické zafizeni =zajisti, Ze budou
v praxi zavedena pravidla finanéni kontroly
a Ze platby a pFevody hodnot budou
pfiméfené a budou odpovidat spravedlivé
trzni hodnoté v pfisludné jurisdikci.

Nezverejnéni rozpoctu

V rozsahu pfipustném podle pravnich
predpisti a dalSich platnych zakonu bude
zdravotnické zarizeni / zkousejici
povazovat veskeré informace o rozpoctu za
davérné a bude o téchto informacich
hovofit vyhradné se spoleCnosti ICON
a/nebo se zadavatelem. Jakakoli diskuse
zdravotnického zafizeni/ zkouSejiciho o
této smlouvé nebo jejich rozpoctovych
podminkach s jakoukoli tfeti stranou muze
byt spolecnosti ICON pro ucely clanku
8.3.1.5 vy8e povazovana za nenapravitelné
poruseni.
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121

12.11

12.2

12.21

12.3

12.3.1

12.3.1.1

GENERAL PROVISIONS

Assignment

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

Waiver

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.

Notices

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:

If to ICON

With copy addressed to Director,
Legal Counsel (SSU Legal), ICON
Clinical Research Limited, South

OBECNA USTANOVENI

Postoupeni

Zdravotnické zafizeni/ zkou$ejici nesmi
postoupit sva prava a/nebo prevést své
zavazky vyplyvajici ztéto smlouvy bez
pfedchoziho pisemného souhlasu
spole¢nosti ICON, pficemz jeho udéleni
nebude bezdlvodné odepieno. Spolecnost
ICON ma pravo postoupit tuto smlouvu
zadavateli bez souhlasu zdravotnického
zafizeni / zkouS$ejiciho.

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 v budoucnu nebo pfi jakémkoli
nasledném porudeni této smlouvy ani tak
nebude interpretovano. Veskera prava,
opravné prostfedky, ujednani, 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 doporuc€enou postou s
doruenkou, expresni kuryrni sluzbou,
faxem na nize uvedené adresy, nebo
elektronickou postou na e-mailovou adresu
smluvni strany, kterou strana uvedla nize:

Zaslani spole¢nosti ICON

| e—
I

Stejnopis bude zaslan fediteli, Legal
Counsel (SSU Legal), ICON Clinical
Research Limited, South County Business

Counti Business Park, Park, Leopardstown, Dublin 18, Irsko.
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12.4

12.4.1

12.5

12.51

12.6

12.6.1

12.7

12.7.1

Leopardstown, Dublin 18, Ireland

If to the Institution/Investigator

Nemocnice Jindfichiv Hradec, a.s.,
Ortopedicko-traumatologické
oddéleni, U Nemocnice 380/Ill, 377
38 Jindfichlv
Republic

Hradec, Czech

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
Investigator is an independent
contractor, and no 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 the Czech
Republic, without regard to conflict
of laws principles.

Entire Agreement

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

Pokud budou adresovana Zdravotnickému
zarizeni / zkousejicimu

Nemocnice JindfichGv Hradec, a.s., U
Nemocnice 380/Ill, 377 38 Jindfichav
Hradec, Ceska republika

|
-
h

Oddélitelnost
smlouvy

jednotlivych ustanoveni

Neplatnost ¢i nevymahatelnost jakéhokoli
ustanoveni této smlouvy nebude mit
vzadném prfipadé vliv na jeji dalSi
ustanoveni.

Vztah smluvnich stran

Nic v této smlouvé nebude vykladano jako
vytvofeni jakéhokoli sdruzeni, partnerstvi,
spoleéného podniku, zaméstnaneckého
poméru nebo vztahu zmocnitele a
zmocnénce mezi smluvnimi stranami, ¢imz
se rozumi, Ze zkouSejici je nezavisly
smluvni partner a zadna ze smluvnich stran
neni vzadném  pfipadé opravnéna
zavazovat druhou stranu ani jeji zastupce.

Rozhodné pravo

Tato smlouva a vSechny spory a naroky
zni vyplyvajici se budou fFidit a budou
vykladany v souladu se zaékony Ceské
republiky, a to bez ohledu na principy kolize
pravnich norem.

Celistvost smlouvy

Tato smlouva, véetné pfiloh, pfedstavuje
uplnou dohodu a ujednani mezi smluvnimi
stranami, pokud jde o jeji pfedmét a ma
pfednost pfed vSemi dokumenty, ustnimi
souhlasy ¢i ujednanimi mezi spole¢nosti
ICON a zdravotnickym  zafizenim/
zkoudejicim. Jakakoli uprava této smlouvy

| e —
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12.7.3

12.8

12.8.1

12.8.2

between ICON and the
Institution/Investigator. 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.

The following Study budget changes
may be documented by a
modification letter signed by ICON:
(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.

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.

Counterparts

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

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
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

musi byt provedena pisemné, podepsana
smluvnimi stranami a oznaCena jako
dodatek, kromé nékterych vzajemné
dohodnutych zmén rozpocCtu klinického
hodnoceni v pfiloze 2, jak je stanoveno v
¢lanku 12.7.2 nize.

Nasledujici zmény rozpoctu Kklinického
hodnoceni mohou byt doloZeny dopisem
tykajicim se pfislusné upravy podepsanym
spole€nosti ICON: (1) narlst celkového
rozpo€tu studie s upravou ¢&i bez upravy
harmonogramu plateb nebo (2) uprava
harmonogramu plateb bez jakékoli zmény
celkového rozpoctu studie.

Pokud dojde k rozporu mezi touto smlouvou
a jeji pfilohou, jsou ur€ujici podminky této
smlouvy. Pokud dojde k rozporu mezi touto
smlouvou a protokolem, je urcujici protokol,
pokud jde o otazky tykajici se Iécby
zpuUsobilych ~ subjektd  hodnoceni, a
smlouva, pokud jde o vSechny ostatni
zalezitosti.

Stejnopisy

Tato smlouva se stane pravné zavaznou,
jakmile je jeden nebo vice stejnopisu této
smlouvy, jednotlivé ¢&i spolecné&, opatfeno
podpisy vSech smluvnich stran.

Smluvni strany souhlasi tim, Ze pouZiti
klavesnice, mySi nebo jinych elektronickych
prostfedkd k vybéru polozky, tlacitka, ikony
nebo podobny krok/postup pfi pfijeti této
smlouvy pfedstavuje jejich podpis, pfijeti a
souhlas, jako kdyby byla smlouva stranami
podepsana vlastnoruéné. Smluvni strany
dale souhlasi s tim, Zze k potvrzeni platnosti
jejich elektronického podpisu neni nutné
ovéfeni zadnym ovéfovacim ufadem ani
jinou ftfeti stranou a Ze neexistence
takového osvédceni Ci ovéreni tfeti stranou
nijak neovlivni vymahatelnost jeho pfijeti
a/nebo podpisu a/nebo jakykoli smluvni
vztah mezi smluvnimi stranami.

Tato smlouva muaze byt vyhotovena v

| —
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12.9.1

12.10

12.11

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.

Survival

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, ICON Disclaimer,
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.

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 the sole jurisdiction of courts
of the Czech Republic, unless they
agree to arbitrate.

Third Party Beneficiary

All  Parties hereto  expressly
acknowledge and agree that the
Sponsor shall be a third party

jakémkoli poctu stejnopisli, z nichz kazdy
bude vuci kterékoliv smluvni strané, ktera
jej podepsala, predstavovat original,
pficemz vSechny tyto stejnopisy budou
spole¢né predstavovat jeden a tentyz
dokument. Kopie podpist 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
ukonéeni platnosti této smlouvy, mimo jiné
vcetné zavazku souvisejicich s micenlivosti
a davérnymi informacemi, navrhovanymi i
probihajicimi inspekcemi kontrolniho Gradu,
odmitnutim  odpovédnosti  spole¢nosti
ICON, publikacemi, duSevnim vlastnictvim,
odsSkodnénim a pouzivanim jmen &i nazvi
a jakymikoli dalSimi ustanovenimi, ktera
jsou nezbytna pro vyklad a uplatiiovani
prav a povinnosti smluvnich stran podle
této smlouvy vrozsahu potfebném pro
uplné dodrZzeni a plnéni této smlouvy,
pretrvaji i po ukonéeni smlouvy.

Rozhodgéi fizeni

Smluvni strany se dohodly, ze pravni
vztahy vzniklé z této smlouvy se fidi
plathymi zakony a predpisy Ceské
republiky. Smluvni strany souhlasi s tim, ze
si pfi provadéni klinického hodnoceni
budou vzajemné pomahat a pfipadné spory
a rozdilnost nazorl na postup a zplsob
praci budou feSit prostfednictvim obvyklych
vzajemnych jednéni. Smluvni strany berou
na védomi a souhlasi s tim, Ze jakékoli
spory, které nebudou vyfeSeny ve
vzajemné spolupraci, budou patfit do
vyhradni jurisdikce soudt Ceské republiky,
pokud se smluvni strany nedohodnou na
rozhodc&im fizeni.

Opravnéna treti strana

VSechny strany této smlouvy vyslovné
potvrzuji a souhlasi s tim, Ze zadavatel je
opravnénou tfeti stranou této smlouvy a Ze
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12.13

12.13.1

12.13.2

beneficiary of this Agreement and
shall be entitled to enforce any of
the provisions hereof by all remedies
at law and/or in equity.

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.

Compliance with applicable anti-

ma pravo vymahat jakakoli ustanoveni této
smlouvy v8emi zakonnymi prostiedky
a/nebo podle zvykového prava.

Rozpory v prekladu smlouvy

Originalni anglicka verze smlouvy byla
pfelozena do &eského jazyka. V pfipadé
jakékoli nekonzistentnosti ¢i rozporli mezi
Ceskou a anglickou verzi smlouvy je
rozhodujici verze v eském jazyce.

Dodrzovani platnych protikorupénich

bribery/anti-corruption Regulations,

pravnich predpisti _a pravnich predpisti o

international trade compliance and

boji_s uplatkarstvi, pravidel mezinarodniho

insider trading laws

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.

In performing the Study and or
services under this Agreement, the
Institution/Investigator (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/Investigator shall notify
ICON and Sponsor immediately
upon becoming aware of any breach
under this Section.

obchodu a zakonl o zneuziti ddavérnych
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
zakona o boji proti korupci a uplatkafstvi
(UK Bribery Act). Smluvni strany se
nedopusti jednani popsaného v tomto
¢lanku, které by vedlo k poruseni platnych
pravnich predpisu jinou smluvni stranou.

Zdravotnické zafizeni/ zkouSejici (a jejich
zameéstnanci a zastupci) souhlasi s tim, ze
pfi provadéni klinického hodnoceni a sluzeb
sjednanych v této smlouvé (i) pfimo ani
nepfimo nenabidnou, nepfislibi a neschvali
jakoukoli platbu ani jakykoli hodnotny dar,
tedy mimo jiné dplatky, vécné &i finan¢ni
dary, statnim dfednikiim, kontrolnimu ufadu
ani komukoli jinému s cilem podvodné
ovlivnit, motivovat ¢i odmeénit jejich jednani,
rozhodnuti ¢i opomenuti za ucCelem
dosazeni nepatficné vyhody, napfiklad
ziskani zakazky Ci prodlouzeni spoluprace,
Ze takovéto platby ¢i dary od uvedenych
subjektll nepfijmou aze se takového
jednani v souvislosti s klinickym
hodnocenim nedopustili ani v minulosti a (ii)
e budou dodrzovat veskeré platné
protikorupéni a protiuplatkarské zakony,
predpisy a oborové a profesni kodexy.
Zdravotnické zafizeni/ zkouSejici budou
o jakémkoli poruseni povinnosti
definovanych vtomto ¢lanku, o némz se
dozvi, bezodkladné informovat spole¢nost
ICON i zadavatele klinického hodnoceni.
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12.13.4

12.13.5

12.13.6

12.13.7

For the purpose of monitoring
compliance with applicable
Regulations and the terms of this
Section, Institution/Investigator
agree(s) that ICON shall have the
right to conduct an investigation or
audit of payments and/or transfers of
value made by the
Institution/Investigator related to the
Study. The Institution/Investigator
shall cooperate fully with such
investigation or audit, the timing of
which shall be at the sole discretion
of ICON.

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, ICON 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 ICON or 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 and
Investigator 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

Pro ucely monitorovani dodrZeni platnych
pravnich predpisi a podminek tohoto
¢lanku zdravotnické zafizeni/ zkousSejici
souhlasi s tim, Ze spolec¢nost ICON bude
mit pravo provést kontrolu &i audit plateb
a/nebo prfevodd hodnot provedenych
zdravotnickym  zafizenim/  zkousSejicim
v souvislosti s klinickym  hodnocenim.
Zdravotnickeé zafizeni / zkouSejici budou pfi
takové  kontrole &  auditu, jejichz
naasovani bude zaviset vyhradné na
spole&nosti ICON, pIné spolupracovat.

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

Jakékoli poruseni tohoto Cc&lanku 12.13
zdravotnickym zafizenim ¢&i zkou$ejicim
pfedstavuje  podstatné poruseni této
smlouvy. Kromé jakychkoli dalSich sankci
stanovenych  zakonem a/nebo touto
smlouvou muaze spoleénost ICON tuto
smlouvu z uvedené pfiiny s okamzitou
ucinnosti ukoncit.

Zdravotnické zafizeni zakaze pracovnikim
klinického hodnoceni v dobé&, kdy maiji
vdrzeni dllezité nevefejné informace,
obchodovat s cennymi papiry spole¢nosti
ICON ¢i zadavatele, doporucovat ostatnim,
aby s nimi obchodovali, nebo sdélovat
informace ostatnim, ktefi mohou s cennymi
papiry ICON ¢&i zadavatele obchodovat, a
vyvine pfiméfené usili, aby zabranilo
takovému chovani pracovnikd klinického
hodnoceni.

PFi provadéni klinického hodnoceni a/nebo
sluzeb podle této smlouvy nebo
souvisejicich s touto smlouvou budou
zdravotnické  zafizeni a  zkouSejici
dodrzovat vSechny platné mezinarodni
zakony tykajici se vyvozu, sankci a kontroly
obchodu, které se vztahuji na pfislusny
obor, zafizeni a poskytovani sluZzeb podle
této smlouvy. Zdravotnické zafizeni
prohlasuje a zaruCuje, ze ono, zadna z jeho
pfidruzenych  spoleCnosti ani  zadny
z pracovnika klinického hodnoceni,
subdodavatell &i zastupcl, ktefi se podileji
na aktivitich podle této smlouvy &i
souvisejicich s touto smlouvou, nejsou: a)
zahrnuti do seznamUl stran, pro néz plati
omezeni, vedenych vladou nebo jinym
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12.13.9

12.13.10

12.14

12.14.1

relevant Government authority (as
defined below); or (b) owned or
controlled by any individual or party
described in subsection (a) or
located in any Restricted Market
subject to sanctions imposed by the
US.,, EU, or United Nations
("Restricted  Market" currently
refers to Crimea, Cuba, the Donetsk
Region, Iran, North Korea, Sudan
and Syria).

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.

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.

"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.

Transparency

ICON and 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 and [CON
reserve the right to attribute all
compensation paid under this

pfisluSnym vladnim organem USA (jak je
definovano nize); nebo b) ve vlastnictvi
nebo pod kontrolou jakéhokoli jednotlivce
nebo strany popsané v pododstavci (a)
nebo nachazejici se na jakémkoli trhu, pro
ktery plati omezeni a sankce ulozené USA,
EU nebo Organizaci spojenych narodu
(,trh, pro ktery plati omezeni);
v sou€asné dobé se jedna o Krym, Kubu,
Donécky region, iran, Severni Koreu,
Sudan a Syrii).

Zdravotnické zafizeni dale prohladuje a
zarucuje, 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 neprobiha pro ucely
koncového pouziti na takovém trhu.

Zdravotnické zafizeni dale prohladuje 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.

.S5eznam stran, pro néz plati omezeni*
znamena seznam specialné vymezenych
obcanu 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 bezpeclnostni a zahrani¢ni
politiky EU; seznam vylou€enych
fyzickych/pravnickych osob  publikovany
U.S. Health and Human Services — Office
of Inspector General; a seznam
vylou€enych stran, ktery je spravovan U.S.
General Services Administration — Office of
Acquisition Policy.

Transparentnost

Spole¢nost ICON a zadavatel mohou za
jakymkoli zakonnym ucéelem a podle svého
vlastniho uvazeni zverejnit podminky této
smlouvy, mimo jiné v¢etné celkové odmény
(véetné poplatkll a vydajl) splatné nebo
zaplacené podle této smlouvy. Zadavatel a
spole¢nost ICON si pfi takovém zvefejnéni
vyhrazuji pravo pfisoudit veSkeré odmény
zaplacené podle této smlouvy kazdé osobé,
ktera poskytuje sluzby podle této smlouvy.
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13.1

13.2

13.3

Agreement to each person that
provides services under this
Agreement.

Registration of the Agreement

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/ICON under Section 9 are
deemed business  secret in
accordance with the Act and
Institution shall ensure that such
information will not be published in
the contract register. Prior to
registration, Sponsor/ICON shall
also have the opportunity to identify
any and all provisions of the
Agreement and appendices which
are deemed as sensitive information
and therefore a trade secret under
applicable laws. The Institution shall
post a redacted version of the
Agreement in the contracts register
in accordance with the Act and in
accordance with any redaction
required by Sponsor/ICON within [5]
business days from the date of the
last signature and shall immediately
notify ICON after registration. If
ICON does not receive confirmation
about release of the redacted
Agreement within [5] business days
from the date of the last signature,
ICON in consultation with Sponsor,
is entitled to make necessary steps
to post the redacted Agreement

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

The Parties declare that in relation
to the Act no. 340/2015 Coll. the
estimated monetary value of this
Agreement is CZK 465 000.

Registrace smlouvy

Smluvni strany souhlasi s tim, Ze v pfipadé,
Ze tak vyZaduji platné zakony, bude tato
smlouva (a jeji néasledné dodatky)
zaregistrovana zdravotnickym zafizenim
podle zakona &. 340/2015 Sb. (dale jen
,zakon®). Smluvni strany potvrzuji, ze
rozpoCet a harmonogram plateb stanoveny
v priloze 2, protokol a jakékoli dalSi pFilohy
k této smlouvé a jakékoli dal$i dokumenty
poskytnuté zdravotnickému zarizeni
zadavatelem/spole¢nosti  ICON  podle
Clanku 9 jsou povazovany za obchodni
tajemstvi vsouladu se zakonem, a
zdravotnické zafizeni zajisti, Ze takové
informace nebudou zvefejnény v rejstfiku
smluv. Pfed registraci bude mit zadavatel /
spole¢nost ICON téz pfilezitost identifikovat
veSkera ustanoveni smlouvy a dodatkd, jez
jsou podle pfisluSnych zakonu povazovana
za informace citlivého charakteru, a proto
za obchodni tajemstvi. Zdravotnické
zafizeni vloZi upravenou verzi této smlouvy
do rejstfiku smluv v souladu se zakonem a
v souladu s jakymikoli Upravami
vyZzadovanymi zadavatelem/spole¢nosti
ICON do [5] pracovnich dni ode dne
posledniho podpisu a po provedeni
registrace bude bezodkladné informovat
spole¢nost ICON. Pokud spolec¢nost ICON
neobdrzi potvrzeni o zvefejnéni upravené
smlouvy do [5] pracovnich dni ode dne
posledniho podpisu, ma pravo ucinit po
poradé se zadavatelem nezbytné kroky ke
zvefejnéni upravené smlouvy.

Jakékoli poruseni jakéhokoli zavazku podle
tohoto ¢lanku 13.2 zdravotnickym
zarizenim dava spole¢nosti ICON pravo
ukongit tuto smlouvu v souladu
ustanovenimi ¢lanku 8.

Smluvni strany prohlasuji, Ze v souladu se
zakonem ¢. 340/2015 Sb. je odhadovana
penézni hodnota této smlouvy 465 000 K¢.
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IN WITNESS WHEREOF, the NA DUKAZ TOHO byla tato smlouva
Parties have caused this Agreement podepsana Ffadné zmocnénymi zastupci
to be executed by their duly smluvnich stran a nabyva ucinnosti datem
authorized representatives to be uGcinnosti.

effective as of the Effective Date.

ICON CLINICAL RESEARCH LIMITED

Date / Datum:

Name / Jméno:

Signature / Podpis:

INSTITUTION / ZDRAVOTNICKE ZARIZENI:

Date / Datum:

Name / Jméno:

Signature / Podpis:

INVESTIGATOR / ZKOUSEJICI:

Date / Datum:

Name / Jméno:

Signature / Podpis:
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