Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

CLINICAL TRIAL AGREEMENT -
TRIPARTITE

SMLOUVA O PROVEDENi KLINICKEHO
HODNOCENI - TROJSTRANNA

This Agreement (“Agreement ) is
entered into on the date of signing by all
parties and by publication in the Contract
Register (hereinafter the “Effective Date”,
under the conditions for the publication of
the redacted version of the Agreement in
accordance with Section 13 (Registration of
the Agreement)), by and between

Tato smlouva (dale jen ,smlouva“) se
uzavird dnem podpisu vSemi stranami a
uvefejnénim v registru smluv (déle jen ,den
ucinnosti®, za podminek  uvefejnéni
redigované verze smlouvy v souladu s
oddilem 13 (Registrace Smlouvy)), mezi

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,
represented by MUDr. Jana Vlkova, Senior
Study Start-Up Manager

spolecnosti ICON  Clinical Research
Limited (dale jen ,ICON*), DIC IE 8201978R,
se sidlem South County Business Park,
Leopardstown, Dublin 18, Irsko, zastoupenou
MUDr. Janou Vlkovou, Senior Study Start-Up
Manager

and A
Fakultni nemocnice Hradec Kralové, with | Fakultni nemocnici Hradec Kralové, s
a place of business at Sokolskd 581, | mistem vykonu podnikani na adrese

500 05 Hradec Kralové - Novy Hradec

Sokolska 581, 500 05 Hradec Kréalové - Novy

Kralové, Czech Republic, ID number | Hradec Kralové, Ceska republika, ICO
00179906, represented by prof. MUDr. | 00179906, zastoupenou prof.  MUDr.
Vladimir Pali¢cka, CSc., dr. h. c. Vladimirem Palickou, CSc., dr. h. c.,
(hereinafter called the “Provider”) feditelem
(dale jen ,poskytovatel”)
and A |
e

Il vith a place of business at Fakultni
nemocnice Hradec Kralové, Ustav klinické
imunologie a alergologie, Sokolska 581,
500 05 Hradec Kralové - Novy Hradec
Kralové, Czech Republic (hereinafter called
the “Investigator”).

B s nistem vykonu zaméstnani na
adrese Fakultni nemocnice Hradec Kralove,
Ustav klinické imunologie a alergologie,
Sokolska 581, 500 05 Hradec Kréalové - Novy
Hradec Kralové, Ceska republika (dale jen
,zkousejici).

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

Poskytovatel a zkouSejici jsou dale uvadéni
jako ,poskytovatel / zkouSejici, a to
v pfipadech, kdy jsou ve smlouvé zmifovani
spole¢né.

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

ICON, poskytovatel a zkouSejici budou téz
uvadéni jednotlivé jako ,smluvni strana“ a
spole¢né jako ,smluvni strany“.

Sponsor and ICON agree not to enter into
any separate agreement with the
Investigator for the Study.

Zadavatel a ICON se zavazuji, Zze neuzaviou
zadnou separatni smlouvu se zkou$ejicim na
toto klinické hodnoceni.

BACKGROUND

PREDMET A UCEL SMLOUVY

1.1

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 je smluvni vyzkumna organizace, jejiz
hlavni €innosti je navrhovani, zahajeni a
fizeni klinickych hodnoceni u lidskych
subjektld a poskytovani dalSich souvisejicich
sluzeb pro vyrobce farmaceutickych
pFipravkd.
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1.2 ICON’'S client, Teva Branded | Klient spolec¢nosti ICON, Teva Branded
Pharmaceutical Products R&D, Inc., 145 | Pharmaceutical Products R&D, Inc., 145
Brandywine Parkway West Chester, | Brandywine  Parkway West  Chester,
Pennsylvania 19380, United States | Pennsylvania 19380, United States (dale jen
(hereinafter known as the “Sponsor’) is | ,zadavatel”) vyviji  hodnoceny  |éCivy
developing an investigational medicinal | pfipravek s nazvem TEV-48574 (dale jen
product called TEV-48574 (hereinafter | ,hodnocené lé¢ivo”) za ucelem aplikace u
called the “Investigational Product”) for | pacientl s indikaci tézkého
use in patients with T2-low/non-T2 Severe | nekontrolovaného astmatu typu T2-
Uncontrolled Asthma (hereinafter called | low/non-T2 (dale jen ,indikace, ktera je
the “Study Indication”) and the Sponsor | predmétem klinického hodnoceni), a
has retained ICON to conduct certain | zadavatel  vyuziva  spole¢nost ICON
services in relation to the Study under | k poskytovani nékterych sluzeb v souvislosti
separate  contract including  without | s klinickym hodnocenim v ramci samostatné
limitation contracting with clinical research | smlouvy, a to mimo jiné pro uzavirani smluv
sites. s klinickymi vyzkumnymi pracovisti.

1.3 The Provider and its staff, including without | Poskytovatel a jeho zaméstnanci, mimo jiné
limitation the Investigator, are experienced | véetné  zkouSejiciho, maji  zkuSenosti
in the evaluation and treatment of patients | s hodnocenim a lébou pacientl s indikaci,
with Study Indication. ktera je predmétem klinického hodnoceni.

14 ICON wishes to engage the Investigator to | Spoleénost ICON si pfeje vyuzivat sluzby
conduct a clinical study to evaluate the | zkouSejiciho k provedeni klinického
Investigational Product, and the | hodnoceni za  Ucelem vyhodnoceni
Provider/Investigator wishes to conduct | hodnoceného IéCiva a  poskytovatel /
such a clinical study. zkousSejici si preje toto klinické hodnoceni

provést.

1.5 The Provider has agreed to the participation | Poskytovatel souhlasi s G¢asti zkouS$ejiciho
of the Investigator in carrying out the said | na provadéni vySe uvedeného Kklinického
clinical study on its behalf. hodnoceni jménem poskytovatele.

IT IS HEREBY AGREED AS FOLLOWS: SMLUVNI STRANY SE TIMTO DOHODLY
NA NASLEDUJICIM:

2 DEFINITIONS DEFINICE
As used in this Agreement, the following | Nasledujici podirzené pojmy pouzité v této
underlined terms shall have the meanings | smlouvé budou mit vyznam, ktery je uveden
set out after each of them below: za kazdym z nich:

2.1 Case Report Form (CRF) Zaznam subjektu hodnoceni (CRF)

Means a report in a format prepared by the | Jedna se o zaznam ve formatu pfipraveném
Sponsor and/or ICON and completed by | zadavatelem a/nebo spole¢nosti ICON,
the Investigator documenting the | zpracovany zkousSejicim, ktery dokumentuje
administration of the Investigational Product | podavani hodnoceného Ié€iva zplsobilym
to Qualified Subjects (as hereinafter | subjektdm  hodnoceni  (viz  nasledujici
defined), as well as all tests and | definice), a rovnéz vSechna vySetfeni a
observations related to the Study (as | zjiSténi souvisejici s klinickym hodnocenim
hereinafter defined). (jak je definovano nize).

2.2 Clinical Investigator Brochure Soubor informaci pro zkousejiciho

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

Jedna se o brozuru  poskytnutou
zadavatelem, kter4d obsahuje souhrnné
informace o vSech klinickych hodnocenich
uskute¢nénych béhem vyvoje hodnoceného
IéCiva.
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2.3

FDA

FDA

Means the Food and Drug Administration of
the United States Department of Health and
Human Services.

Jednd se o Ufad pro kontrolu potravin a IéCiv
(FDA) Ministerstva zdravotnictvi USA.

2.4

Informed Consent Form

Formular informovaného souhlasu

Means the form prepared by ICON and/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 Subjects or their legal
representative(s) before they begin to
participate in the Study.

Jednd se o formulaf pfipraveny spole¢nosti
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 lé¢ivych pfipravkd ve
znéni pozdéjSich prfedpist, po poradé se
zadavatelem, pfipadné spolecnosti ICON a
NEK/SUKL (které jsou definovany nize), jenz
byl nasledné schvalen NEK/SUKL a
podepsan vSemi subjekty nebo jejich
zakonnymi zastupci pfed zahajenim Gc€asti v
klinickém hodnoceni.

2.5

Investigational Product

Hodnocené lééivo

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

Jedna se o hodnoceny IéCivy pfipravek /
hodnocené |écivé pripravky, které je/ ktera
jsou pfedmétem protokolu.

2.6

IEC (Independent Ethics Committee)

NEK (nezavisla eticka komise)

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.

Jednd se o vybor, komisi nebo jinou skupinu
formalné vytvofenou za ucelem kontroly,
schvaleni zahajeni a provadéni kontroly
biomedicinského vyzkumu, jehoz se Uc&astni
lidské subjekty.

2.7

SUKL

SUKL

State Institute for Control of Drugs

Statni astav pro kontrolu l€Civ

2.8

Protocol

Protokol

Means the details of the Study contained in
PROTOCOL  NUMBER

. catcc B -0 together
with any future amendments (as agreed by
the Parties) made thereto is incorporated
herein by reference, as part of this
Agreement.

Jednd se o podrobné Udaje o klinickém
hodnoceni obsaZené v PROTOKOLU
¢ I -- .- I
Bl kicry je spoleéné se vdemi budoucimi
dodatky (dohodnutymi stranami) zapracovan
do této smlouvy jako jeji soucast.

2.9

Qualified Participant

Zpusobily subjekt hodnoceni

Means any potential Subject 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.

Jedna se o jakéhokoli potencialniho subjekta,
ktery pfi vstupu do lé€ebnych fazi klinického
hodnoceni spliiuje vSechna kritéria pro
zafazeni a nespliiuje zadné z kritérii pro
vylouceni, jez jsou stanovena v protokolu, a
podepsal platny formulaf informovaného
souhlasu schvéleny NEK/SUKL.

2.10

Requlations

Pravni predpisy

Means any applicable regulations and any
relevant legislation, particularly Act No.
378/2007 Coll., on Drugs, as amended, Act

Jedna se o jakékoli platné pravni predpisy,
zvlasté zakon &. 378/2007 Sb., o léCivech, ve
znéni  pozdéjSich  predpisu, zakon ¢.
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No. 372/2011 Coll., on Health Services, 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 Provider
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 E6
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 FDA requirements
and/or requirements of other Regulatory
Authorities. For the avoidance of doubt,
such legislation, codes or guidance shall
include those related to the protection and
privacy of the personal data of individuals,
anti-corruption, anti-kickback, patient
safety, safety reporting, financial disclosure
and conflict of interests.

372/2011 Sb., o zdravotnich sluzbach, ve
znéni pozdéjSich predpisd, vyhlasku ¢&.
226/2008 Sb., o spravné klinické praxi a
bliz§ich podminkach klinického hodnoceni
|éCivych pFipravkl ve znéni pozdéjsich

predpist, kodexy nebo pokyny, jimiz se
pfimo & nepfimo Fidi vztah mezi
zadavatelem, spolecnosti ICON a

poskytovatelem a sluzby poskytované podle

smlouvy a/nebo souvisejici  souvisejici
s provadénim klinického hodnoceni, mimo
jiné vcéetné (v pfislusnych pfipadech)
smeérnice 2001/20/ES o} klinickych

hodnocenich, smérnice 2005/28/ES a jejich
transformované legislativy v pfislusnych
zemich Evropské unie, a nafizeni 536/2014
ze dne 16.dubna 2014 o klinickych
hodnocenich humannich IéCivych pfipravki a
0 zruSeni smérnice 2001/20/ES (po nabyti
Ucinnosti), pokynd ICH pro spravnou
klinickou praxi (leden 1997) (déle jen ,SKP”),
dodatku R2 E6 Mezinarodni konference o
harmonizaci  spravné  klinické  praxe
(International Conference on Harmonisation
of Good Clinical Practice, SKP ICH),
Helsinské deklarace zroku 1964 v platném
znéni, nafizeni (EU) 2016/679 Evropského
parlamentu a Rady ze dne 27. dubna o
ochrané fyzickych osob v souvislosti se
zpracovanim osobnich Gdajd a o volném
pohybu téchto Gdaju (,obecné nafizeni o
ochrané osobnich udaji“) a/nebo jiné
relevantni platné pravni predpisy, kodexy €i
pokyny, mimo jiné véetné pozadavku FDA Ci
jinych  kontrolnich  dfadd. Za  Uc€elem
vylou€eni pochybnosti tyto pravni predpisy,
kodexy a pokyny zahrnuji pravni predpisy
souvisejici s ochranou a duvérnosti osobnich
Udajl jednotlived, protikorup&nimi opatfenimi,

opatfenimi  proti  poskytovani  provizi,
bezpecnosti pacientu, bezpecnostnimi
hlaSenimi,  prohlaSenimi o financnich

zajmech a stfetem zajma.

2.11

Requlatory Authority

Kontrolni ufad

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

Jednd se o jakykoli vladni, spravni nebo
profesni organ majici podle platnych zakona
opravnéni regulovat a/nebo uplatriovat pravni
pfepisy na provadéni klinickych hodnoceni a
vSechny dalSi zdlezitosti stim souvisejici
a/nebo ndrodni € nadnarodni orgén
odpovédny za udéleni regulaéniho souhlasu
v pfisluSné zemi nebo skupiné zemi, mimo
jiné vCetné Evropské komise, Evropské
agentury pro l|écivé pripravky (European
Medicines Agency) (dale jen ,EMA”), FDA,
Statniho Ustavu pro kontrolu léciv (SUKL),
Ceského Uradu pro ochranu osobnich ddaju
a veskerych pfisluSsnych dozorovych organd,
a to v souvislosti s ochranou osobnich Udaju
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General Data Protection Regulations.

podle obecného nafizeni pro ochranu
osobnich Udaja.

212

Serious Adverse Event

Zavazna nezadouci pfihoda

2121

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 :

Jednd se o jakykoli neocekavany |ékarsky
nalez, ktery pfijakékoli davce (podle §3
odstavcl 3-6 zakona €. 378/2007 Sb., o
IéCivech, ve znéni pozdéjSich predpis):

A) results in death,

A) vede ke smrti,

B) is life-threatening,

B) je Zivot ohrozuijici,

C) requires inpatient hospitalisation or
prolongation of existing hospitalisation,

C) vyzaduje hospitalizaci pacienta nebo
prodlouzeni stavajici hospitalizace,

D) results in persistent or significant
disability / incapacity,

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

E) is a congenital anomaly / birth defect.

E) predstavuje vrozenou anomadlii i
vrozenou vadu.

2.12.2

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.
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.

Zavazné zdravotni pfihody, které nemusi
vést ke smrti, byt Zivot ohrozujici C&i
vyzadovat hospitalizaci, mohou byt
povazovany za zavaznou nezadouci pfihodu,
pokud na zakladé pfislusného I|ékafského
posouzeni mohou ohrozit subjekt a
vyzadovat |ékafsky ¢&i chirurgicky zakrok,
jehoz Ucelem je odvraceni nasledki
uvedenych vtéto definici. Mezi pfiklady
téchto zdravotnich pfihod patfi alergicky
bronchospazmus, ktery vyzaduje intenzivni
oSetfeni na pohotovosti ¢i doma, dale krevni
dyskrazie nebo kfeCe, které nemaji za
nasledek hospitalizaci pacienta.

2.13

Site

Pracovisté

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

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

2.14

Study

Klinické hodnoceni

Means the clinical study known as “A 16-
Week, Randomized, Double-Blind,
Placebo-Controlled, Parallel-Group,
Proof-of-Concept Study to Evaluate the
Efficacy and Safety of TEV-48574 in
Adults with T2-low/non-T2 Severe
Uncontrolled Asthma” to be conducted
according to the Protocol.

Jedna se o klinickou studii, jeZz se nazyva
.Sestnactitydenni, randomizovana, dvojité
zaslepena, placebem kontrolovana studie
typu proof-of-concept s paralelnimi
skupinami pro vyhodnoceni uéinnosti a
bezpec¢nosti pripravku TEV-48574 u
dospélych s tézkym nekontrolovanym
astmatem typu T2-low/non-T2“ a provadi
se podle protokolu.

2.15

Study Data
Means all records, data and documentation

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

Udaije klinického hodnoceni

Jednd se o vedSkeré zaznamy, Udaje a
dokumentaci, mimo jiné v€etné zaznami
subjektu hodnoceni, souvisejici s klinickym
hodnocenim.

2.16

Study Personnel
Means all employees, agents, contractors
and other personnel who are engaged by

Pracovnici klinického hodnoceni
Jedna se o v8echny zaméstnance, zastupce,
dodavatele a dalSi pracovniky, jejichZz sluzeb
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the Provider or the Investigator as the case
may be, in conducting the Study including
but not limited to sub-investigators, nurses,
study coordinators, technicians and all
persons involved in the conduct of the
clinical trial at the particular site as set out
in section 7 article (4) letter a) of the Decree
No.226/2008 Coll.

poskytovatel nebo zkouSejici vyuziva pfi
provadéni klinického hodnoceni, mimo jiné
véetné spoluzkous$ejicich, zdravotnich sester,
koordinatorG studie, technikGi a vSech osob
spolupracujicich na provadéni klinického
hodnoceni v daném

misté jak je stanoveno vyhldSkou 226/2008
Sb., § 7 odstavec (4) pismeno a).

217 Term Doba trvani smiouvy
Means the term of this Agreement as | Jedna se o dobu trvani této smlouvy tak, jak
defined in Section 8.1.1. je definovana ve ¢lanku 8.1.1.

3 CONDUCT OF STUDY PROVADENI KLINICKEHO HODNOCENI

3.1 Compliance Dodrzeni pfedpist a stanovenych pozadavki

3.1.1 The Provider and Investigator shall, and | Poskytovatel a zkouSejici budou a zajisti, Ze
shall ensure their Study Personnel shall, | jejich pracovnici klinického hodnoceni budou,
conduct the Study, according to the | klinické hodnoceni provadét v souladu s
Protocol, the Regulations, this Agreement | protokolem, pravnimi  predpisy, touto
, written instructions of ICON/Sponsor, the | smlouvou, pisemnymi pokyny spole¢nosti
terms of the approval for the Study from the | ICON/zadavatele a podminkami souhlasu s
IEC and conditions stated in permission of | provedenim klinického hodnoceni udéleného
SUKL or, where permission is not required, | NEK a podminkami souhlasu SUKL, nebo
conditions determined in the respective | pokud souhlas neni vyzadovan, podminkami
announcement, the SUKL /IEC and | pfislusného vyjadfeni, SUKL/NEK a pokyny
International Conference on Harmonization | pro spravnou klinickou praxi Mezinarodni
Good Clinical Practice (ICH GCP) | konference pro harmonizaci (SKP ICH).
guidelines. Investigator and Provider shall | ZkousSejici a poskytovatel zajisti, ze vSichni
ensure all Study Personnel comply with the | pracovnici  klinického hodnoceni  budou
terms of this Agreement, as applicable, | v pfislusnych pfipadech dodrzovat podminky
including all confidentiality and regulatory | této smlouvy, a to véetné vSech zavazki
obligations, Sponsor inspection and audit | tykajicich se milcenlivosti a pozadavkl
rights, and Sponsor ownership rights. kontrolnich organli, prav zadavatele na

provadéni inspekci a auditd a vlastnickych
prav zadavatele.

3.1.2 The Protocol shall be considered final | Protokol bude povazovan za finalni, jakmile
following approval by the designated IEC | dojde k udéleni souhlasu ze strany pfislusné
and when SUKL issues the respective | NEK a udéleni pfisluSného povoleni SUKL
permission, or where applicable, does not | nebo, v pfislusnych pfipadech, pokud neni
refuse the clinical trial. klinické hodnoceni SUKL zamitnuto.

3.1.3 The Protocol may only subsequently be | Protokol muze byt nasledné ménén pouze na

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.

z&kladé  predchozi  pisemné  dohody
smluvnich stran. V pfipadé, ze si zkouSejici
preje protokol upravit nebo doplnit, oznami to
spole¢nosti ICON a NEK a/nebo SUKL,
alespori (10) pracovnich dni pfedem (nebo
jak pozaduji predpisy NEK a/nebo SUKL
nebo pravni pfedpisy) a toto oznameni bude
obsahovat kompletni Udaje a odGvodnéni
planovaného odchyleni. ZkouSejici se jinak
muze od protokolu odchylit pouze tehdy,
pokud se bude odivodnéné domnivat, Ze je
takové odchyleni nezbytné pro FeSeni
naléhavého pfipadu pacienta, a v pfipadé
takového  odchyleni  bude  zkouSejici
neprodlené pisemné informovat zadavatele,
spole¢nost ICON a NEK a/nebo SUKL.
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3.2 Serious Adverse Event Reporting HlaSeni zavazné nezadouci pfihody

3.2.1 The Investigator shall fully comply with | ZkouSejici bude jednat plné v souladu s
adverse event provisions of the Protocol. In | ustanovenimi  protokolu o nezadoucich
the event of any omission of or in such | pfihodach. V pfipadé opomenuti téchto
provisions or in the event of the conflict of | ustanoveni, jejich neuplnosti nebo v pfipadé
such provisions with the Regulations, then | rozporu téchto ustanoveni s pravnimi
the Regulations shall apply in relation | pfedpisy plati v této souvislosti pravni
thereto. The Investigator and the Provider | pfedpisy. ZkouSejici a poskytovatel budou
shall promptly respond to all requests for | bezodkladné reagovat na vSechny zadosti
follow up information from Sponsor and/or | zadavatele a/nebo ICON o informace tykajici
ICON. se nasledného sledovani.

3.2.2 The Investigator shall also notify the IEC | ZkouSejici bude rovnéZ v souladu s pravnimi
and/or SUKL immediately of any Serious | pfedpisy okamZité informovat NEK a/nebo
Adverse Events during the Study in | SUKL o kazdé zavazné nezadouci prihodeé, k
accordance with the Regulations. niz doslo v prabéhu klinického hodnoceni.

3.3 Clinical Study Site File Dokumentace klinického hodnoceni na

pracovisti
3.3.1 Creation of Clinical Study Site File Vytvofeni dokumentace klinického hodnoceni
na pracovisti
3.3.1.1 Before commencement of the Study, the | Pfed zahdjenim  klinického  hodnoceni

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:

zkouSejici ve spolupréci se spole¢nosti ICON
vytvofi dokumentaci, kterd bude zahrnovat

nize uvedené dokumenty (dale jen
.,dokumentace klinického hodnoceni na
pracovisti‘). Kopie Uvodni dokumentace

klinického hodnoceni na pracovisti bude

neprodlené zaslana spole¢nosti ICON:

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

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

B) Written IEC/SUKL approval of the
Protocol and the Informed Consent Form;

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

C) The IEC/SUKL Informed

Consent;

approved

C) formular informovaného souhlasu

schvaleny NEK a SUKL; a

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

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

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

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

F) Permission of SUKL or notification on
announcement made to SUKL.

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

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

For the avoidance of doubt, the Parties
agree that the ICON will create and provide
the initial version of Clinical Study Site File
which will include the documents at (A) —
(F) and Investigator will further maintain it
during the study conduct with the

G) dalSi dokumenty a informace v souladu s
pravnimi predpisy, zejména zakonem ¢.
378/2007 Sb., o IéCivech, ve znéni
pozdéjSich predpist, a jeho pFilohami.

Pro vylou€eni pochybnosti smluvni strany
uvadi, ze ICON vytvofi a poskytne Uvodni
verzi souboru dokumentace ke klinickému
hodnoceni na centru, ktery bude obsahovat
dokumenty dle pismen A) az F), a zkouSejici
je  bude vpribéhu konani klinického
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assistance of ICON.

hodnoceni nadale spravovat, ve spolupraci
se spole¢nosti ICON.

3.3.2 Maintenance of the Clinical Study Site File | Vedeni dokumentace klinického hodnoceni
na pracovisti
3.3.2.1 During the Study, the Investigator shall in | V prdbéhu  klinického hodnoceni  bude
accordance with the terms of this | zkouSejici vést dokumentaci klinického
Agreement, maintain the Clinical Study Site | hodnoceni na pracovisti v souladu s
File and update the Clinical Study Site File | podminkami této smlouvy a aktualizovat ji
by including therein, and promptly providing | tim, ze do ni zafadi nasledujici dokumenty,
to ICON, the following: které bez prodleni poskytne spole€nosti
ICON:
A) All amendments to the Protocol and a | A) vSechny dodatky k protokolu a zaznam
record of any planned deviation therefrom, | tykajici se jakychkoli planovanych odchylek
including  Protocol amendments and | od protokolu, véetné dodatk( k protokolu a
reports. zprav;
B) All correspondence with the IEC/ SUKL, | B) veSkerou korespondenci s NEK/SUKL,
including periodic reports and approvals, | véetné pravidelnych zprav a schvaleni; a
and
C) An up-to-date log of all Site visits, and C) aktualizovanou knihu vS8ech navstév na
pracovisti; a
D) General correspondence relating to the | D) vSeobecnou korespondenci souvisejici s
Study, and klinickym hodnocenim; a
E) Investigational Product accountability | E) doklady o dopocitatelnosti/evidenci
forms, and hodnoceného léCiva; a
F) Such other documents, materials or | F) dalsi dokumenty, materialy ¢&i informace,
information as ICON and/or ICON on behalf | které bude spole¢nost ICON svym jménem
of the Sponsor may from time to time | a/nebo jménem =zadavatele prilezitostné
require or provide. pozadovat ¢i poskytovat;
G) Permission of SUKL or notification on | G) povoleni SUKL nebo sdéleni o oznameni
announcement made to SUKL zaslaném SUKL;
H) Other documents and information | H) dal$i dokumenty a informace v souladu s
according to Regulations, particularly in | pravnimi podpisy, zejména z&konem ¢.
compliance with Act No. 378/2007 Coll., as | 378/2007 Sb., o I|éCivech, ve znéni
amended. pozdéjSich predpist.
3.3.3 Retention/Transfer of Clinical Study Site | Archivace/pfedani dokumentace klinického
File hodnoceni na pracovisti
3.3.3.1 The Provider/Investigator shall retain | Poskytovatel / zkouSejici bude uchovavat

factually correct records and documents
pertaining to the conduct of the Study and
the distribution of the Investigational
Product for twenty-five (25) vyears
(“Retention Period”) following completion,
abandonment or termination of the Study.

The Provider/Investigator shall ensure
source Study Data is attributable, legible,
contemporaneous, original, accurate, and
complete.

During the Retention Period, in no event will
Provider 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

fakticky spravné zaznamy a dokumenty
vztahujici se  kprovadéni  klinického
hodnoceni a distribuci hodnoceného lédiva
po dobu 25 let (,obdobi archivace®) po
dokond&eni, zastaveni &i ukonéeni klinického
hodnoceni.

Poskytovatel / zkouSejici zajisti, ze zdrojové

Udaje klinického hodnoceni budou
dohledatelné, ¢citelné, aktualni, plvodni,
pfesné a kompletni.

Béhem obdobi archivace nebude

poskytovatel ani zkouSejici v zadném pripadé
nakladat s témito zaznamy, aniz by nejprve o
svém zaméru a prilezitosti pfevést zaznamy
zadavateli nebo spole¢nosti ICON, na
pfiméfené naklady zadavatele, uvédomili
zadavatele nebo spole¢nost ICON Sedesat
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Sponsor or ICON, at Sponsor’s reasonable
expense. Six (6) months prior to the end of
the Retention Period, the Sponsor shall
notify the Provider if it requires further
retention of the Study records and Sponsor
shall cover the cost thereof. In the event the
Sponsor does not notify the Provider six (6)
months prior to the end of the Retention
Period of this extension request, the
Provider may destroy all retained study
records.

Commencing at completion of the Study,
the Provider shall carry out the retention for
5 years free of charge pursuant to Act No.
378/2007 Coll. and paid retention for a
further 20 years — |G A~
invoice shall be issued for paid retention
after the signature of the Agreement.

Six (6) months prior to the end of the paid
Retention Period, the Sponsor shall notify
the Provider that they insist on further
retention and shall pay the cost thereof.

In the event the Sponsor does not notify
the Provider six (6) months prior to the end
of the Retention Period of the requirement
for further retention or does not pay the fee
for further retention by the agreed date, the
Provider is entitled to destroy all retained
Study documents.

(60) pracovnich dni  pfedem formou
pisemného oznameni. Sest (6) mésicl pred
ukonéenim  obdobi archivace oznami
zadavatel poskytovateli, zda jeSté bude
vyZzadovat archivaci zaznamu studie, pfic¢emz
naklady uhradi zadavatel. V pfipadé, Zze
zadavatel poskytovatele Sest (6) mésict pred
ukon€enim obdobi archivace neinformuje o
tomto pozadavku na prodlouzeni, je
poskytovatel opravnén v8echny uchovéavané
zaznamy studie znicit.

Pocinaje ukonéenim klinického hodnoceni,
poskytovatel provede bezplatnou archivaci 5
let v souladu se zakonem ¢. 378/2007 Sb. a
na dalSich 20 let provede zpoplatnénou
archivaci — Na zpoplatnénou
archivaci bude vystavena faktura po podpisu
smlouvy.

Zadavatel v predstihu Sesti (6) mésicu od
konce zpoplatnéné archivace oznami
poskytovateli, ze trvd na dal$i archivaci a
uhradi naklady s tim spojené.

V pfipadé, ze Sest (6) mésicd pred
ukonéenim obdobi archivace zadavatel
nesdéli poskytovateli pozadavek na dalsi

archivaci ¢&i neuhradi poplatek na dalsi
archivaci do  sjednaného data, je
Poskytovatel opravnén Kk likvidaci vSech

archivovanych dokumentd Studie.

3.3.3.2 | Irrespective of whether or not the | Poskytovatel zodpovida za zaznamy Studie
Investigator leaves his or her practice at the | b&€hem archivaéniho obdobi bez ohledu na
Provider before the Retention Period has | to, zda zkouSejici ukonéi & neukongi svoji
expired, the Provider is responsible for the | ¢innost u poskytovatele pfed vyprSenim
Study records during the Retention Period archiva¢niho obdobi.

3.4 Study Subjects Ucastnici klinického hodnoceni
The Investigator/Provider shall ensure that: | ZkouSejici / poskytovatel zajisti, ze:

3.4.1 The Investigator shall include only Qualified | zkouSejici zaradi do klinického hodnoceni
Subjects in the Study. pouze zplsobilé subjekty hodnoceni;

3.4.2 The Investigator shall only use the most | zkouSejici pouzije pouze nejnovéjsi formular
recent Informed Consent Form approved by | informovaného souhlasu schvaleny
the Sponsor, ICON, IEC and SUKL. zadavatelem, spole¢nosti ICON, NEK a

SUKL;

3.4.3 Prior to Qualified Subjects entering the | zkouSejici pfed zafazenim zpUsobilych
Study, the Investigator shall review all | subjektd do klinického hodnoceni se
details and requirements of the Protocol | zpusobilymi subjekty hodnoceni projedna
and the Informed Consent Form with the | v8echny podrobné Udaje a pozadavky
Qualified Subjects. protokolu a formulafe informovaného

souhlasu.

3.5 Pre-Screening/Patient Identification Predbézny screening/identifikace pacientl

3.5.1 The Parties recognize that pre-screening | Smluvni strany jsou si védomy, Ze pro

activities to identify suitable Qualified
Subjects for the Study are important to
enrollment success. Provider/Investigator

uspésné zarazovani do klinického hodnoceni
jsou dllezité predbézné screeningové
aktivity, které identifikuji vhodné zpusobilé

TEVA-ICON Partnership Tripartite CTA Template, Version No.1 [29 June 2020 ]

ICON #:

; Protocol:

Institution: Fakultni nemocnice Hradec Kralové, Site: 54192; Pl:

9/60

; Country: Czech Republic

; Final-22Sep2021




Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

shall conduct patient chart reviews as per
the requirement of the Study.

subjekty  hodnoceni. Poskytovatel /
zkouSejici pfezkoumaji karty pacientll podle
pozadavku studie.

3.5.2

The Investigator shall ensure a 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. If applicable
and agreed with ICON 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. Investigator 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.

ZkouSejici  zajisti v€asné prezkoumani
karet/zaznamu pacientd stanovené v ¢lanku
3.5.1, které bude vzdy provedeno v souladu s
pravnimi  pfedpisy, touto smlouvou a
pisemnymi pokyny spole€nosti
ICON/zadavatele. V pfisluSnych pfipadech,
a pokud bude se spole¢nosti ICON a/nebo
zadavatelem dohodnuto, Ze je nutna odména
za dal$i ¢as vénovany provadéni této aktivity,
bude ¢astka doplnéna do pfilohy 2 v souladu
se spravedlivymi trznimi sazbami. ZkouSejici
pfezkouma karty/zaznamy pacientd a
neposkytne  zadné  osobni  zdravotni
informace pfimo spole¢nosti ICON ani
zadavateli a ani nebude zpracovavat osobni
zdravotni informace v rozporu s pravnimi
predpisy

3.6

Patient Recruitment

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

Nabor pacientd

Zkousejici vyvine maximalni Usili k tomu, aby
ziskal pouze zplsobilé subjekty hodnoceni a
aby védomé& do klinického hodnoceni
nezafadil subjekty, ktefi podle jeho
nejlepSiho odborného Usudku dostate¢né
nesplfuji kritéria stanovena pro zplsobilé
subjekty hodnoceni.

3.7

Case Report Forms

Zaznamy subjektu hodnoceni

3.7.1

The Investigator or his/her designee shall
complete Case Report Forms, provided by
the Sponsor or ICON and shall submit them
within seventy-two (72) 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 everyljweeks.
The expected number of enrolled subjects —

Zkousejici nebo jim zmocnéna osoba vyplni
zaznamy subjektu hodnoceni poskytnuté
zadavatelem nebo spolecnosti ICON, a tyto
formulafe do 72 hodin od okamziku ziskani
Udaji  odeSle. Za vyplnéni a predani
zaznamu subjektu hodnoceni vzdy odpovida
zkouSejici. Zkousejici se zucastni
pravidelnych monitorovacich navstév a na
pozadani na téchto navstévach nebo jinak
bez prodleni preda tyto zaznamy zastupcim
zadavatele nebo spoleCnosti ICON a
zpfistupni jim jakékoli zdrojové dokumenty
souvisejici s klinickym hodnocenim. Tyto
monitorovaci navstévy spole¢nosti ICON a
shromazdovani Udaju se uskutecni priblizné
jednou zajijydny.

Predpokladany pocet zafazenych subjektl —

3.7.2

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

Zkousejici poskytne zastupcim spole€nosti
ICON Uplnou a v€asnou soucinnost pfi FeSeni
jakychkoli rozpord, chyb ¢&i chybéjicich
informaci v zaznamech subjektu hodnoceni.
ZkouSejici poskytne spole¢nosti ICON pomoc
pfi uskutecnovani auditd pavodnich zdznami
subjektd, laboratornich  zprav, a/nebo
nezpracovanych zdrojovych udajd, jez jsou
podkladem pro data uvedena v zaznamech
subjektu hodnoceni. Tyto audity budou
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Provider and Investigator each understands
that failure to resolve discrepancies, errors
or missing information in Case Report
Forms may result in payment being
withheld until resolution.

provedeny s fadnym zohlednénim ddvérnosti
pacientd. Poskytovatel a zkouSejici jsou si
védomi, ze pokud nebudou odstranény
rozpory €i chyby nebo doplnény chybéjici
informace v zaznamech subjektu hodnoceni,
muze to mit za nasledek zadrzeni platby az
do vyfeSeni prislusné zalezitosti.

3.8 Timelines Lhity
The Investigator shall use his or her best | Zkou$ejici vyvine maximalni Usili a dokon¢i
efforts to complete the Study in accordance | klinické hodnoceni v souladu se I|hitou
with the timelines as set out in Appendix 1 | stanovenou v pfiloze €. 1 této smlouvy (jez
to this Agreement (as may be reasonably | mize byt spole¢nosti ICON pfilezitostné
amended from time to time in writing by | pisemné pfiméfené upravena).
ICON).
3.9 Financial Disclosure Prohlaseni o finanénich zajmech
The Investigator shall complete and return | Zkousejici bez zbyte¢ného odkladu vyplini a
to ICON or the Sponsor in a timely manner, | odevzda spole¢nosti ICON nebo zadavateli
financial certification or disclosure forms, as | potvrzeni ¢&i prohladeni o finan¢nich zajmech
applicable, provided to the Investigator by | (podle toho, ktery formulaf je pozadovan),
ICON or the Sponsor. The Investigator | jenz zkouS$ejicimu poskytla spole¢nost ICON
shall also complete and return to ICON or | nebo zadavatel. ZkouSejici rovnéz vyplni a
the Sponsor, all disclosure updates, as so | odevzda spolec¢nosti ICON nebo zadavateli
instructed by ICON or the Sponsor, for the | na zakladé pokynu spole¢nosti ICON nebo
duration of the Study, and for one year | zadavatele veSkera aktualizovana potvrzeni
thereafter. The Provider shall ensure that all | nebo prohlaseni o finanénich zajmech, a to
sub investigators, performing a Study- | jak béhem provadéni klinického hodnoceni,
related function shall also complete and | tak po dobu jednoho roku poté. Poskytovatel
return all financial certification/disclosure | zajisti, Ze vSichni spoluzkousSejici, ktefi
forms. The Provider and the Investigator | vykonavaji funkci souvisejici s provadénim
further consent to the transfer of such | klinického hodnoceni, vyplni a odevzdaji
financial disclosure data abroad. potvrzeni nebo prohldSeni o finanénich
zajmech. Poskytovatel a zkouSejici déle
souhlasi s pfedanim takovych Udaji o
finanénich zgjmech do zahranigi.
3.10 Conflict Stiet zajma
The Provider/Investigator shall not during | Poskytovatel/zkou$ejici nebude béhem trvani
the term of this Agreement conduct any | této smlouvy provadét zadnou jinou klinickou
other clinical tral which might affect the | studii, ktera by mohla ovlivnit provadéni této
conduct of the Study and the Parties ability | klinické studie a schopnosti smluvnich stran
to perform their obligations under this | plnit své zdvazky vyplyvajici z této smlouvy.
Agreement.
3.11 Collection and use of samples Odbér a pouZiti vzorku

The Provider is prohibited from collecting or
using collected samples (e.g. tissue, blood,
serum and urine) or data from Qualified
Subjects while enrolled in the Study,
except:

A) pursuant to the Protocol;

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

C) as otherwise expressly permitted by the
Agreement; or

D) with Sponsor’s prior written consent.

Poskytovatel nesmi odebirat nebo pouzivat
odebrané vzorky (napf. tkané, krve, séra a
moci) ani Udaje o zpusobilych subjektech
hodnoceni po dobu 0cCasti v klinickém
hodnoceni, vyjma pfipadu:

A) kdy to vyzaduje protokol;

B) kdy je to zapotfebi pro |ékafskou péci o
subjekt klinického hodnoceni;

C) kdy to jinak tato smlouva vyslovné
povoluje;

D) s predchozim pisemnym souhlasem
zadavatele.
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All use of these data/samples is subject to
all of the terms of this Agreement, including
without limitation, publication, intellectual

Veskeré pouziti téchto dat/vzork( se fidi
v8emi podminkami této smlouvy, mimo jiné

property, data ownership and | véetné zvefejnéni, duSevniho vlastnictvi,
confidentiality. vlastnictvi idaju a davérnosti.

3.12 Resources Zdroje
The Provider/Investigator agrees to provide | Poskytovatel / zkousejici souhlasi
all reasonable Study Personnel, facilities | s poskytnutim veskerych vhodnych
and other resources, as are required to duly | pracovnikd klinického hodnoceni, prostor a
complete the Investigators and the | dalSich zdroju, které jsou nezbytné
Provider's  responsibilities under this | k fAdnému pInéni povinnosti zkou$ejiciho a
Agreement and the Protocol. The | poskytovatele v souladu s touto smlouvou a
Provider/Investigator shall arrange for the | protokolem. Poskytovatel / zkouSejici zajisti
availability of a study coordinator qualified | dostupnost koordinatora klinického
by training and/or experience to manage all | hodnoceni  kvalifikovaného na zakladé
administrative  functions at the Site | dosazeného vzdélani a/nebo zkuSenosti
(including, but not limited to, meeting with | s fizenim vSech administrativnich funkci na
ICON'’s or the Sponsor’s representatives at | pracovisti (mimo jiné vcetné pravidelnych
regular intervals) (“Study Coordinator”). | schlizek se spole¢nosti ICON nebo zastupci
Should a Study Coordinator not be | zadavatele) (.koordinator klinického
available at the Site, the Investigator shall | hodnoceni”). V pfipadé, Ze koordinator
assume these responsibilities. klinického hodnoceni nebude na pracovisti

dostupny, tyto Ukoly pfevezme zkouS$ejici.

3.13 Materials Materialy
ICON shall provide, or shall ensure that the | Spole¢nost ICON poskytne nebo zajisti, Zze
Sponsor provides, to the | zadavatel poskytne, poskytovateli /
Provider/Investigator the required quantities | zkousejicimu pozadované mnozstvi
of the Investigational Product, and any | hodnoceného léciva a jakékoli dalsi materialy
other Study materials required (e.g. Case | pro klinické hodnoceni (napf. zaznamy
Report Forms) for the Study, as set forth in | subjektu  hodnoceni), jak je uvedeno
the Protocol. Provider/Investigator may not | v protokolu. Poskytovatel / zkouSejici nesmi
use Investigational Product or other | pouzit hodnocené IéCivo ani dalSi materialy
Materials in any other way other than as | jinak, nez je vyslovné stanoveno protokolem
expressly specified in the Protocol and shall | a musi mit hodnocené I[é¢ivo a dalSi
maintain control of the Investigational | materialy pod kontrolou v souladu s platnymi
Product and other Materials in accordance | pravnimi pfedpisy.
with applicable Regulations.

3.14 Equipment Vybaveni
ICON may provide, or arrange for a vendor | ICON muze poskytnout nebo zajisti, aby
to provide, certain equipment | dodavatel poskytl urcité vybaveni
(“Equipment”) or proprietary materials for | (,vybaveni“) nebo chranéné materialy, jez
use by Investigator or Provider during the | budou zkousejici nebo poskytovatel pouzivat
conduct of Study. Such proprietary | béhem provadéni klinického hodnoceni.
materials may include computer software, | Takové chranéné materialy mohou zahrnovat
methodologies, rating scales and other | po¢itaovy software, metodiky, hodnotici
instruments that are owned or licensed for | Skdly a dalsi nastroje, které jsou ve
use by ICON or Sponsor (collectively, | vlastnictvi ICON &i zadavatele nebo na néz
“Materials”). mé& ICON ¢&i zadavatel licenci (spole¢né dale

jen ,materialy").
3.15 Equipment or Materials to be provided for | Vybaveni nebo materidly, které budou

the Study and any requirements relating to
them are described in two separate loan
agreements, the first loan agreement
between Provider and ICON and the
second loan agreement between Provider
and Sponsor (collectiely referred to as the
“Loan Agreements”). Any such Materials
or Equipment shall remain the property of

poskytnuty pro klinické hodnoceni, a jakékoli
s nimi souvisejici pozadavky jsou popsény ve
dvou separatnich smlouvach o vypujcce,
prvni, uzaviené mezi poskytovatelem a
spole¢nosti ICON, a druhé, uzaviené mezi
poskytovatelem a zadavatelem (souhrnné
oznacované jako ,smlouvy o vypujéce®).
V8echny takové materidly a vybaveni
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Sponsor or ICON, as the case may be, and
unless otherwise agreed in writing shall be
returned to ICON or Sponsor at the end of
the Study or sooner upon on receipt of
written request from ICON or Sponsor.

zUstanou vlastnictvim zadavatele nebo
pFipadné spole¢nosti ICON a, pokud nebude
pisemné dohodnuto jinak, budou vraceny
ICON ¢&i zadavateli na konci Klinického
hodnoceni nebo dfive na zakladé pisemné
zadosti ICON ¢&i zadavatele.

3.16 Unavailability of the Investigator Nedostupnost zkousSejiciho
The Investigator is essential to the Study | Pfitomnost zkou$ejiciho je pro provadéni
being conducted under this Agreement. | klinického hodnoceni podle této smlouvy
Whereas the Investigator shall oversee the | zasadni. Vzhledem ktomu, Ze zkouSejici
entire Study, in his or her temporary | bude dohlizet na pribéh celého klinického
absence the Provider/Investigator shall | hodnoceni, v pfipadé jeho  docasné
designate these responsibiliies to a | nepfitomnosti  poskytovatel /  zkouSejici
qualified sub-investigator, who shall be | povéfi  témito Ukoly kvalifikovaného
identified in  writing. When the | spoluzkouSejiciho, ktery bude  uréen
Investigator's absence is anticipated to | pisemné. Pokud se predpoklada, Ze
exceed fourteen (14) days, ICON shall be | nepfitomnost zkousejiciho pfesahne ¢trnact
notified by Investigator in writing of the | (14) dni, bude spole¢nost ICON zkouSejicim
designated sub-investigator who shall | informovana  pisemné o  povéfeném
assume the Study responsibilities. ICON | spoluzkous$ejicim, ktery prevezme Ukoly
on its own behalf or that of the Sponsor | souvisejici s klinickym hodnocenim.
may approve or reject any proposed sub- | Spole¢nost ICON muze svym jménem nebo
investigator. Such approval shall not be | jménem zadavatele jakéhokoli navrzeného
unreasonably  withheld. Should a | spoluzkousSejiciho schvalit nebo odmitnout.
permanent substitution for the Investigator | Schvaleni nebude bezdivodné odepieno.
be required, the Provider shall notify ICON | Pokud bude nutné trvalé nahrazeni
in writing, in accordance with Section 12.3. | zkouS$ejiciho, bude o tom poskytovatel
The Provider may not permanently | informovat spole¢nost ICON pisemné
substitute other investigators, or make | vsouladu s ¢lankem 12.3. Poskytovatel
substantial changes in the level of effort | nesmi trvale nahradit jiné zkouSejici |ékafe
asserted by the Investigator, without the | ani provést zasadni zmény ohledné Usili
prior written approval of ICON in the | vyvinutého zkouSejicim bez predchoziho
absence of which ICON shall be entitled to | pisemného souhlasu spole¢nosti |ICON.
invoke the termination provisions of Section | V pfipadé, ze tento souhlas nebude udélen,
8.3.1.6 below. The Provider and | bude spoleénost ICON opravnéna uplatnit
Investigator shall ensure that Investigator | ustanoveni ¢lanku 8.3.1.6 nize. Poskytovatel
will sign all necessary documentation | a zkouSejici zajisti, Ze zkouSejici podle
needed to effect the change in | potfeby podepiSe veSkeré  nezbytné
responsibilities to the new principal | dokumenty nutné pro prevedeni povinnosti
investigator including but not limited to any | na nového hlavniho zkousejiciho, mimo jiné
signing any of the following assignment | véetné podepsani jakékoli ndsledné dohody
agreement, transfer agreement, | o postoupeni, dohody o pfevodu, a dodatku
amendment or termination of the present | &i ukonceni této smlouvy.
Agreement as may be required.

3.17 Receipt of the Investigational Product Obdrzeni hodnoceného léc€iva
The Provider/Investigator acknowledges | Poskytovatel / zkouSejici bere na védomi, ze
that Investigational Product is the property | hodnocené IéCivo je majetkem zadavatele.
of the Sponsor. The Investigator shall verify | ZkouSejici potvrdi obdrzeni hodnoceného
receipt of the Investigational Product by | Ié¢iva podepsanim pfislusnych dokumentt ¢i
signing the appropriate document(s)/form(s) | formulard poskytnutych zadavatelem,
provided by the Sponsor, ICON or a | spoleCnosti ICON nebo dodavatelem
supplier designated by the Sponsor or | uréenym zadavatelem nebo spolecnosti
ICON. ICON.

3.18 Administration/Distribution of the | Podavani/distribuce hodnoceného léciva
Investigational Product

3.18.1 The Investigator shall document the | ZkouSejici bude dokumentovat podavani a
administration and distribution of the | distribuci hodnoceného Iégiva subjektim

Investigational Product to Study Subjects

klinického hodnoceni v pfisluSnych &astech
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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 Investigational Medicinal Product shall
be delivered on Mondays to Fridays from 7
a.m. until 2 p.m. to the hospital pharmacy
building (no. 20).

zaznamu subjektu hodnoceni a jakémkoli
zaznamu o vydeji vsouladu s pravnimi
predpisy, zvlasté zakonem €. 378/2007 Sb., o
|é¢ivech, ve znéni pozdéjSich predpisl, a
vyhlaSkou ¢&. 226/2008 Sb., o spravné
klinické praxi a blizS§ich podminkach
klinického hodnoceni IéCivych pfipravkd, ve
znéni pozdéjSich predpisu.

Dodavky Hodnoceného IéCivého pfipravku se
budou uskute¢novat v Po-P4 od 7.00 h do
14.00 h do budovy nemocni¢ni lékarny (€.
20).

3.18.2 The Investigator shall only dispense the | ZkouSejici vyda hodnocené Ié€ivo pouze
Investigational Product to  Qualified | zplUsobilym subjektdm hodnoceni v souladu
Subjects, in accordance with Regulations, | s pravnimi pfedpisy, a to zejména zdkonem
particularly with Act No. 378/2007 Coll., on | €. 378/2007 Sb., o IécCivech, ve znéni
Drugs, as amended, and Decree No. | pozdéjSich predpisli, a vyhlaskou ¢&.
226/2008 Coll., on good clinical practice | 226/2008 Sb., o spravné klinické praxi a
and closer conditions of clinical research of | bliz8ich podminkach klinického hodnoceni
medicinal products, as amended. léCivych pfipravk(, ve znéni pozdéjsich

predpisU.

3.18.3 The Investigational Product shall be used | Hodnocené IéCivo bude pouzivano pouze pro
only for the purposes set forth in the | G€ely stanovené v protokolu. Zadavatel
Protocol. The Sponsor and/or ICON must | a/nebo  spole¢nost ICON musi udélit
give prior authorization, for any use of the | pfedchozi souhlas s jakymkoli jinym pouzitim
Investigational Product other than those set | hodnoceného 1éCiva, nez je stanoveno
forth in the Protocol. v protokolu.

3.19 Storage of the Investigational Product Skladovani hodnoceného IéCiva
The Investigator  shall  store  all | ZkouSejici bude vSechna hodnocena léciva
Investigational  Products securely as | skladovat bezpecné, jak je stanoveno v
designated in the Protocol, but in any event, | protokolu, v kazdém pfipadé vSak bud
in either a central pharmacy where a | vhlavni Iékarné, kde dohlizi na vydej
qualified pharmacist supervises dispensing | kvalifikovany  Iékarnik, nebo v misté
or in a restricted area and dispensed under | s omezenym pfistupem, a hodnocena léciva
the direct supervision of the Investigator. budou vydavana pod pfimym dohledem

zkouSejiciho.

3.20 Return of the Investigational Product Vraceni hodnoceného léCiva
The Investigator shall return all unused | ZkouSejici vrati veskeré nepouzité léCivo i
Investigational Product, as well as any | obaly bez ohledu na to, zda obsahuji
containers, whether containing unused | nepouzité hodnocené Iécivo ¢&i nikoli,
Investigational Product or not, in|vsouladu spokyny zadavatele nebo
accordance with the instructions of the | spoleCnosti ICON, a to po ukonleni i
Sponsor or ICON upon expiration or | dokonéeni klinického hodnoceni nebo kdyz o
termination of the Study or at such times as | to zadavatel ¢&i spoleénost ICON pozada.
the Sponsor or ICON may direct. Should | Pokud bude zadavatel souhlasit se zni€enim
Sponsor agree to destruction of the | hodnoceného IéCiva namisto jeho vraceni,
Investigational Product instead of return, | poskytovatel zajisti, ze kazdé takové zniceni
the Provider shall ensure that any such | bude provedeno vsouladu s pokyny
destruction will be in accordance with | zadavatele a poskytne =zadavateli na
Sponsor’s instructions and the Provider | pozadani osvéd&eni o zni€eni.
shall provide certification of destruction to
Sponsor, upon request.

4 REPRESENTATIONS, WARRANTIES | PROHLASENI, ZARUKY A UJEDNANI

AND COVENANTS

TEVA-ICON Partnership Tripartite CTA Template, Version No.1 [29 June 2020 ]

ICON #:

; Protocol:

Institution: Fakultni nemocnice Hradec Kralové, Site: 54192; Pl:

14/60

; Country: Czech Republic

; Final-22Sep2021




Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

4.1. Mutual Representations, Warranties and | Vzajemna prohladeni, zaruky a ujednani
Covenants

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

Agreement.

4.2 Investigator/Provider Representations, | Zaruky, prohlaSeni a ujednéni
Warranties and Covenants zkouS$ejiciho/poskytovatele

421 The Investigator/Provider ~ covenants, | ZkouSejici a poskytovatel se zavazuiji,
warrants and represents that: zarucuji a prohlasuiji, ze:

4211 they each have at all times during the | kazdy z nich ma vzdy v pribéhu Klinického
course of the Study, the appropriate | hodnoceni pfislusné licence, schvéleni a
licenses, approvals and certifications | osvédéeni, jez jsou nezbytna pro bezpecné,
necessary to safely, adequately and | odpovidajici a zakonné provedeni klinického
lawfully perform the Study in accordance | hodnoceni v souladu s pfisluSnymi pravnimi
with applicable Regulations, the Protocol, | pfedpisy, protokolem, touto smlouvou a
this Agreement and good clinical practice | spravnou klinickou praxi, a nebyla jim
and have no notice of any investigations | oznamena zadna Setfeni, ktera by mohla
that would jeopardize such licenses, | takové licence, schvéleni nebo osvédceni
approvals or certifications; ohrozit;

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

4.2.1.3 | Study Personnel are and at all times during | pracovnici klinického hodnoceni jsou a
the course of the Study continue to be | v prabéhu studie vzdy budou fadné zaskoleni
appropriately trained in ICH GCP, Study | voblasti SKP ICH, u(konech Klinického
procedures and the Protocol; hodnoceni a protokolu;

4.2.1.4 | sufficient resources and time are available | zkouSejici ma a bude mit k dispozici
and shall continue to be available to | dostate¢né zdroje a ¢as pro v€asné a fadné
Investigator for timely and proper | provedeni klinického hodnoceni v souladu
performance of the Study in accordance | s protokolem a touto smlouvou;
with Protocol and this Agreement;

4215 | all tasks and activities to be performed | vS8echny Ukoly a aktivity, které maji byt
under this Agreement shall be performed in | provedeny podle této smlouvy, budou
a timely manner, with all due care and skill | provedeny véas, s nalezitou péci a v souladu
and in compliance with Agreement; s touto smlouvou;

421.6 |all consents required to enter this | byly ziskany vSechny souhlasy potfebné pro
Agreement have been acquired, copies of | uzavieni této smlouvy, jejichz kopie jsou (v
which are attached, if appropriate hereto; prislusnych pfipadech) k této smlouvé

pripojeny;

4.2.1.7 | during the term of this Agreement: : béhem platnosti této smlouvy:

l. the Investigator shall ensure that
he/she shall not conduct or take part in any
other clinical trials which might adversely

l. zkouSejici  zajisti, ze nebude
provadét ani se ucastnit Zadné jiné klinické
studie, ktera by mohla mit negativni vliv na
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affect the ability of the Investigator to
perform their obligatons under this
Agrement.

schopnost zkousSejiciho plnit povinnosti podle
této smlouvy;

Il. The Provider shall 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

I poskytovatel oznami nebo zajisti, ze
zkousejici  oznami  spole¢nosti  ICON
jakoukoli zménu své ulohy nebo oficialni
jmenovani do jakékoli jiné pozice, ktera by
mohla byt vrozporu sjeho pozici
zkouSejicihno  |ékafe  tohoto  klinického
hodnoceni nebo tuto pozici omezit &i ji
zabranit nebo jinak ovlivnit jeho povinnosti
vyplyvajici z této smlouvy;

Il 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

. zkousejici ozndmi spole¢nosti ICON
jakykoli skute¢ny nebo potencidlni stfet
zajmG nebo jakoukoli zménu ve stavu
odpovédi  poskytnutych v dotazniku
spole¢nosti ICON Etika zkousejiciho Iékafe a
dodrzovani predpis(, které by mohly mit vliv
na prabéh studie; a

4.2.1.8 | neither Provider nor the Investigator are | poskytovatel ani zkouSejici nepodléhaji stfetu
subject to any conflicting interests in the | zdjmd, pokud jde o vysledek klinického
outcome of the Study or conflicting | hodnoceni, ani stfetu povinnosti ¢i dohod,
obligations or contracts that might interfere | které by mohly naruSit provadéni klinického
with the performance of the Study or that | hodnoceni nebo mit vliv na pfijeti vyslednych
might impair the acceptance of the resulting | tdaju jakymkoli vladnim Gfadem, vcetné
data by any governmental authority, | FDA, nebo by mohly jinak dat vzniknout
including the FDA, or that might otherwise | stfetu.
create a conflict.

5 ICON MONITORING MONITOROVANI ZE STRANY

SPOLECNOSTI ICON

5.1 Site Inspections Inspekce na pracovisti

5.1.1 The  Provider/Investigator  shall, on | Poskytovatel /  zkouSejici na  zakladé
reasonable prior notice, permit authorized | pfiméfeného predchoziho upozornéni

personnel of the Sponsor, ICON and any
Regulatory Authority to inspect the facilities
the Provider/Investigator proposes to use
for the Study; both before the Study begins,
during the treatment phase of the Study
and after the Study ends for the following
purposes: i) to provide or receive
information and/or instruction on the
execution of the Study; (ii) to assess and/or
confirm that the Study is being conducted
by the Provider and Investigator to the
standards agreed upon herein; (iii) to
inspect the procedures, facilities and Study
records as described above (including
portions of other pertinent pseudonymized
records for all patients in the Study) and
those procedures, facilities or Study records
of the Provider and Investigator; (iv) to
perform audits and to collect and copy any
related documentation for the purpose of
regulatory authorization or any other
purposes, all at Sponsor's sole discretion
and provided that such copies do not
include any unauthorized individually-

umozni opravnénym osobam zadavatele,
spole¢nosti ICON a jakéhokoli kontrolniho
Ufadu zkontrolovat prostory, ez
poskytovatel / zkouS$ejici navrhuje pouzit pro
provedeni klinického hodnoceni, a to jak pfed
zahajenim klinického hodnoceni, tak i
v prabéhu jeho léCebné faze a po jeho
ukonéeni, a to pro nize uvedené ucely: (i)
poskytnuti nebo obdrzeni informaci a/nebo
pokynU pro provedeni klinického hodnoceni;
(i) posouzeni a/nebo potvrzeni toho, Zze
klinické hodnoceni je provadéno
poskytovatelem a  zkouSejicim  podle
standardu dohodnutych v tomto dokumentu;
(iiiy provedeni inspekce vySe popsanych
Ukonu, prostor a zaznamu klinického
hodnoceni (vEetné €asti dalSich pFislusnych
pseudonymizovanych zaznam{ u vSech
pacientd v klinickém hodnoceni) a dkonu,
prostor nebo zaznamd z  klinického
hodnoceni poskytovatele a zkouSejiciho; (iv)
provedeni auditt a shromazdovani a
kopirovani veskeré souvisejici dokumentace
pro ucely registrace kontrolnimi Gfady nebo
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identifiable information of a Study Patient.
The Sponsor’s right to visit the Study Sites
and to perform such audits will survive the
expiration, termination or cancellation of
this Agreement.

pro jiné Jucely dle vyhradniho dsudku
zadavatele a za predpokladu, ze takové
kopie  neobsahuji zadné nepovolené
individualné identifikovatelné  informace
pacienta  klinického hodnoceni. Pravo
zadavatele navstivit pracovisté klinického
hodnoceni a provadét takové audity pretrva i
po skonceni platnosti, ukonéeni nebo zruseni
této smlouvy.

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 Provider/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
Provider/Investigator.

The Investigator will deliver CRFs to ICON
within three (3) days of Investigator’s review
or in accordance with ICON’s reasonable
written instructions, as the case may be.
The Investigator shall be available at
reasonable times during normal business
hours to meet with Study monitors and
answer questions regarding the conduct of
the Study. Provider shall ensure that ICON
and/or Sponsor have proper access to all
relevant Study-related documentation in
accordance with applicable law. If in the
course of conducting the Study, Provider
begins to use an  electronic medical
records system, ICON may, as part of the
Study monitoring, view the records in this
system, but only for Study purposes, fully in
line with the Site's instructions, Study
Subject’'s Informed Consent Form and
applicable laws. Provider and Investigator
will comply with Investigator obligations
under ICH GCP 4.1.4. and 4.9.7. to ensure
Study monitors are granted direct access to
Study Subject original medical records for
verification purposes, including periodic
access to allow comparison of certified
copies of medical records against the
original records to verify their authenticity
Site shall ensure that only Study Subject
pseudonymized medical records shall be
disclosed to Study monitor and shall ensure
that no access to non-Study Subject
records is possible. Where this is not
possible, Provider and Investigator shall
ensure certified paper copies are made
available for inspection. The Site shall
ensure sufficient access is granted to the
monitor to enable source data verification of

Pokud jsou vySe uvedené prostory podle
SKP, standardnich provoznich postupd a
standardd zadavatele nebo spole€nosti ICON
oznateny za nepostacujici pro Fadné
provedeni klinického hodnoceni a
poskytovatel / zkouSejici neodstrani takové
nedostatky v pfiméfené Ih(té od okamziku,
kdy jim byly oznameny, mulze spoleénost

ICON podle svého vlastniho uvazeni
odmitnout zahajeni klinického hodnoceni
nebo rozhodnout o jeho pfedcasném

ukoncéeni a muze ukonéit tuto smlouvu bez
dalSich ~ zavazkG  vicéi  poskytovateli /
zkousejicimu.

Zkousejici doru¢i CRF spole¢nosti ICON do
tfi (3) dnli po pfezkoumani zkousSejicim nebo
pFipadné v souladu s pfiméfenymi pisemnymi
pokyny spole¢nosti ICON. Zkousejici bude k
dispozici v pfiméfeny ¢as béhem bézné
pracovni doby, aby se mohl setkat s monitory
klinického hodnoceni a odpovidat na otazky
tykajici se provadéni klinického hodnoceni.
Poskytovatel zajisti, aby ICON a/nebo
zadavatel méli fadny prfistup k veSkeré
prislusné dokumentaci tykajici se klinického
hodnoceni v souladu s platnymi pravnimi
predpisy. Pokud v pribé&hu provadéni
klinického hodnoceni zacne Poskytovatel
vyuzivat systém elektronické zdravotnické
dokumentace splfiujici zakonné pozadavky,
muze spole¢nost ICON v ramci monitoringu
klinického hodnoceni nahlizet do z&znami
vtomto systému, a to pouze pro Ucely
klinického  hodnoceni, pIné v souladu
s pokyny pracoviste, informovaného
souhlasu subjektu hodnoceni a platnymi
pravnimi pfedpisy. Poskytovatel a zkouSejici
budou dodrzovat povinnosti zkousejiciho
podle SKP ICH 4.1.4. a 4.9.7., aby bylo
zajisténo, ze monitofi studie ziskaji primy
pfistup k plvodni zdravotni dokumentaci
subjektu hodnoceni pro Gcely ovéreni, véetné
pravidelného pfistupu umoznujiciho srovnani
ovéfenych kopii zdravotni dokumentace s
puvodnimi zdznamy za U€elem ovérfeni jejich
pravosti. Pracovisté zajisti, aby monitorovi
klinického hodnoceni byla zpfistupnéna
pouze pseudonymizovana zdravotni
dokumentace subjektu hodnoceni a zajisti,
ze nebude mozny pfistup k jiné dokumentaci
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the Study Subjects.

nez kdokumentaci subjektd klinického
hodnoceni. Tam, kde to neni mozné,
poskytovatel a zkousejici zajisti, aby byly ke
kontrole zpfistupnény ovéfené papirové
kopie. Pracovisté zajisti, ze monitorovi bude
udélen dostate¢ny pfistup, ktery mu umozni
ovéfeni  zdrojovych  udajd  klinického
hodnoceni.

5.1.3 The Provider/Investigator shall notify ICON | Poskytovatel / zkou$ejici bude neprodlené
promptly if a Regulatory Authority requests | informovat spoleénost ICON a zadavatele v
permission to inspect the | pfipadé, Ze kontrolni Ufad pozada o povoleni
Provider/Investigator's  facilities  and/or | provést inspekci prostor a/nebo z&znami
research records concerning the Study. On | poskytovatele / zkouSejiciho tykajicich se
notification of an  inspection, the | vyzkumu v ramci klinického hodnoceni. Po
Provider/Investigator shall notify ICON of | oznameni o inspekci bude poskytovatel/
the date and time of such inspection and | zkouSejici informovat spolec¢nost ICON o
allow ICON to assist in the preparation for | datu a ¢ase takové inspekce a umozni
such inspection by a Regulatory Authority. | spole¢nosti ICON, aby se podilela na
Furthermore, if an inspection occurs, the | pfipravach na inspekci kontrolnim Gfadem.
Provider/Investigator agrees to cooperate | Dale, pokud dojde k inspekci, poskytovatel /
with such inspection and invite ICON and | zkousSejici souhlasi s tim, Ze bude pfi takové
the Sponsor to be present. The | inspekci spolupracovat a pfizve k (c€asti
Provider/Investigator agrees to provide the | spole¢nost ICON a zadavatele.
Sponsor and ICON with copies of all | Poskytovatel / zkouSejici souhlasi s tim, ze
Regulatory Authority documentation | poskytne zadavateli a spole¢nosti ICON
including but not limited to correspondence, | kopie veSkeré dokumentace kontrolniho
statements, warnings, enforcement actions, | Gfadu, mimo jiné vcéetné korespondence,
pleadings, summons, forms and records | vyjadfeni, varovani, donucovacich opatfeni,
that the Provider/Investigator receives as a | procesnich materiald, pfedvolani, formulari a
result of or in anticipation of an inspection. | zdznamu, které poskytovatel/ zkousejici
The Provider/Investigator shall notify ICON | obdrzi v disledku inspekce nebo pfi jejim
of any legal action taken on any audit by a | o€ekavani. Poskytovatel / zkouSejici bude
Regulatory Authority. informovat spoleénost ICON o vS8ech

pravnich Ukonech provedenych kontrolnim
Ufadem na z&kladé auditu.

5.2 Records Zaznamy

5.2.1 The Provider/Investigator shall allow | Poskytovatel / zkousejici umozni
authorized personnel of ICON, the Sponsor | opravnénym osobam spole¢nosti ICON,
and any Regulatory Authority to monitor the | zadavatele a jakéhokoli kontrolniho Gfadu
Study, and all records required by the | monitorovat klinické hodnoceni a vSechny
Regulations during normal business hours, | za&znamy vyzadované pravnimi pFedpisy
or as otherwise required by law, and to: béhem bézné pracovni doby nebo jinak, jak

vyZaduje zékon, a:

5.2.1.1 Inspect Case Report Forms  for | zkontrolovat, zda jsou zaznamy subjektu
completeness and detailed compliance with | hodnoceni kompletni a pIné odpovidaji
the Protocol; and protokolu; a

5.2.1.2 Review Investigational Product | pfezkoumat Uplnost a presnost dokladd o
accountability records for completeness | dopocitatelnosti/evidenci hodnoceného
and accuracy, and IéCiva; a

5.2.1.3 | Inspect source documents, including but | zkontrolovat zdrojové dokumenty, mimo jiné
not limited to, hospital/clinic records, | véetné nemocnicnich/klinickych zaznamu
relevant to the preparation of the Case | potfebnych pro pfipravu zaznamu subjektu
Report Form. Any inspection by ICON of | hodnoceni. Jakakoli inspekce zdrojovych
source documents shall be performed with | dokumentd ze strany spole¢nosti ICON bude
due regard for patient confidentiality. provedena s nalezitym ohledem na

zachovani duvérnosti udajd pacienta.

6 CONFIDENTIALITY MLCENLIVOST
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6.1

Confidential Information

Davérné informace

6.1.1

For the purposes of this Agreement
“Confidential Information” means any
data, documentation, records  and
information (other than patient medical
records) in whatever form related to the
terms of this Agreement and/or the Study
and/or the Investigational Product that is
provided to the Provider, Investigator or the
Study Personnel by ICON or Sponsor or
their 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.

Pro Gcely této smlouvy se ,davérnymi
informacemi“ rozumi veSkeré (daje,
dokumentace, zaznamy a informace (kromé
zdravotni dokumentace pacienta) v jakékoli
podobé souvisejici s podminkami této
smlouvy, klinickym hodnocenim a/nebo
hodnocenym léCivem, které jsou spole¢nosti
ICON ¢i zadavatelem nebo jejich pFislusnymi
zaméstnanci  €i  zastupci  poskytnuty
poskytovateli, zkouS$ejicimu nebo
pracovnikim studie nebo jinak vytvofeny ¢i
ziskany ve spoijitosti s diskusemi a jednanimi,
jez se tykaji této smlouvy nebo jez se
uskutec€nila v jejim pribéhu, mimo jiné véetné
protokolu, Udaju klinického hodnoceni a
souboru informaci pro zkousejiciho.

All  proprietary  and/or  Confidential
Information in the strictest confidence
belong to the Sponsor, and shall not be
disclosed by the Site to any third party
without the express written permission of
the Sponsor.

VSechny chranéné a/nebo divérné informace
jsou pfi zajiSténi pfisné mléenlivosti
majetkem zadavatele a tyto informace
nebudou bez vyslovného pisemného
souhlasu zadavatele sdéleny Zzadné treti
strané.

6.2

Agreement Not to Disclose

Dohoda o miéenlivosti

6.2.1

The Provider/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.

Poskytovatel / zkouSejici souhlasi s tim, ze
nesdéli takové davérné informace jinym
tfetim stranam nez pracovnikim klinického
hodnoceni, ktefi tyto davérné informace
potfebuji znat pro provadéni klinického
hodnoceni, a zabezpedi divérné informace
s takovou péci, kter4d je u davérnych
informaci obvykla, a zajisti, aby se na osoby,
jez potfebuji duavérné 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 duveérné
informace budou sdéleny.

6.2.2

The Provider/Investigator agrees to use
Confidential Information only for fulfilling
its/his or her respective obligations under
this Agreement. If requested by ICON, the
Provider/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).

Poskytovatel / zkouSejici souhlasi s tim, Ze
bude divérné informace pouzivat pouze za
Ucelem pInéni svych pfisluSnych zavazki
vyplyvajicich z této smlouvy. Pokud o to
spole¢nost ICON pozada, pfi dokonceni
klinického hodnoceni poskytovatel /
zkouSejici neprodlené vrati tyto veSkeré
takové duvérné informace spole¢nosti ICON
(kromé polozek pozadovanych podle €lanku
3.3.3 vySe — Archivace/pfedani dokumentace
klinického hodnoceni na pracovisti).

6.2.3

The obligations of nondisclosure do not
apply when:

Zavazky zachovavat micenlivost neplati,
pokud:

6.2.3.1

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

jsou informace verejné znamy nebo se staly
vefejné  dostupnymi bez pochybeni
poskytovatele / zkous$ejiciho nebo jakéhokoli
zaméstnance poskytovatele;
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6.2.3.2 | The Provider/Investigator knows the | jsou informace poskytovateli/ zkouSejicimu
information before receipt from ICON, as | znamy dfive, nez je obdrzi od spole¢nosti
evidenced by its/his or her written records; ICON, coz Ize dolozit pisemnymi zaznamy
poskytovatele / zkouSejiciho;
6.2.3.3 | The information is lawfully received from a | jsou informace pravoplatné ziskany od treti
third party that has a right to make such | strany, ktera je opravnéna je sdélit a ktera
disclosure, who did not obtain such | tyto informace neziskala poruSenim prav
information violating the Sponsor’s rights or | zadavatele nebo se na ni nevztahoval
under obligation of confidentiality to the | zavazek micenlivosti vi¢i zadavateli;
Sponsor;
6.2.3.4 | Regulations require disclosure to a court of | pravni pfedpisy vyzaduji poskytnuti informaci
competent jurisdiction or government | pfislusnému soudu nebo vladnimu Gfadu za
authority provided that Provider/Investigator | pfedpokladu, Ze poskytovatel/ zkouSejici
shall first notify the Sponsor/ICON of any | nejdfive takové pozadované zvefejnéni Ci
such required disclosure and limit such | sdéleni oznami zadavateli/ICON a omezi
disclosure as far as possible under the | takové zvefejnéni ¢&i sdéleni v takovém
Regulations; rozsahu, v jakém to umozniuji pravni
predpisy;
6.2.3.5 | The Sponsor and/or ICON grants prior | zadavatel a/nebo spole¢nost ICON udéli
written permission for disclosure; and predchozi pisemny souhlas s poskytnutim
informaci; a
6.2.3.6 | The results of the Study are disclosed to | jsou vysledky klinického hodnoceni tfetim
third parties in accordance with the | stranam sdéleny v souladu s ustanovenimi
provisions of Section 6.6 herein. ¢lanku 6.6 této smlouvy.
6.2.3.7 | This section 6 (in particular 6.1 and 6.2) | Tento clanek 6 (zejména body 6.1 a 6.2)
shall  survive expiration or sooner | pfetrvd po ukonceni platnosti nebo dfivéjSim
termination of this Agreement for a period | ukonéeni této smlouvy po dobu nejméné
of no less than fifteen (15) years from the | patnacti (15) let ode dne posledniho sdéleni
last date of disclosure of Confidential | dvérnych informaci.
Information.
6.3 Medical Confidentiality and Data Protection | Duvérnost lékafskych informaci a ochrana
osobnich udaju
6.3.1 The Provider owns and shall be | Poskytovatel vlastni zdravotni zaznamy, tedy

responsible for source data including
medical records (as defined by ICH GCP).
Sponsor owns and shall be responsible for
all Study Data..

Where the Study is in the European Union,
both the Provider and the Sponsor shall be
considered Data Controllers in the context
of the Study in regard to Study Subjects’
Personal Data. The Provider shall be
considered Data Controller with respect to
the medical records and Sponsor shall be
considered Data Controller with respect to
the Coded Study Data. The Site shall
process the Coded Study Data in
accordance with the Applicable Data
Protection Law and the written instructions
of the Sponsor. The Sponsor will be the
data controller; the Site and study team will
be data processor for Study performance at
Provider and shall act in accordance with
instructions provided by Sponsor or ICON;
and ICON acts as data processor for
clinical trial management and monitoring
duties.

zdrojové Udaje (podle definice SKP ICH) a je
za né odpovédné.

Zadavatel vlastni veSkeré udaje klinického
hodnoceni a je za né odpovédny.

Pokud je klinické hodnoceni provadéno v
Evropské unii, poskytovatel a zadavatel
budou vramci  klinického  hodnoceni
povazovani za spravce udaju, pokud jde o
osobni Udaje subjektd hodnoceni.
Poskytovatel bude povazovano za spravce
Udajl, pokud jde o zdravotni dokumentaci, a
zadavatel bude povaZovan za spravce udaju,
pokud jde o zakdédované udaje klinického
hodnoceni. Pracovisté bude zpracovavat
zakédované udaje klinického hodnoceni v
souladu s platnym zakonem o ochrané
osobnich Udajd a pisemnymi pokyny
zadavatele. Zadavatel bude spravcem Udaju;
pracovisté a tym studie budou zpracovatelem
udaju pro provedeni klinického hodnoceni ve
zdravotnickém zafizeni a budou jednat v
souladu s pokyny poskytnutymi zadavatelem
nebo spole¢nosti ICON; a ICON bude
pusobit jako zpracovatel ddaji pro fizeni
klinického  hodnoceni a pro  (cely
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monitorovanich povinnosti.

6.3.2 The Parties and Sponsor agree to comply | Smluvni strany a zadavatel souhlasi s tim, ze
with applicable Regulations throughout the | budou dodrzovat platné pravni predpisy po
term of the Agreement in particular with | celou dobu platnosti smlouvy, a to zejména
respect to data privacy and medical | pokud jde o ochranu osobnich Udaji a
secrecy. It is the responsibility of each | Iékafské tajemstvi. Kazda smluvni strana a
Party and Sponsor to effect and maintain all | zadavatel odpovidaji za vytvofeni a vedeni
inventories and registrations for the | vSech seznam( a registraci pro zpracovani
processing of Personal Data as required | osobnich Udajl podle pozadavk( platnych
under applicable Regulation. The Parties | pravnich predpisu. Smluvni strany a
and Sponsor shall cooperate and assist | zadavatel budou spolupracovat a budou si
each other with respect to any data | vzdjemné pomahat, pokud jde o vyhodnoceni
protection impact assessments and/or prior | dopadu ochrany osobnich Udaji a/nebo pred
consultations with Regulatory Authorities | uskute€nénim konzultaci s kontrolnimi Grady,
that may be required in respect to | které mohou byt nutné v souvislosti se
processing that is carried out under the | zpracovanim osobnich U(dajd podle této
Agreement. smlouvy.

6.3.3 Prior to an individual’s participation in the | Pfed Uc&asti pacienta v klinickém hodnoceni
Study, Provider shall ensure that the | poskytovatel a zkouSejici obdrzi od vSech
Principal Investigator will obtain a signed | zpusobilych subjektd hodnoceni podepsany
informed consent, approved in writing by | informovany souhlas, pisemné schvéaleny
Sponsor or ICON and by any applicable | zadavatelem nebo spolecnosti ICON a
IRB/IEC, from each Qualified Subject to the | pfislusnou NEK, se shromazdovanim,
collection, use, processing, storing and | pouzitim, zpracovanim, uchovavanim a
transfer of their personal data according to | pfedavanim jejich osobnich (dajd podle
Regulations which shall include the | pravnich predpist, ktery bude zahrnovat
necessary content to allow for the | veSkery nezbytny obsah  umoznuijici
processing of the Qualified Subject’s | zpracovani osobnich Udajii zplsobilého
personal data for the purposes described in | subjekta pro Gcely popsané v protokolu a
the Protocol and the Agreement. This | smlouvé. Tento souhlas se bude rovnéz
consent shall also cover the transfer of their | vztahovat na predani jejich osobnich Udajl
personal data to countries other than their | do jinych zemi, mimo jiné véetné USA, které
own, including but not limited to the United | nemuseji mit stejnou Uroven ochrany Gdaju
States of America, that may not have the | jako jejich vlastni zemé. Pokud zadavatel
same level of data protection as their own | nebo ICON pfedava osobni Gdaje do zemi
country. When Sponsor and/or ICON | mimo EU / EHP, bude tak cCinit v souladu s
transfers personal data to countries outside | obecnymi nafizenimi o ochrané (dajl
of the EU/EEA, it will do so in accordance | (,GDPR®). = Poskytovatel a  zkouSejici
with General Data Protection Regulations | nepfedlozi  zadavateli/spole¢nosti  ICON
(“GDPR”).. Provider and Investigator will | Zadné osobni (daje, pokud to neni povoleno
not submit any personal data to | pravnimi pfedpisy.

Sponsor/ICON, unless permitted under the
Regulations.

6.3.4 Prior to and during the course of the Study, | Pfed klinickym hodnocenim a béhem négj
Provider and Investigator may provide to | mohou poskytovatel a zkousejici poskytnout
the Sponsor/ICON personal data relating to | zadavateli/ICON osobni Udaje tykajici se
the Investigator, the sub-investigators and | zkouSejiciho, spoluzkousejicich a pracovniki
the Study Personnel, or other personnel | klinického hodnoceni nebo dalSich
involved in conducting the Study, the | pracovnikl, ktefi se podileji na provadéni
processing of which may be subject to | klinického hodnoceni, na jejichz zpracovani
applicable data protection and privacy laws. | se mohou vztahovat platné zakony na
The Sponsor shall obtain their consent. ochranu osobnich Udajd a soukromi.

Zadavatel si zajisti jejich souhlas.
6.3.5 The Provider/Investigator acknowledge and | Poskytovatel / zkou$ejici bere na védomi a

agree that Personal data relating to the
Provider, 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

souhlasi s tim, Ze osobni Udaje, jez souviseji
se poskytovatelem, se zkouSejicim a
s pracovniky klinického hodnoceni, budou
zpracovavany a uchovavany v jedné nebo
vice databazich. Takové Udaje mohou byt
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including planning, implementing and
administering the Study; (ii) verification by
governmental or regulatory agencies,
Sponsor, ICON, their agents and affiliates
including, but not limited to, use in
connection with legal claims, compliance,
regulatory, investigative and disciplinary
purposes (including disclosure of such
information in connection with legal process
or litigation) and other ethics and
compliance reporting tools; (iii) compliance
with legal and regulatory requirements
including but not limited to, publications due
to transparency obligations as per section
12.12 including making disclosures in
accordance with the European Federation
of Pharmaceutical Industries and
Associations (EFPIA) Code on Disclosure
of Transfers of Value from Pharmaceutical
Companies to Healthcare Professionals
and  Healthcare  Organizations;  (iv)
publication on www.clinicaltrials.gov and
websites and databases that serve a
comparable purpose; and (v) internal record
keeping and management purposes,
including storage in databases to facilitate
the selection of investigators for future
clinical trials. Personal data may be
disclosed or transferred to Sponsor or its
affiliates or ICON affiliates, subsidiaries,
representatives, and contractors working on
behalf of Sponsor or ICON and to
regulatory authorities across the world. The
Provider/Investigator will ensure that the
Provider furnishes appropriate notice to the
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 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/.

pouzity pro ucely: (i) provedeni klinického
hodnoceni, véetné jeho planovani, provedeni
a spravy; (i) verifikace vladnimi nebo
kontrolnimi organy, zadavatelem, spole¢nosti
ICON a jejich =zastupci a pfidruzenymi
osobami, mimo jiné véetné pouziti
v souvislosti s pravnimi naroky, dodrzenim
predpist a pro kontrolni a disciplinarni ucely
a Ucely Setfeni (vCetné sdéleni takovych
informaci v souvislosti s pravnimi procesy Ci
soudnimi spory) a dalSi néstroje pro zajisténi
etiky a hlaSeni pro Gcely dodrzovani
predpis(; (iii) dodrzeni pozadavk( pravnich
predpisl a regula¢nich pozadavkud, mimo jiné
véetné publikovani z davodu povinnosti
zachovavat transparentnost v souladu se
¢lankem 12.12, vcetné sdileni Gdaju
v souladu s Kodexem Evropské federace
farmaceutického pramyslu a farmaceutickych
asociaci (European Federation of
Pharmaceutical Industries and Associations,
EFPIA) pro zvefejhovani prevodd hodnot
zdravotnickym pracovnikiim a zdravotnickym
organizacim ze strany farmaceutickych
spole¢nosti; (iv) zverejnéni na
www.clinicaltrials.gov a na  webovych
strankach a v databazich, jez slouzi pro
srovnatelny Ucel; a (v) interni archivace a pro
Ucely fizeni, véetné uchovavani
v databazich, aby byl usnadnén vybér
zkouSejicich pro budouci klinicka hodnoceni.
Osobni Gdaje mohou byt sdéleny ¢i predany
zadavateli nebo jeho pridruzenym
spole¢nostem nebo pridruzenym
spoleCnostem,  dcefinym  spole¢nostem,
zastupcim a  smluvnim  dodavatelim
spole€nosti  ICON, ktefi pasobi jménem
zadavatele i ICON, a kontrolnim Ufaddm na
celém svété. Poskytovatel/zkouSejici zajisti,
ze poskytovatel poskytne pracovnikim
klinického hodnoceni odpovidajici oznameni,
které bude popisovat shromazdovani,
zpracovani a predani jejich osobnich ddaju
zadavatelem a spolecnosti ICON, jak je
stanoveno vtéto smlouvé, a zejména
souhlasi s tim, ze odkaze takové pracovniky
klinického hodnoceni na ozndmeni o ochrané
osobnich Udaji  spole¢nosti ICON, jez
naleznou na webovych strankdch ICON na
adrese:
https://www.iconplc.com/privacy/site-data-
protection/.

6.3.6

Each of Sponsor, ICON and
Provider/Investigator ~ shall implement
appropriate technical and organizational
measures to meet the requirements of the
EU General Data Protection Regulation. If
Provider and/or Investigator become aware
of a personal data breach related to data
processed under this Agreement, they shall

Zadavatel, spolec¢nost ICON a poskytovatel /
zkouS$ejici pfijmou pfislusna technicka a
organizaéni opatfeni pro splnéni pozadavku
obecného nafizeni EU o ochrané udaju.
Pokud se poskytovatel a/nebo zkouSejici
dozvi o poruSeni zabezpeceni osobnich
Udaju v souvislosti s Udaji zpracovavanymi
podle této smlouvy, bezodkladné o tom bude
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promptly notify ICON and the Sponsor with,
at least, the information described in Article
33 of the EU General Data Protection
Regulation and applicable national data
protection laws. In such a case the Provider
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.

informovat spole¢nost ICON a zadavatele, a
to minimalné s informacemi popsanymi ve
¢lanku 33 obecného nafizeni EU o ochrané
osobnich Udajd a platnych narodnich
zakonech na ochranu osobnich ddajiu. V
takovém pfipadé bude poskytovatel a/nebo
zkousejici plné spolupracovat se
zadavatelem a ICON na napravé poruseni

zabezpeCeni osobnich 0daju. PoruSenim
zabezpeCeni osobnich 0dajd se rozumi
jakykoli potencialni neopravnény pfistup

k osobnim Udajim a jejich ziskani, pouziti,
zvefejnéni nebo znic¢eni, jak je uvedeno ve
¢lancich 4, 33 a 34 obecného nafizeni EU o
ochrané Udajd a v planych narodnich
zakonech o ochrané osobnich Gdaju.

6.3.7 The Parties and Sponsor agree that, as | Smluvni strany a zadavatel souhlasi s tim, Ze
between them, Provider is best able to | poskytovatel je z nich nejlépe schopen fesit
manage requests from Study subjects for | pozadavky subjektd hodnoceni na pfistup,
access, amendment, transfer, restriction, or | Upravu, pfedani, omezeni nebo odstranéni
deletion of personal data in the context of | osobnich Gdaju v ramci klinického hodnoceni.
the Study. The Provider and/or the | Poskytovatel a/nebo zkousejici budou do tfi
Investigator shall inform within a period of | (3) pracovnich dnG informovat spole¢nost
three (3) working days ICON and the | ICON a zadavatele o jakékoli Zzadosti
Sponsor about any request received from a | obdrzené od zplsobilého subjekta
Quallified Subject, their legal representative | hodnoceni, jeho pravniho zastupce nebo
or any other data subjects to exercise their | jinych subjektd adaja v souvislosti
rights to access, object, correct, or delete | s uplathovanim jejich prav na pfistup
personal data held about him/her in the | k osobnim  Udajim, vzneseni namitky,
context of the Study. The Provider and the | opraveni ¢i odstranéni osobnich Udaju, jez
Investigator shall handle those requests in | jsou o nich vramci klinického hodnoceni
accordance with the Sponsor and ICON's | uchovavany. Poskytovatel a zkousejici budou
reasonable instructions. In the event that | s témito Zadostmi nakladat v souladu s
Sponsor or ICON (on behalf of the | pfiméfenymi pokyny zadavatele a spole¢nosti
Sponsor) receives a request from a Study | ICON. V pfipadé, Zze zadavatel nebo ICON
subject for such access, amendment, | (ménem zadavatele) obdrzi Zzadost od
transfer, restriction, or deletion, Sponsor or | subjektu hodnoceni ve véci takového
ICON (on behalf of the Sponsor) shall | pfistupu, zmény, predani, omezeni nebo
forward the request to Provider. Provider | odstranéni, zadavatel nebo ICON (jménem
shall respond to Study subjects’ requests | zadavatele) preda zadost poskytovateli.
for access, amendment, transfer, | Poskytovatel odpovi na Zzadosti subjektl
restriction, or deletion of personal data in | hodnoceni o pfistup, zménu, predani,
accordance with applicable law, the | omezeni nebo odstranéni osobnich ddaju v
Agreement, and any other instructions | souladu s platnymi zakony, touto smlouvou a
provided by Sponsor or ICON (on behalf of | dalSimi pokyny poskytnutymi zadavatelem
the Sponsor/Investigator). Where it is | nebo spole¢nosti ICON (jménem
necessary to process personal data in the | zadavatele/zkou$ejiciho). Pokud je nezbytné
context of the Study for the purposes of a | zpracovat osobni Udaje v ramci klinického
legitimate interest, the parties agree to | hodnoceni pro Ucely opravnéného zajmu,
comply with Article 6 (1)(f) of GDPR. | strany se zavazuji dodrzovat ¢l. 6 odst. 1
Provider acknowledges that in order to | pism.f) GDPR. Poskytovatel bere na
maintain the integrity of Study results, the | védomi, ze v z4jmu zachovani integrity
ability to amend, restrict, or delete personal | vysledkl klinického hodnoceni mulze byt
data may be limited, in accordance with | schopnost ménit, omezit nebo odstranit
applicable law. osobni Udaje omezena v souladu s platnymi

zakony.

6.3.8 Provider and/or Principal Investigator shall | Poskytovatel a/nebo hlavni zkouSejici pfeda

only transfer Personal Data outside the
European Economic Area or Switzerland in
accordance with Study related instructional

osobni udaje mimo Evropsky hospodafsky
prostor nebo Svycarsko pouze v souladu
s dokumenty klinického hodnoceni
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documents provided by Sponsor or ICON
(on behalf of the Sponsor) and as permitted
by law and regulations. If requested by
Sponsor,  Provider and/or  Principal
Investigator 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.

obsahujicimi pokyny poskytnutymi
zadavatelem nebo ICON (jménem
zadavatele) v souvislosti s klinickym
hodnocenim. Pokud o to zadavatel pozada a
pokud neexistuje jiny postacujici
mechanizmus pro predani udaja,

poskytovatel a/nebo hlavni zkouS$ejici uzavre
se zadavatelem dohodu, kterou se bude
takové predani udaja fidit a kterd bude mimo
jiné zahrnovat standardni smluvni dolozky
EU.

6.3.9 The Parties and Sponsor agree that all | Smluvni strany a zadavatel se dohodli na
processing agreements shall be in writing, | tom, Zze vSechny dohody o zpracovani Gdaju
shall comply with Article 28 of the EU | budou mit pisemnou formu, budou v souladu
General Data Protection Regulation and | se ¢lankem 28 obecného nafizeni EU o
applicable national data protection laws and | ochrané osobnich Udajd a platnymi
that processors shall be required to comply | narodnimi zakony o ochrané osobnich Udajl
with the terms of the Agreement. Each | a Ze zpracovatelé budou povinni dodrzovat
Party and Sponsor shall be responsible for | podminky této smlouvy. Kazda smluvni
any noncompliance by a processor which it | strana a zadavatel odpovidaji za pfipadné
has engaged, which noncompliance will | nedodrzeni ze strany zpracovatele, jehoz
constitute a breach as if committed directly | sluzeb vyuzivaji, a takové nedodrzeni bude
by that Party or Sponsor. znamenat poruseni této smlouvy, jako by

bylo zplsobeno pfimo danou smluvni
stranou nebo zadavatelem.

6.4 Prohibition on use of Inside Information Zakaz uzivani internich informaci
The Provider/Investigator agrees not to | Poskytovatel / zkouSejici souhlasi s tim, Ze
trade in or to give advice regarding the | nebude obchodovat s cennymi papiry
securities of the Sponsor when it is in | zadavatele ani poskytovat rady tykajici se
possession of Study Data or other | cennych papird zadavatele, kdyz bude mit
information that constitutes material non- | v drzeni (daje klinického hodnoceni nebo
public information of the Sponsor. jiné informace, jez jsou dulezitymi

neverejnymi informacemi zadavatele.

6.5 Use of name or trademarks Pouziti nazvu &i ochrannych znamek

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
Provider and Investigator hereby consents
on each of its/his’her own behalf that
Sponsor and/or ICON is hereby authorized
to disclose on one or more clinical trial
registries/databases  Provider's  and/or
Investigator's participation in the Study,
including, without limitation, identifying the
location and contact information for
Provider and all other locations where the
Study is conducted under this Agreement.
The clinical trial registries/databases
includes but is not limited to the EU Clinical
Trials Register or clinical trial databases
where the Study is located. ICON and/or
Sponsor shall also have the right to make

Z&dna ze smluvnich stran neuskutecni,
nezada ani nebude Sifit zadnou inzerci,
public relations, propagacni material ani
material jakéhokoli druhu za pouziti jména
druhé smluvni strany a/nebo dcefinych d&i
pridruzenych spole¢nosti druhé smluvni
strany nebo za pouziti jejich ochrannych
znamek bez predchoziho pisemného
souhlasu druhé smluvni strany. V souvislosti
s vySe uvedenym poskytovatel a zkouSejici
timto souhlasi kazdy svym jménem s tim, ze
zadavatel a/nebo spole¢nost ICON jsou timto
opravnéni zvefejnit UCast poskytovatele
a/nebo zkouSejiciho v klinickém hodnoceni
vijednom ¢&i vice registrech/databazich
klinickych studii, mimo jiné vcetn& uvedeni
umisténi a kontaktnich Gdaju poskytovatele a

vSech dalSich mist, kde se Klinické
hodnoceni podle této smlouvy provadi.
Registry/databaze  klinickych  hodnoceni
zahrnuji, mimo jiné, registr klinickych
hodnoceni EU nebo databaze klinickych
hodnoceni, kde je Kklinické hodnoceni
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appropriate registration entries pertaining to
the Study on  www.clinicaltrials.gov.
Additionally, the Provider 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

lokalizovano. ICON a/nebo zadavatel budou
mit rovnéz pravo uvést prislusné registraéni
Udaje tykajici se klinického hodnoceni na
internetovych strankach
www.clinicaltrials.gov.  Poskytovatel dale
neuskute¢ni, nezada ani nebude S§ifit Zadnou
inzerci, public relations, propagaéni material

affiliate = companies or using their | ani materidl jakéhokoli druhu za pouziti
trademarks, without the prior written | jména zadavatele a/nebo dcefinych &i
approval of Sponsor. pridruzenych spolecnosti zadavatele nebo za
pouziti jejich ochrannych zndmek bez
predchoziho pisemného souhlasu
zadavatele.
6.6 Publication Zverejnéni/publikace
6.6.1 The Investigator shall have publication or | ZkouSejici bude mit pfednostni prava na
presentation privileges provided such | zvefejnéni Ci prezentovani za predpokladu,

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. The
Sponsor shall have an additional period of,
at least thirty (30) days from its receipt to
request that, if in the Sponsor’s judgment,
publication or presentation at a given time
would hinder the Sponsor’s ability to protect
its intellectual property or Sponsor's
development of the Investigational Product,
the Investigator shall delay the proposed
publication for additional one hundred and
twenty (120) days. The
Provider/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 filing of
any desired patent applications by the
Sponsor. The Sponsor shall also have the
right to publish the Study. If the Study is
part of multi-centred clinical trial (which for
the purposes of this Agreement shall mean
that at least one other Institution is taking
part) Provider agrees by itself and to ensure
that Investigator further agrees, that he/she
shall not, without Sponsor’s prior written
consent, independently publish, publicly
disclose, present or discuss any results of
or information pertaining to Provider 's or to
Investigator’s services conducted under this
Agreement until a multi-centre publication is
released. If there is no multi-site publication
within eighteen (18) months after the Study
has been completed or terminated at all
Study sites, and all data has been received
and Study database has been locked, the
Site shall have the right to publish, present
or otherwise publicly disclose its results

ze zadavateli bude predlozen k revizi a
vyjadfeni takovy rukopis nebo abstrakt, a to
(60) dni pred predanim ke zvefejnéni nebo
(60) dni pfred prezentaci. Zadavatel bude mit
dalsi Ih(tu nejméné tficet (30) dni od jeho
obdrzeni, aby pozadal, pokud by mu podle
jeho Usudku zvefejnéni nebo prezentovani
ve vySe uvedené I|h(té zabranilo ve
schopnosti chranit své duSevni vlastnictvi
nebo by mu branilo ve vyvoji hodnoceného
léCiva; poskytovatel zajisti, Ze zkouSejici
odlozi navrhované zvefejnéni o dalSich sto
dvacet (120) dni. Poskytovatel / zkouSejici
bude déle souhlasit s odstranénim informaci,
které spole¢nost ICON nebo zadavatel
ozna¢i za d(vérné, pred tim nez bude
rukopis a/nebo abstrakt predan ke zverejnéni
nebo prezentovani, nebo na Zzadost
spole¢nosti ICON ¢&i zadavatele odlozi
zverejnéni €i prezentovani takového rukopisu
a/nebo abstraktu, aby zadavatel mohl podat
pozadované patentové prfihlasky. 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 alespori jedno  dalSi
zdravotnické zafizeni), poskytovatel sam
souhlasi a zajisti, ze zkouSejici dale souhlasi
stim, Ze bez predchoziho pisemného
souhlasu zadavatele nezavisle nezvefejni,
vefejné nebude sdilet, prezentovat ani
diskutovat zadné vysledky ani informace

tykajici se sluzeb poskytovatele nebo
zkouSejiciho  provedenych  podle  této
smlouvy, dokud nebude  zvefejnéna

multicentricka publikace. Pokud do osmn@cti
(18) meésicd po dokonceni nebo ukonceni
klinického hodnoceni na v8ech pracovistich
klinického hodnoceni neni  zvefejnéna
multicentrickd publikace a budou obdrzeny
veSkeré Udaje a databaze Kklinického
hodnoceni bude uzamcena, ma pracovisté

TEVA-ICON Partnership Tripartite CTA Template, Version No.1 [29 June 2020 ]

ICON #:

; Protocol:

Institution: Fakultni nemocnice Hradec Kralové, Site: 54192; Pl:

25/60

; Country: Czech Republic

; Final-22Sep2021




Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

from the Study, upon prior written consent
from the Sponsor and subject to the
following notice requirements. 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). For clarity, any presentation
and/or publication shall be subject to the
prior review of Sponsor, as indicated in this
Section.

pravo publikovat, prezentovat nebo jinak
vefejné sdilet své vysledky z klinického
hodnoceni na  zakladé  prfedchoziho
pisemného souhlasu zadavatele a v souladu
s nize uvedenymi pozadavky na oznameni.
Pokud se publikace tyka analyz podsoubor(
Udaju z multicentrické klinické studie, bude
v publikaci ¢€i prezentaci uveden odkaz na
pfislusné multicentrické publikace. Kvdli
jasnosti bude jakakoli prezentace a/nebo
publikace podléhat predchozi kontrole ze
strany zadavatele, jak je uvedeno v tomto
¢lanku.

6.6.2 The Provider shall, and shall ensure that its | Poskytovatel nebude v souvislosti s klinickym
employees and personnel, including the | hodnocenim, hodnocenym IéCivem, vynalezy
Investigator, do not engage in interviews or | ani vysledky klinického hodnoceni vést
other contacts with the media, including but | rozhovory s médii ani s nimi nebude jinak v
not limited to newspapers, radio, television | kontaktu, mimo jiné v&etné novin, rozhlasu,
and the Internet, related to the Study, | televize a internetu bez prfedchoziho
thelnvestigational Product, Inventions, or | pisemného souhlasu zadavatele, kromé
the results of the Study without the prior | pfipadl povolenych v tomto €lanku 6.
written consent of Sponsor, other than as
allowed into this Section 6.

6.6.3 SPONSOR may prepare, use, refer to, and | ZADAVATEL mdze pfipravovat, pouzivat,
disseminate or distribute reprints of | Sifit nebo distribuovat a odkazovat na dotisky
scientific, medical, and other published | védeckych, Iékarskych a jinych
articles relating to the Study, royalty-free, | publikovanych ¢lank( tykajicich se klinického
including such reprints that disclose the | hodnoceni bez licenénich poplatkl, véetné
name of the Provider and Investigator. dotiskuU, které obsahuji nazev poskytovatele a

jméno zkousejiciho.

7 INTELLECTUAL PROPERTY DUSEVNI VLASTNICTVi

7.1 Ownership Vlastnictvi

7.1.1 The Parties acknowledge that the Sponsor | Smluvni strany berou na védomi, Zze

shall retain ownership of all original Case
Report Forms that result from this Study.
Without compromising Sponsor’s rights in
Section 7.1.2 and 7.1.3, all documents,
Protocols, Confidential Information and
materials and other works, products, and
deliverables provided to the Provider/
Investigator pursuant to this Agreement as
well as all right, title, and interest in and to
all data, completed Study Data, databases
including any electronic database required
to be created under the Protocol, records,
reports, works, products, deliverables,
information, improvements, discoveries or
inventions that result, are conceived, are
reduced to practice or are generated or
developed during the course of conducting
the Study and as a result of the services
rendered under this Agreement, and any
Study reports prepared by Provider,
Principal Investigator, investigators and the
other Study Personnel for the Sponsor,
excluding Qualified Subject medical
records and other source
documents("Study Results"),, are and shall

zadavatel si ponecha vlastnictvi vSech
pavodnich zaznamu subjektd hodnoceni,
které vzniknou z tohoto klinického hodnoceni.
Aniz by byla dotéena prava zadavatele v
¢lanku 7.1.2 a 7.1.3, vS8echny dokumenty,
protokoly, divérné informace, materidly a
dalSi dila, prodkukty nebo polozky pfipravené
k dodani poskytnuté poskytovateli /
zkouS$ejicimu podle této smlouvy a zaroven
veSkera prava, naroky a podily souvisejici se
vSemi Udaji, Uplnymi Udaji  klinického
hodnoceni, databazemi, v€etné elektronickée
databaze, kterou je nutné vytvofit podle
protokolu, zaznam(, zprav, dél, produktd,
polozek, informaci, zlepSeni, objevli nebo
vynélezd, které jsou dusledkem Klinického
hodnodeni, jsou v ném vymys$leny, uvedeny
do praxe nebo vytvofeny nebo vyvinuty a
v dusledku sluzeb poskytnutych podle této
smlouvy a jakékoli zpravy z klinického
hodnoceni vytvofené poskytovatelem,
hlavnim zkouSejicim, zkouSejicimi a dalSimi
pracovniky studie pro zadavatele, kromé
zdravotnich zaznamu zpusobilych subjektd
hodnoceni a dalSich zdrojovych dokumentu
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remain or shall become, the sole property
of Sponsor.Principal Investigator/Provider
hereby assigns their entire rights, title and
interest in the Study Results to Sponsor.
Principal Investigator/Provider ensures that
all rights, title and interest of the
investigators and any other Study
Personnel in Study Results shall be equally
assigned to Sponsor. Principal
Investigator/Provider shall take reasonable
and customary precautions, including
periodic backup of computer files, to
prevent the loss or alteration of any Study
Data. Any documents referenced herein
shall be returned promptly upon request to
ICON/Sponsor.

(»vysledky klinického hodnoceni*), jsou a
zlstanou nebo se stanou vyhradnim
vlastnictvim zadavatele. Hlavni zkouSejici /
poskytovatel timto postupuji vSechna sva
prava, majetkové naroky a podily spojené
s vysledky klinického hodnoceni zadavateli.
Hlavni zkouSejici / poskytovatel zajisti, Ze
vSechna prava, majetkové naroky a podily
zkousSejicich a daldich pracovnikd klinického
hodnoceni budou rovnéz postoupeny
zadavateli. Hlavni zkouS$ejici / poskytovatel
ucini pfiméfena a obvykla opatfeni, ktera
zabrani ztraté ¢i zméné (daja klinického
hodnoceni, véetné pravidelného zalohovani
pocitaCovych soubor(l. VesSkeré zde uvedené
dokumenty budou bezodkladné na pozadani
vraceny ICON/zadavateli.

7.1.2 Inventions whether or not patentable, | Patentovatelné i nepatentovatelné vynalezy,
processes, know-how, trade secrets, data, | postupy, know-how, obchodni tajemstvi,
improvements, patents and/or other | Udaje, zlepSovaci navrhy, patenty a/nebo jiné
intellectual property relating to the | duSevni vlastnictvi souvisejici s hodnocenym
Investigational Product or otherwise arising | IéCivem ¢&i jinak vyplyvajici  z klinického
from the Study, conceived, generated or | hodnoceni, jez byly vymyS$leny, vytvoreny,
first reduced to practice, as the case may | respektive poprvé dovedeny do faze
be, during the term of this Agreement | praktického vyuziti béhem platnosti této
(hereinafter called “Inventions”), shall, | smlouvy, (dale jen ,vynalezy”) budou, bez
without further remuneration for Provider | dal§i odmény pro poskytovatel a/nebo
and/or Investigator, be the property of the | zkouSejiciho, majetkem zadavatele a bude
Sponsor and the above shall apply. pro né platit vySe uvedené.

7.2 Disclosure Sdéleni

7.2.1 The Provider/Investigator shall promptly | Poskytovatel / zkousejici neprodlené
disclose to ICON and/or the Sponsor, in | pisemné sdéli vytvorfeni jakéhokoliv vynalezu
writing, any Invention in connection with the | souvisejiciho s klinickym hodnocenim
Study. spole¢nosti ICON a/nebo zadavateli.

7.3 Cooperation Soucinnost

7.3.1 The Provider/Investigator shall take all such | Poskytovatel / zkouSejici vykona v prabéhu
actions throughout the term of this | trvani smlouvy i po té veSkeré nezbytné
Agreement and thereafter as shall be | kroky, aby vynalezy mohly byt pfevedeny bez
necessary in order to ensure that the | vécného bfemena na zadavatele v souladu
Inventions may be vested free of | s clankem 7.1.1 vyse. Zkousejici /
encumbrance in the Sponsor in accordance | poskytovatel bude déle se zadavatelem
with Section 7.1 above. The | spolupracovat na naklady zadavatele tak, ze
Provider/Investigator shall further cooperate | neprodlené podepiSe jakékoli dokumenty
with the Sponsor, at the Sponsor’s expense | nebo uskute¢ni jakékoli Ukony, které mohou
by promptly executing any documents or | byt nezbytné pro pfevedeni prav k vynalezim
carrying out any acts that may be required | na zadavatele, ¢&i jinym zpusobem, aby
to vest the rights in or to Inventions in the | umoznil zadavateli plné chranit jeho duSevni
Sponsor and otherwise to enable the | vlastnictvi.

Sponsor fully to protect its intellectual
property.
7.4 Background Rights Z&kladni prava
7.4.1 For the avoidance of doubt all intellectual | Aby se predeslo pochybam, veskera prava k

property rights and rights of a similar nature
owned by or licensed to the
Provider/Investigator, Sponsor or [ICON
prior to the date of this Agreement shall

duSevnimu vlastnictvi a prava obdobného
charakteru, kterd jsou pfede dnem uzavieni
této smlouvy vlastnéna poskytovatelem /
zkouSejicim, zadavatelem ¢&i spolecnosti
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remain that party’s property.

ICON nebo na néz ma poskytovatel/
zkouSejici, zadavatel ¢i spolec¢nost ICON
pfede dnem uzavfeni této smlouvy licenci,
zlistanou ve vlastnictvi pfislusné smluvni
strany.

8 TERM AND TERMINATION DOBA TRVANIi SMLOUVY A UKONCENI
SMLOUVY

8.1 Term Doba trvani smlouvy

8.1.1 This Agreement will remain in effect from | Tato smlouva bude U¢inna ode dne U¢innosti
the Effective Date until completion of the | do  dokonéeni  klinického hodnoceni,
Study, closeout of the Site and completion | ukon€enich  aktivit  spojenych s timto
of the obligations of the parties under this | klinickym hodnocenim na pracovisti a splnéni
Agreement or earlier termination in | zAdvazkd smluvnich stran vyplyvajicich z této
accordance with this Section 8 (hereinafter | smlouvy nebo do okamziku dfivéjSiho
the “Term”). ukonceni v souladu s timto ¢lankem 8 (dale

jen ,doba trvani smlouvy").

8.2 Termination by Provider Ukonéeni poskytovatelem

8.2.1 The Provider/Investigator may terminate the | Poskytovatel /  zkouSejici mize smlouvu
Agreementby notice in writing at any time | kdykoli ukon&it pisemnym ozndmenim
with immediate effect, if in the Investigator's | s okamzitou Gc&innosti, pokud je podle
reasonable opinion termination is required | pfiméfeného Usudku zkouSejiciho takové
to protect patient safety, e.g. because of the | ukon€eni nutné pro ochranu bezpecénosti
occurrence of an unexpected or Serious | pacientd, napr. z dlivodu vzniku
Adverse Event. neotekavané nebo zavazné nezadouci

pfihody.

8.2.2 The Provider may terminate the Agreement | Poskytovatel mGze smlouvu kdykoli ukongit
by providing notice in writing at any time | pisemnym oznamenim s okamzitou
with immediate effect if ICON commits a | U€innosti, jestlize se spole¢nost ICON
material breach of this Agreement and has | dopusti zavazného poruseni této smlouvy a
not remedied that breach (if remediable) | toto poru$eni nenapravi (je-li napravitelné) do
within thirty (30) days of receipt of written | tficeti (30) dnl od obdrzeni pisemného
notice from the Provider/Investigator | oznameni poskytovatele / zkousejiciho, které
requiring remedy and specifying the breach | pozaduje napravu a specifikuje pfislusné
complained of. poruSeni.

8.3 Termination by ICON Ukonéeni spole¢nosti ICON

8.3.1 ICON may on its own behalf or that of the | Spoleénost ICON muze svym vlastnim
Sponsor terminate the Study prior to | jménem nebo jménem =zadavatele ukondcit
completion by providing written notice to the | klinické hodnoceni pfed jeho dokonéenim
Provider/Investigator with immediate effect | doru¢enim pisemného oznameni
for any of the following reasons: poskytovateli/ zkousSejicimu s okamzitou

ucinnosti, a to z kteréhokoli z dale uvedenych
davodu:

8.3.1.1 Notification by the Sponsor to ICON to | ozndmeni zadavatele spolecnosti ICON
terminate the Study; 0 ukonéeni klinického hodnoceni;

8.3.1.2 | Notification by a Regulatory Authority to the | oznameni kontrolniho (fadu zadavateli/
Sponsor/ICON to terminate the Study; spole¢nosti ICON o ukongeni klinického

hodnoceni;

8.3.1.3 | Without prejudice to the generality of the | aniz by byla dotéena obecna platnost prav

rights of ICON under this Section 8.3.1 of
this Agreement, the Provider/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 Subjects stated in the Protocol or

spole¢nosti ICON podle tohoto ¢lanku 8.3.1
této smlouvy, poskytovatel / zkouSejici bere
na védomi, ze Kklinické hodnoceni tvofi
soucast multicentrické klinické studie, pro
kterou je nabor uskutecriovan kompetitivné, a
ze klinické hodnoceni muaze byt tudiz
spole¢nosti ICON ukonéeno pfed naborem
poCtu  zplsobilych  subjektd  hodnoceni
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Appendix 2 to this Agreement;

uvedeného v protokolu nebo pfiloze €. 2 této
smlouvy;

8.3.1.4

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;

rozhodnuti zadavatele a/nebo spolecnosti
ICON, Ze zkouSejici, pfestoze mu byla
poskytnuta pfiméfena pfilezitost, neni
z jakéhokoli duvodu schopen uspokojivé
provést klinické hodnoceni tak, jak pozaduje
protokol a tato smlouva, mimo jiné vcetné
okolnosti stanovenych ve ¢lanku 5.1.2;

8.3.1.5

In the event that the Provider/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;

v pfipadé, ze poskytovatel / zkouSejici porusi
tuto smlouvu a toto poruSeni nenapravi (je-li
napravitelné) do tficeti (30) dnd od obdrzeni
pisemného oznameni spole€nosti ICON,
které vyzaduje napravu a specifikuje
prislusné poruseni;

8.3.1.6

In the event that the Provider/Investigator
commits a breach of Section 12.13 of this
Agreement;

v pfipadé, Ze poskytovatel ¢&i zkouSejici
porusi ¢lanek 12.13 této smlouvy;

8.3.1.7

If Provider/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

pokud se poskytovatel / zkouSejici dostanou
do insolvence nebo podaji navrh na ochranu
pred véfiteli podle platnych zdkond o
konkurznim fizeni, budou podléhat
nedobrovolnému konkurznimu fizeni,
provedou postoupeni ve prospéch svych
véfiteld, maji urceného spravce konkurzni
podstaty pro vesSkery majetek i jeho cast
nebo pfestanou vykonavat svou ¢innost Ci
pokud jim hrozi zastaveni ¢innosti; a

8.3.1.8

Under the circumstances set out in Section
3.15 above.

v situaci uvedené ve ¢lanku 3.15 vyse.

8.3.2

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
Provider/Investigator.

Spole¢nost ICON mze bez uvedeni davodu
ukongit klinické hodnoceni svym jménem
nebo jménem zadavatele kdykoli pfed jeho
dokoné&enim pisemnym oznamenim
poskytovateli/ zkouSejicimu se 30denni
Ihdtou.

8.4

Termination of this Agreement

Ukondéeni této smlouvy

8.4.1

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

V pfipadé, Ze dojde k ukonc&eni Kklinického
hodnoceni, bude tato smlouva automaticky
ukoncena s okamzitou U¢innosti.

8.5

Obligations of the Provider/Investigator

Zavazky poskytovatele / zkousSejiciho po

after Termination

ukond&eni klinického hodnoceni

8.5.1

Immediately upon receipt of a notice 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.

Po obdrzeni oznameni o ukonéeni klinického
hodnoceni zkouSejici neprodlené ukonci
zafazovani  potencialnich  pacientd do
klinického hodnoceni a prestane u pacient,
ktefi jiz do klinického hodnoceni byli
zafazeni, provadét ukony v mife lékafsky a
eticky pFipustné.

8.5.2

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

V pfipadé predéasného ukonceni této
smlouvy zadavatelem nebo spolecnosti
ICON a vzavislosti na  povinnosti
poskytovatele / zkou$ejiciho zmirnit jakoukoli
ztratu, spole€nost ICON zajisti, Ze zadavatel
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pay all third party costs incurred and falling
due for payment up to the date of
termination, and also all non-cancellable
third party expenditure falling due for
payment after the date of termination which
arises from commitments reasonably and
necessarily incurred by the
Provider/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 Provider or Investigator.

uhradi vS8echny naklady tretich stran, které
vznikly a staly se k datu ukonéeni smlouvy
splatnymi, a rovnéz vSechny nezrusitelné
vydaje tfetich stran, které se stanou
splatnymi po datu ukoncéeni této smlouvy a
vyplyvaji ze zavazku, které poskytovateli/
zkouSejicimu  pfi  provadéni  klinického
hodnoceni divodné a nezbytné vznikly pred
datem ukonceni a které byly dohodnuty se
zadavatelem. Na zadnou daldi kompenzaci
nema poskytovatel ani zkousSejici narok.

9 DEBARMENT CERTIFICATION POTVRZENI TYKAJICi SE VYLOUCENI
ZPUSOBENi VE FARMACEUTICKEM
PRUMYSLU
9.1 Representation Prohlaseni
9.1.1 The Investigator represents that he/she has | Zkousejici prohlasSuje, Ze nikdy nebyl, a
never been and the Provider represents | poskytovatel prohlaSuje, Ze pracovnici
that the Study Personnel, who will be | klinického hodnoceni, ktefi budou poskytovat
rendering services to the Sponsor or ICON, | sluzby zadavateli nebo spole¢nosti ICON,
have never been: nikdy nebyli:
9.1.1.1 debarred, disqualified, restricted in their | vylou¢en/vylou¢eni z provozovani I|ékarské
ability to practice medicine, or convicted of | ¢innosti, nebyla jim pozastavena ani
a crime for which a person can be debarred | omezena moznost vykonavat Iékarskou
under any Regulations, including without | profesi, ani nebyli odsouzeni za trestny cin,
limitation the the FDA requirements and all | v disledku néhoz mulze byt osoba vylou¢ena
applicable rules, laws and regulations; or z plsobeni ve zdravotnictvi podle pravnich
predpisli, a to mimo jiné v€etné pozadavku
FDA a v8ech pfislusnych pravidel, zakonl a
predpisl; ani
9.1.1.2 | threatened to be debarred or indicted for a | mu/jim nehrozilo vylou¢eni z pusobeni ve
crime or otherwise engaged in conduct for | farmaceutickém pramyslu nebo obvinéni
which a person can be debarred under | z trestného ¢inu, ani nebyli jinak Gc¢astni
Regulations, or jednani, pro které jednotlivec maze byt podle
pravnich pfedpist vyloucen;
9.1.1.3 | involved in any civil, criminal or regulatory | zapojeni do obc&anskopravniho ¢i trestniho
litigation  or investigation, arbitration | sporu, sporu s kontrolnim  (OFadem,
proceedings that reasonably affect their | vySetfovani ¢€i rozhod¢iho fizeni, které by
involvement in the Study, and that no data | mély vliv na jejich G€ast v klinickém
produced by them in any previous clinical | hodnoceni a ze zadné Udaje, jez jimi byly
study in which they have been involved | vytvofeny v jakékoli pfedchozi klinické studii,
have been rejected because of concern as | jiz se U€astnili, nebyly odmitnuty kvili
to its accuracy or bona fide nature, or obavam o jejich pfesnost nebo zjinych
vaznych divodd, ani
9.1.1.4 | disciplined by and/or banned by a | potrestan/potrestani kontrolnim Ufadem nebo
regulatory body from carrying out clinical | vylouen/vylouceni kontrolnim Uradem
trials. z provadeéni klinickych studii.
9.2 Notification of Debarment Oznédmeni o vylou€eni z plasobeni ve
farmaceutickém primyslu
9.2.1 The Investigator/Provider agrees that | Zkou$ejici / poskytovatel souhlasi s tim, Ze
he/she/it shall notify the Sponsor or ICON in | bude informovat zadavatele nebo spole€nost
the event of any such debarment, | ICON vpfipadé takového vylouceni,
conviction, threat or indictment referred to | obvinéni, odsouzeni ¢&i jejich hrozby, jez jsou
in Section 9.1 above. uvedeny ve ¢lanku 9.1 vyse.
9.3 Not to Employ Zavazek nezaméstnavat
9.3.1 During the term of this Agreement, the | Béhem trvani této smlouvy se poskytovatel
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Provider 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.

zavazuje, ze nezameéstna ani jinak smluvné
nezavaze pracovniky klinického hodnoceni,
ktefi  byli  vylouéeni  zpuasobeni ve
farmaceutickém primyslu nebo odsouzeni
pro ftrestny ¢&in, pro ktery maze dojit
k vylouéeni jednotlivce.

9.4 Certification Potvrzeni

9.4.1 Upon request by Sponsor or ICON, from | Poskytovatel/  zkouSejici na  Zadost
time to time the Provider/Investigator shall | zadavatele nebo spoleénosti ICON
certify to ICON in writing the | pfilezitostné poskytne spole¢nosti ICON
Investigator's/Provider’s compliance with | pisemné potvrzeni, ze dodrzuje vyse
the foregoing provisions. uvedend ustanoveni.

10 INDEMNIFICATION AND INSURANCE ODSKODNENI A POJISTENI

10.1 Sponsor Indemnity Odskodnéni zadavatelem

10.1.1 Sponsor’s obligation to indemnify, defend | Povinnost zadavatele odSkodnit, hajit nebo

or hold harmless Provider and its
personnel, including the Principal
Investigator  (collectively, the “Provider

Indemnitees”) is limited to an obligation to
indemnify, defend or hold harmless the
Provider Indemnitees solely from and
against any and all liabilities, damages,
losses, claims, or expenses, including court
costs and reasonable attorneys’ fees
(“Losses”) resulting from any third party
claims, actions or proceedings seeking
compensation for bodily injury or death of
any Study Subject enrolled in the Study at
the Provider to the extent that such injury or
death was directly caused by the use of the
Investigational  Product  provided by
Sponsor in compliance with this Agreement,
the Protocol, and the Informed Consent or
tests or procedures related thereto, but
solely to the extent that such Losses, do not
arise out of or are not in connection with
any: (i) Provider’ Indemnitees failure to (A)
follow any applicable laws, regulations, and
guidelines, (B) follow applicable standards
of care, or (C) conform to reasonable and
prudent clinical practices, including GCPs
as applicable to clinical studies; (ii)
Provider’ Indemnitees wrongful or negligent
acts or omissions, or willful malfeasance or
misuse of the Investgational Product; (iii)
Provider’ Indemnitees failure to follow the
Protocol or other written recommendations
or instructions provided by Sponsor or
ICON; or (iv) treatment of a Study subject
prior to initiation of the Study at the
Provider. This indemnification is contingent
on Provider Indemnitee providing Sponsor
with prompt written notice of any Losses.
The Sponsor’'s indemnity will not apply if,
due to the Provider's delay in providing
written notice to Sponsor, the Sponsor does

zbavit odpovédnosti poskytovatel a jeho
pracovniky, véetné zkousejiciho (souhrnné
,odSkodnéné osoby zkousejiciho“), je
omezena na povinnost odskodnit, hajit nebo
zbavit odpovédnosti odskodnéného
poskytovatele, a to vyhradné pfed vSemi
zavazky, Skodami, ztratami, naroky nebo
vydaji, v€etné soudnich nékladd a
pfiméfenych poplatki za pravni sluzby
(»2traty”) vyplyvajici z jakychkoli narokd,
krokt nebo fizeni tfetich stran pozadujicich
nahradu za (Ojmu na zdravi nebo smrt
jakéhokoli subjektu klinického hodnoceni
zafazeného do klinického hodnoceni ve
zdravotnickém zafizeni, pokud takova djma
na zdravi nebo smrt byla pfimo zpusobena
pouzitim hodnoceného I[éCiva poskytnutého
zadavatelem v souladu s touto smlouvou,
protokolem a informovanym souhlasem nebo
s testy Ci Ukony, jez s nimi souviseji, avSak
pouze pokud takové ztraty nevyplynuly z ani
nesouvisely s: (i) (A) nedodrzeni platnych
zdkonu, predpisi a pokynd ze strany
odskodnénych osob poskytovatele, (B)
nedodrzeni pfisluSnych standardd péce ze
strany odSkodnénych osob poskytovatele,
nebo (C) nedodrzeni pfiméfenych a
rozumnych klinickych postupd ze strany
odsSkodnénych osob poskytovatele, vcetné
spravné klinické praxe, jez plati pro klinické
studie; (ii) nedbalym ¢&i protipravnim jednanim
¢i opomenutim nebo zamérnym protipravnim
jednanim ¢i zneuzitim hodnoceného Iéciva ze
strany odskodnénych osob poskytovatele; (iii)
nedodrzeni protokolu nebo jinych pisemnych
doporu¢eni & pokynl  poskytnutych
zadavatelem nebo spole¢nosti ICON ze
strany odSkodnénych osob poskytovatele;
nebo (iv) lé¢bou subjektu hodnoceni ve
zdravotnickém zafizeni pfed zahdjenim
klinického hodnoceni. Toto odSkodnéni je
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not have a form of defense against the
Losses claimed.

podminéno tim, Ze odSkodnéna osoba
poskytovatele poskytne zadavateli
neprodlené pisemné oznameni o jakychkoli

ztratach. Odskodnéni zadavatelem se
neuplatni, pokud, =z d0vodu prodleni
poskytovatele s pisemnym oznamenim

zadavateli, nema zadavatel zadnou formu
obrany proti ndarokovanym ztratam.

10.1.2 The Provider agrees to indemnify, defend | Poskytovatel souhlasi s tim, Ze odSkodni,
and hold harmless the Sponsor, its affiliated | bude branit a zbavi odpovédnosti zadavatele,
entities and their respective directors, | jeho pfidruzené spolecnosti a jejich prislusné
officers, staff, employees and agents (the | feditele, vedouci pracovniky, personal,
“Sponsor Indemnitees”) from and against | zaméstnance, a zastupce (dale jen
any Losses resulting from or arising out of | ,odSkodnéné osoby zadavatele®) za jakékoli
or in connection any third party claims, | ztraty vyplyvajici z nebo vzniklé v souvislosti
actions or preoceedings relating to any (a) | s jakymkoli naroky, kroky nebo fizenimi
Provider Indemnitee failure to follow any | tfetich stran, jez se tykaji jakéhokoli (a)
applicable federal, state or local laws, | nedodrzeni platnych federalnich, statnich i
regulations, and guidelines, or to conform to | mistnich zakonu, pfedpisd a pokynd nebo
reasonable and prudent clinical practices, | nedodrzeni  pfiméfenych a rozumnych
including GCPs as applicable to clinical | klinickych postupli ze strany odSkodnénych
studies (b) the failure of any Provider | osob zkouSejiciho, v€etné spravné klinické
Indemnitee to adhere to the terms of this | praxe, jez plati pro klinické studie; (b)
Agreement (including the Protocol or other | nedodrzeni podminek smlouvy (vCetné
information provided to Provider | protokolu nebo jinych informaci poskytnutych
Indemnitees in connection with the Study | odSkodnénym osobam poskytovatele
by Sponsor or ICON) or other written | v souvislosti s klinickym hodnocenim
instructions from the Sponsor or its | zadavatelem nebo ICON) nebo jinych
designee  (c) Provider Indemnitees’ | pisemnych pokynu poskytnutych
wrongful or negligent acts or omissions, or | zadavatelem nebo jeho povéfenou osobou
willful malfeasance or misuse of the | ze strany kterékoli odSkodnéné osoby
Investigational Product; (d) treatment of a | poskytovatele; (c) nedbalym ¢i protipravnim
Study Subject prior to initiation of the Study. | jednanim ¢&i opomenutim nebo zamérnym
This indemnification is contingent on a | protiprdvnim  jednanim ¢i zneuzitim
Sponsor Indemnitee providing Provider with | hodnoceného |éCiva ze strany odSkodnénych
prompt written notice of any Losses. osob poskytovatele; (d) IéCbou subjektu

hodnoceni  pfed zahajenim  klinického
hodnoceni. Toto odSkodnéni je podminéno
tim, Ze odSkodnéna osoba zadavatele
poskytne poskytovateli neprodlené pisemné
oznameni o jakychkoli ztratach.

10.1.3 The Provider is and shall remain liable for | Poskytovatel odpovidd a bude i nadéle
any harm, claims, actions or expenses | odpovidat za veskeré Skody, naroky, kroky
(including legal expenses) resulting from or | nebo vydaje (v€etné nakladi na pravni
connected with the negligence, omission or | sluzby), které vyplyvaji z nebo vzniknou v
fault or willfull malfeasance or misuse of the | souvislosti s nedbalosti, opomenutim nebo
Investigational Product on the part of the | zavinénim &  zamérnym  protipravnim
Provider, or any Site Staff, including the | jednanim nebo zneuzitim hodnoceného
Principal Investigator. |éCiva ze strany poskytovatele, nebo

kteréhokoliv ze €lenl centra, v&etné hlavniho
zkousejiciho.

10.1.4 Requests for Indemnification Provision | Zadosti o poskytnuti odSkodnéni by mély byt

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.

zasldny 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 Zadosti musi obsahovat jména vSech
stran, které maji byt odSkodnény.
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ICON NAME:

ICON ADDRESS:

NAZEV SPOLECNOSTI ICON:

ADRESA SPOLECNOSTI ICON:

ICON PROJECT MANAGER:

PROJEKTOVY MANAZER SPOLECNOSTI
ICON:

10.1.5 For the avoidance of doubt ICON shall not | Aby se pfedeslo pochybnostem, spoleénost
provide any indemnification on ICON’s own | ICON neposkytne zadné odSkodnéni
account to the Provider/Investigator or any | poskytovateli / zkouSejicimu ani zadnému z
of their servants or agents. jejich zaméstnancu nebo zastupcl.
10.2 Insurance Pojisténi
10.2.1 Commencing with the effective date of this | Pocinaje datem Gginnosti této smlouvy a po
Agreement and continuing throughout the | celou dobu trvani této smlouvy a dobu trvani
term of this Agreement and any renewals | jejiho prodlouzeni se poskytovatel zavazuje
thereof, the Provider agrees to maintain | mit uzaviené pojisténi profesni odpovédnosti
professional liability insurance on behalf of | pro sebe a zkouSejiciho kryjici jakékoli Skody
itself and the Investigator for any damage | plynouci z poskytovani zdravotnickych sluzeb
resulting from the provision of healthcare | v souladu s § 45 odst. 2 pism. n) zakona o
services in accordance with Section 45 (2) | zdravotnich sluzbach. Na zadost spole¢nosti
(n) of the Act on Health Services. Upon | ICON poskytovatel predlozi pisemné
request by ICON, the Provider shall | potvrzeni o pojisténi.
produce written evidence of its insurance.
Ackoliv  zkouSejici  pojisténi  nepofizuje,
While the Investigator is not purchasing | souhlasi stim, Ze se neodchyli od svych
insurance, the Investigator agrees that | zavazk( nebo povinnosti plynoucich z této
he/she will not derogate from his/her | smlouvy nebo platnych predpisu.
liabilites  or  obligations  under the |
Agreement or any applicable law. Zadné pojisténi uzaviené zadavatelem
nezbavuje poskytovatele ani zkou$ejiciho
Any insurance maintained by the Sponsor | jejich zavazkud, povinnosti a odpovédnosti
shall not relieve the Provider and | vi¢i zadavateli za jejich vlastni nedbalost
Investigator of their obligations, liabilities, | nebo UmysIné protipravni jednani pfi
and responsibilities to the Sponsor for their | nedodrzovani podminek této  smlouvy,
own negligence and willful misconduct of | protokolu nebo zakoni ¢i pfedpisl
their failure to adhere to the terms of the | vztahujicich se na studii.
Agreement, the Protocol, or any laws or
regulations applicable to the Study. Poskytovatel zajisti, Ze jeho zakonné
pojisténi podle § 45 odst. 2 pism. n) zakona o
The Provider will ensure that its statutory | zdravotnich sluzbach bude platné po celou
insurance pursuant to Section 45(2)(n) of | dobu poskytovani zdravotnich sluzeb v ramci
the Act on Health Services must be valid for | této studie.
the entire duration of the provision of health
services under this Study
10.2.2 The Parties to the Agreement acknowledge | Smluvni strany berou na védomi, ze
that the Sponsor is responsible for injury to | zadavatel odpovida za Ujmu na zdravi

health of the trial subjects caused by the
specific nature of the medication. In
accordance with relevant Regulations,
particularly Section 52(3) of 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

subjektd hodnoceni zplsobenou zvlastni
povahou léCiva. V souladu s pfislusnymi
pravnimi predpisy, zvlasté § 52 odst. 3
zakona €. 378/2007 Sb., ve znéni pozdéjSich
predpisli, zadavatel zajisti pfed zahgjenim
klinického hodnoceni na celou dobu
provadéni klinického hodnoceni smluvni
pojisténi subjektt hodnoceni pro pfipad Ujmy
na zdravi v dasledku provadéni klinického
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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 this insurance during the whole
term of the clinical Study. The insurance
shall be concluded with an entity authorized
pursuant to appropriate legal Regulations.
A copy of the insurance of the Investigator
and the Sponsor forms Appendix 4 to this
agreement.

hodnoceni, a to u osoby k tomu opravnéné
podle pfislusSnych  pravnich  predpis(.
Zadavatel déale vsouladu s pfisluSnymi
pravnimi predpisy zajisti prfed zahajenim

klinického hodnoceni na celou dobu
provadéni klinického hodnoceni smluvni
pojisténi  odpovédnosti za Skodu pro

zkouS$ejiciho a sam pro sebe, a to u osoby
k tomu opravnéné podle pfisluSnych pravnich
predpis. Kopie potvrzeni o pojisténi
zkouSejiciho a zadavatele je pfilohou €. 4
této smlouvy.

10.2.3

Each party agrees that its insurance
coverage (according to 10.2) will not be
canceled or materially reduced while this
Agreement is in effect without at least thirty
(30) days prior written notice to the other
party or parties.

Kazda smluvni strana souhlasi s tim, ze jeji
pojistné kryti dle 10.2 nebude béhem
platnosti této smlouvy zruSeno ani zasadnim
zpUsobem snizeno, a to bez pFedchoziho
pisemného oznameni druhé smluvni strané
¢i smluvnim stranam poskytnutého nejméné
tficet (30) dnli pfedem.

10.3

ICON Disclaimer

Odmitnuti odpovédnosti spole¢nosti ICON

10.3.1

The Provider/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

Poskytovatel / zkouSejici bere na védomi, Ze
zadavatel smluvné zavazal spole¢nost ICON
k fizeni klinického hodnoceni. Spole¢nost
ICON neuskutecnila zadny nezavisly vyzkum
ani analyzu tykajici se bezpecnosti nebo
G¢innosti  hodnoceného 1é¢iva, materiall
nebo léCebnych postupl, které maji byt
uskute€nény v rdmci klinického hodnoceni, a
proto spolec¢nost ICON neposkytuje zadné
vyslovné ani predpokladané zaruky tykajici
se hodnoceného |é¢iva, materiall, 1écebnych
postupl a vysledku, které mohou byt ziskany
v souvislosti s podavanim  hodnoceného
|éCiva nebo vhodnosti hodnoceného IéCiva
pro jakykoli konkrétni ugel. SPOLECNOST
ICON  TIMTO  ODMITA  VSECHNA
PROHLASENI A ZARUKY TYKAJICi SE
HODNOCENEHO LECIVA, VCETNE
PROHLASENI  ClI  ZARUKY  KVALITY,
UCINNOSTI, PRODEJNOSTI = A
VHODNOSTI PRO URCITE POUZITI CI
UCEL A TOHO, ZE POUZITI
HODNOCENEHO LECIVA K JINYM
UCELUM, NEZ JE STANOVENO V TETO
SMLOUVE, NEPORUSI PRAVA ANI
PATENTY ZADNE TRETIi  STRANY.
SPOLECNOST ICON SE TiMTO
VYSLOVNE ZRIKA ODPOVEDNOSTI ZA
JAKYKOLI NAROK VZNESENY
V SOUVISLOSTI S LECIVEM VYPLYVAJICI
Z ONEMOCNENI  ZPUSOBENEHO  ClI
DOMNELE ~ZPUSOBENEHO PODANIM
TAKOVEHO ~ HODNOCENEHO  LECIVA
KROME PRIPADU, KDY JE TAKOVA

TEVA-ICON Partnership Tripartite CTA Template, Version No.1 [29 June 2020 ]

ICON #:

; Protocol:

Institution: Fakultni nemocnice Hradec Kralové, Site: 54192; Pl:

34/60

; Country: Czech Republic

; Final-22Sep2021




Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

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.

ODPOVEDNOST ~ ZPUSOBENA
NEDBALOSTI, ZAMERNYM POCHYBENIM
Cl  PORUSENIM  TETO  SMLOUVY
SPOLECNOSTi ICON. TENTO CLANEK
PRETRVA | PO UKONCENi €I VYPRSENI
TETO SMLOUVY.

10.4 Provider/Investigator Indemnity Odskodnéni poskytovatelem/zkouSejicim

10.4.1 The Provider/Investigator acknowledges | Poskytovatel / zkouSejici bere na védomi, ze
that neither ICON nor the Sponsor will be | spoleénost ICON ani zadavatel nebudou
responsible for, and the Provider agrees to | odpovédni za jakykoli zavazek, ztratu, narok,
indemnify and hold them harmless ICON, | Skody a vydaje (v&etné pravnickych poplatk
Sponsor and their respective affiliates, | a nakladd na soudni Fizeni), které jim
officers, directors, partners, employees and | vzniknou v souvislosti s jakymikoli (a vSemi)
agents from, any liability, loss, claim, | naroky, soudnimi Fizenimi, Setfenimi &i
damages and expense (including lawyers’ | pozadavky tfetich stran, pokud jsou
fees and costs of suit) incurred by them in | zpisobeny nebo jsou disledkem skutec¢né,
connection with any and all third party | védomé a nevédomé nedbalosti, nedodrzeni
claim, suits, investigations or demands to | protokolu, neziskani informovaného
the extent caused by or arising out of any | souhlasu, nedodrZzeni platného zakona,
actual, conscious and unconscious | poruseni této smlouvy nebo zamérného
negligence, failure to adhere to the | pochybeni  poskytovatele, zkouSejiciho,
Protocol, failure to obtain informed consent, | pracovnikd klinického hodnoceni ¢&i jakékoli
failure to comply with applicable law, | osoby, ktera napomaha pfi provadéni
breach of this Agreement or willful | klinického hodnoceni v ramci plnéni zavazki
misconduct, of the Provider, the | podle této smlouvy, a poskytovatel souhlasi s
Investigator, the Study Personnel or any | tim, Ze za né spole€nost ICON, zadavatele a
other person who assists in conducting the | jejich pfislusné pfidruzené spolecnosti,
Study, in performing their obligations under | vedouci pracovniky, feditele, partnery,
this Agreement. zameéstnance a zastupce odskodni a zbavi

odpovédnosti.

10.4.2 No Party to this Agreement nor Sponsor | Zadna strana této smlouvy ani zadavatel
shall be liable for any consequential or | neodpovidaji za jakékoli ndsledné €i nepfimé
indirect damages including any claim for | Skody, véetné naroku za uSly zisk nebo
loss of profits or opportunity to any other | pfilezitosti pro jinou stranu ¢&i zadavatele.
Party or Sponsor. The restriction of liability | Omezeni  odpovédnosti  stanovené v
stipulated in the preceding sentence shall | pfedchozi vété se nevztahuje na Zzadné
not be applied to any third party claim, | naroky tfetich stran, na povinnost poskytnout
indemnification obligations hereunder, nor | od$skodnéni podle této smlouvy, na poruseni
any breach of the intellectual property rights | prav  zadavatele ¢& jeho  vedoucich
of Sponsor or its principals, or any breach | pracovnikd k duSevnimu vlastnictvi ani na
of Confidential Information obligations. poruSeni povinnosti zachovat duvérnych

informaci.

11 PROVIDER COMPENSATION ODMENA POSKYTOVATELE

11.1 Payments Platby

11.1.1 ICON shall pay for each Satisfactorily | Spoleénost ICON provede platby za kazdy
Completed Case (as defined in Section | UspéSné dokonéeny pfipad (ktery je
11.1.2 below) in accordance with Appendix | definovan v ¢lanku 11.1.2 nize) v souladu
2 to this Agreement. The | s pfilohou €. 2 této smlouvy. Poskytovatel /
Provider/Investigator shall ensure that such | zkousejici zajisti, ze takové faktury budou
invoices are sent to ICON within 60 days of | spole¢nosti ICON zasilany do 60 dnG ode
the expense being incurred. dne vzniku vydaje.

11.1.2 A “Satisfactorily Completed Case” shall be | ,Uspé&sné dokonéeny pfipad” je pfipad, kdy je

one in which a patient is a Qualified
Subject, has completed the specified Study
period, and has been evaluated in

pacient zplsobilym subjektem hodnoceni,
ktery dokonCil dobu urenou pro klinické
hodnoceni a byl vyhodnocen v souladu

TEVA-ICON Partnership Tripartite CTA Template, Version No.1 [29 June 2020 ]

ICON #:

; Protocol:

Institution: Fakultni nemocnice Hradec Kralové, Site: 54192; Pl:

35/60

; Country: Czech Republic

; Final-22Sep2021




Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

accordance with the Protocol. If a patient is
discontinued for reasons stipulated in the
Protocol, the Provider/Investigator shall be
paid a prorated rate for work completed in
accordance with Appendix2. A screen

failure is defined as a Qualified Subject that
completes screening visit —
I

but does not
enroll into the Study. Payment for screen
failures will be capped at the amounts

given in the sub-table ,Screen Failure
Cost“ in Appendix 3.

s protokolem. Pokud pacient v klinickém
hodnoceni nepokracuje z dlivodt uvedenych
v protokolu, bude poskytovateli /
zkouS$ejicimu uhrazena pomérna ¢ast platby
za praci provedenou v souladu s pFilohou
€. 2. NeUspésny screening je definovan jako
zpusobily subjekt hodnoceni, ktery absolvuje

screeningovou navétevu [INGNGNG

ale neni

zafazen do klinického hodnoceni. Maximalni
vySe platby za nelspésné screeningy bude

v ¢astkach  uvedenych v pod-tabulce
»Cena za neuspésny screening“ v pfiloze
¢. 3.

11.1.3 Payments under Section 11.1.1 above will | Platby podle ¢&lanku 11.1.1 vySe budou
be made quarterly (Exact payment terms to | provedeny &tvrtletné (pfesné platebni terminy
be advised by ICON) following receipt by | budou sdéleny spole¢nosti ICON) ode dne,
ICON of the Case Report Form completed | kdy spolec¢nost ICON obdrzi zaznam
in accordance with Section 3.6 above. Final | subjektu  hodnoceni vyplnény v souladu
payment will not be made until all queries | se ¢lankem 3.6 vySe. Zavérecna platba
are resolved. nebude provedena, dokud nebudou vyfeSeny

vSechny dotazy a pfipominky.

11.1.4 Payment should be made payable to: Platba bude provedena ve prospéch:
Beneficiary name: Jméno pfijemce:

Fakultni nemocnice Hradec Kralové Fakultni nemocnice Hradec Kralové

Beneficiary address: Adresa pfijemce:

Sokolska 581 Sokolska 581

500 05 Hradec Kralové - Novy Hradec | 500 05 Hradec Kralové - Novy Hradec

Kralové Kralové

Czech Republic Ceska republika

(hereinafter called the “Payee”). Invoices | (dale jen ,pfijemce platby”). Faktury budou

will be made out in the name of ICON. The | vystaveny na jméno spolec¢nosti ICON.

Provider/Investigator acknowledges and | Poskytovatel / zkouSejici bere na védomi a

agrees that the Payee is the proper payee | souhlasi s tim, zZe pfijemce platby je fadnym

under this Agreement. If the Provider | pfijemcem platby podle této smlouvy. Pokud

wishes to be paid via bank transfer it/he/she | si poskytovatel preje, aby mu platby byly

must complete the Beneficiary Form | poukazovany bankovnim pfevodem, musi

attached at Appendix 5 hereto. All | vyplnit formulaf Bankovni detaily pfijemce

payments shall be made to the Provider. platby, ktery tvofi pfilohu ¢. 5 této smlouvy
Veskeré platby budou uskuteénény ve
prospéch poskytovatele..

11.1.5 In the following limited circumstances, | V dale uvedenych omezenych pfipadech
Value Added Tax or an equivalent sales tax | bude k veSkerym ¢astkam uvedenym v
(,VAT") shall be added to any sums stated | pfiloze 2 a pfiloze 3 pfi¢tena dan z pfidané
in Appendix 2 and Appendix 3: hodnoty (,DPH“) nebo ekvivalentni dan z

prodeje:

11.1.5.1 | where VAT arises and ICON is legally | tam, kde vznika DPH, a spole¢nost ICON je
accountable for the same; za ni ze zakona odpovédna,

11.1.5.2 tam, kde poskytovatel / zkouSejici uvedli své
where the Provider/ Investigator has listed | DIC (viz niZe), a
its/his/her VAT number below; and

11.1.5.3 | upon receipt of a valid VAT invoice. All | po obdrzeni platné faktury s uvedenou DPH.

other taxes are included in the sums stated
in Appendix 2 and Appendix 3.

V8echny ostatni dané jsou zahrnuty do
Castek uvedenych v pfiloze 2 a pfiloze 3.

If the invoicing address or VAT number of
Sponsor/ICON changes, Sponsor/ICON will
inform the Provider without unreasonable

Pokud se fakturaéni adresa nebo DIC zméni,
zadavatel / ICON bude poskytovatele bez
zbyte¢ného odkladu informovat
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delay  (dasa.prokupkova@fnhk.cz  and

jitka.halesova@fnkh.cz)

(dasa.prokupkova@fnhk.cz a
jitka.halesova@fnkh.cz)

Provider VAT Number: CZ00179906

DIC poskytovatele: CZ00179906

11.1.6 For the avoidance of doubt all charges | Aby se zabranilo pochybam, budou v§echny
and/or fees imposed by the | sazby a/nebo poplatky Uc¢tované bankami
Investigator/Provider’'s banks shall be for | poskytovatele / zkousejiciho hrazeny
the account of the Investigator/Provider, | poskytovatelem / zkouSejicim a spole¢nost
ICON will have no obligation to discharge | ICON nebude povinna tyto poplatky ani jiné
the same or any other similar administrative | podobné administrativni poplatky hradit.
charges.

11.2 Non-Payment Neprovedeni plateb

11.2.1 Unless otherwise agreed in writing ICON | Pokud neni pisemné dohodnuto jinak,
shall make no payment for patients whom | spole¢nost ICON neprovede Zadnou platbu
the Investigator entered into the Study in | za pacienty, které zkouS$ejici zaradil do
violation of the Protocol (i.e. the patient is | klinického hodnoceni v rozporu s protokolem
not a Qualified Subject). (ti., pacient neni zpusobilym subjektem

hodnoceni).

11.2.2 Unless otherwise agreed in writing no | Pokud neni pisemné dohodnuto jinak,
payments shall be made by ICON in | spole¢nost ICON neprovede zadnou platbu
relation to patients with respect to whom | tykajici se pacientl, v souvislosti s nimiz
violations of the Protocol have occurred, | doSlo k poruseni protokolu, a to za navstévy,
either for visits at which Protocol variations | pfi nichZz doSlo k odchyleni od protokolu,
occurred or for any subsequent visits. nebo za jakékoli nasledné navstévy.

11.3 Return of Funds Vréaceni finanénich prostredki

11.3.1 If the Study is discontinued for any reason it | Pro pfipad, Ze je klinické hodnoceni
is agreed that the amounts paid or payable | z jakéhokoli divodu prfedéasné ukonéeno, se
under this Section 11 shall be prorated | smluvni strany dohodly, Zze ¢astky zaplacené
based on actual work duly performed | i splatné podle ¢lanku 11 budou stanoveny
pursuant to the Protocol in accordance with | pomérné na zakladé skute¢né prace radné
Appendix 2 and Appendix 3 to this | provedené podle protokolu v souladu
Agreement. Any funds not due under this | s pfilohou €. 2 a pfilohou 3 této smlouvy.
calculation, but already paid, shall be | Jakékoli finanéni prostfedky, které podle této
returned to ICON, within thirty (30) days of | kalkulace nejsou splatné, ale byly jiz
the date of termination of the Study. If | zaplaceny, budou spole¢nosti ICON vraceny
Provider fails to do so, ICON, in its sole | do tficeti (30) dni od data ukon&eni klinického
discretion, may apply such unearned sums | hodnoceni. Pokud tak poskytovatel neugini,
to payments otherwise due in connection | spoleénost ICON mulZe podle svého
with Provider’s/ Investigator's participation | vyhradniho uvazeni pouzit takové
in another Sponsor study or may pursue | nezaplacené ¢astky na platby, které jsou
other available remedies. jinak  splatné v souvislosti s  (Casti

poskytovatele / zkouSejiciho v jiné studii
zadavatele, nebo muze uplatnit dalsi
dostupné opravné prostredky.

11.3.2 If during the course of the Study, ICON | Pokud spole€¢nost ICON béhem klinického

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
Provider/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 Provider’s/

hodnoceni zaplati ¢astku prevySujici ¢astku
odpovidajici skuteéné fadné vykonané praci,
jakékoli finanéni prostfedky, které nejsou
podle této kalkulace splatné, av8ak byly uz
zaplaceny, budou ICON vraceny do fficeti
(30) dnti od pisemné Zadosti ICON. Pokud

tak  poskytovatel /  zkouSejici  neucini,
spoleénost ICON muZe podle svého
vyhradniho uvazeni pozastavit dalSi platbu

do vraceni této Castky, nebo muze Castku
zapocist oproti budouci praci podle této
smlouvy (je-li to mozné), nebo muze pouzit
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Investigator’s participation in another ICON
study or may pursue other available
remedies.

takové nezaplacené €astky na platby, které
jsou jinak splatné v souvislosti s Ucasti
poskytovatele / zkouSejiciho v jiné studii
spolecnosti ICON, nebo muze uplatnit dalsi
dostupné opravné prostredky.

11.4

Pass-through Costs

Prefakturované naklady

11.41

ICON agrees to pay the pass-through costs
set out in Appendix 2 and Appendix 3 in
arrears upon production by the Provider of
adequate written evidence that such costs
have been incurred. The
Provider/Investigator shall ensure that such
invoices are sent to ICON within sixty (60)
days of the expense being incurred.

Spole¢nost ICON souhlasi s tim, ze uhradi
dosud nezaplacené prefakturované naklady
stanovené v pfiloze €. 2 a pfiloze 3 na
zaklade predlozeni odpovidajicich
pisemnych  dokumentd  poskytovatelem
dokladajicich, Ze takové néklady vznikly.
Poskytovatel / zkouSejici zajisti, ze takové
faktury budou zaslany ICON do $edeséti (60)
dnl od vzniku vydaje.

11.5

All costs

Veskeré naklady

11.5.1

The payments listed above and more fully
described in Appendix 2 and Appendix 3
represent all Study costs, and no other
moneys shall be payable upon termination
or otherwise.

Platoy uvedené vySe, které jsou presnéji
popsany v pfiloze €. 2 a pfiloze 3, pfedstavuiji
veSkeré nédklady souvisejici s klinickym
hodnocenim; a zadné dalsi finanéni Castky
nebudou splatné po ukoncéeni klinického
hodnoceni ani jinak.

11.5.2

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

Poskytovatel a zkouSejici souhlasi s tim, ze
odména obdrzend podle této smlouvy
neprevysi spravedlivou trzni hodnotu sluzeb
poskytovanych poskytovatelem a
zkousSejicim a Ze platby nejsou poskytovateli
a zkouSejicimu poskytovany proto, aby
poskytovatel nebo zkouSejici zakoupili nebo
predepsali  jakékoli léky, zdravotnické
prostfedky ¢&i vyrobky. Poskytovatel a
zkouSejici  souhlasi stim, Ze nebudou
zadnému  pacientovi, pojiStovateli  ani
statnimu organu Ucétovat polozky, navstévy,
sluzby ¢&i vydaje uhrazené spole¢nosti ICON
¢i zadavatelem. Poskytovatel a zkouSejici
déle souhlasi s tim, Ze neposkytnou zadné
finanéni prostfedky ani hodnotnou véc
zadnému statnimu Gfednikovi &i z&stupci
s cilem nevhodné ovlivnit viadni kroky.

11.5.3

The Provider 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.

Poskytovatel zajisti, Ze budou v praxi
zavedena pravidla finanéni kontroly a ze
platby a pfevody hodnot budou pfiméfené a
budou odpovidat spravedlivé trzni hodnoté
v pfislu§né jurisdikci.

11.6

Budget Non-Disclosure

Nezverejnéni rozpoctu

11.6.1

To the extent possible under the
Regulations and other applicable law the
Provider/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
Provider/Investigator with any third party
may be treated by ICON as an irremediable

Vrozsahu pfipustném podle pravnich
predpis a dalSich platnych zakon( bude
poskytovatel / zkou$ejici povazovat veskeré
informace o rozpoc¢tu za duvérné a bude o
téchto informacich hovofit vyhradné se
spolecnosti ICON a/nebo se zadavatelem.
Jakakoli diskuse poskytovatele / zkou$ejiciho
o této smlouvé nebo jejich rozpoctovych
podminkach s jakoukoli tfeti stranou muze
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breach for the purposes of Section 8.3.1.5
above.

byt spoleCnosti ICON pro Ucely ¢lanku
8.3.1.5 vySe povazovana za nenapravitelné
poruseni.

All payments shall be made to the Provider.

VeSkeré platoy budou uskuteénény ve

prospéch poskytovatele.

12 GENERAL PROVISIONS OBECNA USTANOVENI
12.1 Assignment Postoupenti
12.1.1 The Provider/Investigator may not assign | Poskytovatel / zkouSejici nesmi postoupit sva
its/his or her rights and/or delegate its/his or | prdva a/nebo prevést své zavazky vyplyvajici
her obligations under this Agreement | ztéto smlouvy bez predchoziho pisemného
without the prior written consent of ICON, | souhlasu spole¢nosti ICON, pfiCemz jeho
which consent shall not be unreasonably | udéleni nebude bezdivodné odepfeno.
withheld. ICON shall have the power to | Spole¢nost ICON ma pravo postoupit tuto
assign this Agreement to the Sponsor | smlouvu zadavateli a/nebo povéfené osobé
and/or the Sponsor’s designee without the | zadavatele bez souhlasu poskytovatele /
Provider/Investigator's consent ICON will | zkou$ejiciho. ICON bude pisemné informovat
inform the Provider/Investigator of any such | poskytovatele/zkousejiciho o} kazdém
assignment in writing. takovém postoupeni.
12.2 Waiver Vzdéani se narokl a prav
12.2.1 A waiver by either Party of any term or | Vzdani se jakékoli podminky této smlouvy
condition of this Agreement in any instance | kteroukoli ze smluvnich stran v zadném
shall not be deemed or construed to be a | pfipadé nebude povazovano za vzdani se
waiver of such term or condition for any | takové podminky v jakémkoli podobném
similar instance in the future or any | pfipadé vbudoucnu nebo pfi jakémkoli
subsequent breach hereof. All rights, | ndsledném poruseni této smlouvy ani tak
remedies, undertakings, obligations and | nebude interpretovano. VeSkera prava,
agreements contained in this Agreement | opravné prostfedky, ujednani, zavazky a
are cumulative and none of them shall be a | dohody obsazené vtéto smlouvé jsou
limitation of any other remedy, right, | kumulativni a zadné z nich nebude zakladat
obligation or agreement. omezeni jakéhokoli jiného opravného
prostfedku, pravo, zavazku ¢i dohody.
12.3 Notices Oznédmeni
12.3.1 Notices under this Agreement shall be in | Oznameni podle této smlouvy budou ucinéna
writing and considered sufficient if delivered | pisemné a budou povaZovana za postacuijici,
personally, sent by registered mail with | pokud budou doru€ena osobné&, odeslana
return receipt, sent by recognized overnight | doporu¢enou postou s doru¢enkou, expresni
courier service, by telefax transmission, or | kuryrni sluzbou, faxem na nize uvedené
by electronic mail to a Party's email address | adresy, nebo elektronickou postou na e-
that a Party has provided below addressed | mailovou adresu smluvni strany, kterou
as follows: strana uvedla nize:
12.3.1.1 | Ifto ICON Zaslani spole¢nosti ICON
.
I
.
.
L
Stejnopis bude zaslan | GG
With copy addressed to I CON Clinical Research
ICON Clinical | Limited, South County Business Park,
Research Limited, South County Business | Leopardstown, Dublin 18, Irsko.
Park, Leopardstown, Dublin 18, Ireland
12.3.1.2 | If to the Provider Pokud budou adresovana poskytovateli
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Fakultni nemocnice Hradec Kralové

Fakultni nemocnice Hradec Kralové

Sokolska 581

500 05 Hradec Kralové - Novy Hradec
Kralové

Czech Republic

Sokolska 581

500 05 Hradec Kralové - Novy Hradec
Kralové

Ceska republika

Attention: DaSa Prokiipkova

K rukam: Dasa Prokipkova

Tel: +420 495 832 881

Tel: +420 495 832 881

Email: dasa.prokupkova@fnhk.cz

E-mail: dasa.prokupkova@inhk.cz

12.3.1.3 | If to the Investigator Pokud budou adresovana zkousejicimu
. I
Fakultni nemocnice Hradec Kraloveé Fakultni nemocnice Hradec Kralové
Ustav klinické imunologie a alergologie | Ustav klinické imunologie a alergologie
Sokolska 581 Sokolska 581
500 05 Hradec Kralové - Novy Hradec | 500 05 Hradec Kralové - Novy Hradec
Kralové Kralové
Czech Republic Ceska republika
Attention: | Krukam I
X = I Tel: I
Enai I -

12.4 Severability Oddélitelnost jednotlivych ustanoveni

smlouvy

12.4.1 The invalidity or unenforceability of any | Neplatnost ¢&i nevymahatelnost jakéhokoli
provision of this Agreement shall in no way | ustanoveni této smlouvy nebude mit
affect enforcement of any other provision of | v zddném pfipadé vliv na jeji dalSi
this Agreement. ustanoveni.

12.5 Relationship of Parties Vztah smluvnich stran

12.5.1 Nothing herein shall be construed as | Nic vtéto smlouvé nebude vykladano jako
creating any association, partnership, joint | vytvofeni jakéhokoli sdruzeni, partnerstvi,
venture, employment or the relationship of | spoleéného  podniku, = zaméstnaneckého
principal and agent between the Parties, it | poméru  nebo  vztahu zmocnitele a
being understood that the Investigator is an | zmocnénce mezi smluvnimi stranami, ¢imz
independent contractor, and no Party has | se rozumi, Zze zkousejici je nezavisly smluvni
the authority to bind the other, nor the | partner a zadna ze smluvnich stran neni
other’s representatives, in any way. v zadném pfipadé opravnéna zavazovat

druhou stranu ani jeji zastupce.

12.6 Governing Law Rozhodné pravo

12.6.1 This Agreement, and all disputes and/or | Tato smlouva a v8echny spory a naroky z ni
claims arising under this Agreement, shall | vyplyvajici se budou Ffidit a budou vykladany
be interpreted and governed by the laws of | v souladu se zakony Ceské republiky, a to
Czech Republic, without regard to conflict | bez ohledu na principy Kkolize pravnich
of laws principles. norem.

12.7 Entire Agreement Celistvost smlouvy

12.7.1 This Agreement including Appendices and | Tato smlouva, vcetné pfiloh a smlouvy o

Loan Agreements, sets forth the entire
Agreement and understanding between the
Parties hereto as to the subject matter
hereof and has priority over all documents,
verbal consents or understandings made
between ICON and the
Provider/Investigator. Any modification to

vypljéce, predstavuje Oplnou dohodu a
ujednani mezi smluvnimi stranami, pokud jde
0 jeji predmét a ma prednost pred vSemi
dokumenty, Ustnimi souhlasy & ujednanimi
mezi spole¢nosti ICON a poskytovatelem /
zkousejicim. Jakékoli Uprava této smlouvy
musi byt provedena pisemné, podepsana

this Agreement must be in writing, signed | smluvnimi stranami a ozna¢ena jako
by the parties, and identified as an | dodatek, kromé nékterych  vzajemné
amendment, except for certain mutually | dohodnutych zmén rozpoétu klinického
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agreeable changes in the Study budget in
Appendix 2 and Appendix 3 as set out in
Section 12.7.2 below.

hodnoceni v pfiloze 2 a pfiloze 3, jak je
stanoveno v ¢lanku 12.7.2 nize.

12.7.2 The following Study budget changes may | Nésledujici zmény rozpoc¢tu klinického
be documented by a modification letter | hodnoceni mohou byt dolozeny dopisem
signed by ICON: (1) increases in the total | tykajicim se pfislusné Upravy podepsanym
Study budget, with or without modification | spole¢nosti ICON: (1) narast celkového
of the payment schedule, or (2) modification | rozpo¢tu studie s Upravou ¢&i bez Upravy
of the payment schedule with no change in | harmonogramu plateb nebo (2) Uprava
total Study budget. harmonogramu plateb bez jakékoli zmény

celkového rozpoctu studie.

12.7.3 If there is any conflict between this | Pokud dojde k rozporu mezi touto smlouvou
Agreement and any Appendices to it, the | ajeji pfilohou, jsou ur€ujici podminky této
terms of this Agreement control. If there is | smlouvy. Pokud dojde k rozporu mezi touto
any conflict between this Agreement and | smlouvou a protokolem, je urcujici protokol,
the Protocol, the Protocol will control as to | pokud jde o otazky tykajici se 1é¢by
any issue regarding treatment of Qualified | zpUsobilych subjektt hodnoceni, a smlouva,
Subjects, and the Agreement will control as | pokud jde o vSechny ostatni zalezitosti.
to all other issues.

12.8 Counterparts Stejnopisy

12.8.1 This Agreement shall become binding when | Tato smlouva se stane pravné zavaznou,
all three (3) counterparts hereof, individually | jakmile jsou vSechny ftfi (3) stejnopisy této
or taken together, shall bear the signatures | smlouvy, jednotlivé ¢&i spolecné, opatieny
of each Party hereto. podpisy v§ech smluvnich stran.

12.8.2 This Agreement will be executed in three | Tato smlouva je vyhotovena ve tfech (3)
(3) counterparts, of which each Party shall | stejnopisech, z nichz kazda smluvni strana
receive one and each shall be an original | obdrzi jeden stejnopis, a kazdy bude vUci
as against any party whose signature | kterékoliv.  smluvni  strané, ktera jej
appears thereon, but all of which together | podepsala, predstavovat original, pficemz
shall constitute but one and the same | vdechny tyto stejnopisy budou spole¢né
instrument. predstavovat jeden a tyz dokument.

12.9 Survival Pretrvani platnosti ustanoveni

12.9.1 Sections in this Agreement relating to | Ustanoveni této smlouvy souvisejici se
obligations which have accrued or that have | zavazky, které vznikly nebo budou trvat i po
application beyond the term of this | ukonceni platnosti této smlouvy, mimo jiné
Agreement including without limitation | v€etné zavazk( souvisejicich s mi€enlivosti a
those relating to confidentiality and | davérnymi informacemi, navrhovanymi gi
Confidential Information, proposed or actual | probihajicimi inspekcemi kontrolniho Ufadu,
inspections by a Regulatory Authority, | odmitnutim odpovédnosti spole¢nosti ICON,
ICON Disclaimer, publications, intellectual | publikacemi, dusevnim vlastnictvim,
property, indemnification and use of names | odSkodnénim a pouzivanim jmen ¢i nazvl a
and any provision required to interpret and | jakymikoli dalSimi ustanovenimi, ktera jsou
enforce the parties' rights and obligations | nezbytna pro vyklad a uplatfiovani prav a
under this Agreement to the extent required | povinnosti smluvnich stran podle této
for the full observation and performance of | smlouvy vrozsahu potfebném pro Uplné
this  Agreement, shall survive any | dodrzeni a pInéni této smlouvy, pfetrvaji i po
termination of this Agreement. ukon&eni smlouvy.

12.10 Legal Proceedings Soudni Fizeni

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

Smluvni strany se dohodly, ze pravni vztahy
vzniklé z této smlouvy se Fidi platnymi
zakony a predpisy Ceské republiky. Smluvni
strany souhlasi stim, Zze si pfi provadéni
klinického hodnoceni budou vzajemné
pomahat a pfFipadné spory a rozdilnost
nazord na postup a zplsob praci budou fesit
prostfednictvim obvyklych  vzajemnych
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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.

jednani. Smluvni strany berou na védomi a
souhlasi s tim, ze jakékoli spory, které
nebudou vyfeSeny ve vzajemné spolupraci,
budou patfit do vyhradni jurisdikce soudl
Ceské republiky,

12.11 Third Party Beneficiary Opravnéna treti strana
All Parties hereto expressly acknowledge | VSechny strany této smlouvy vyslovné
and agree that the Sponsor shall be a third | potvrzuji a souhlasi s tim, ze zadavatel je
party beneficiary of this Agreement and | opravnénou tfeti stranou této smlouvy a ze
shall be entitled to enforce any of the | ma pravo vymahat jakakoli ustanoveni této
provisions hereof by all remedies at law | smlouvy vSemi zakonnymi prostfedky a/nebo
and/or in equity. podle zvykového prava.

12.12 Translation Inconsistency. Rozpory v pfekladu smlouvy
The original English version of this | Originalni anglickd verze smlouvy byla
Agreement has been translated into Czech. | pfelozena do ¢eského jazyka. V pfipadé
In the event of inconsistency or discrepancy | jakékoli nekonzistentnosti &i rozporl mezi
between the English version and the Czech | ¢eskou a anglickou verzi smlouvy je
language version of this Agreement, the | rozhodujici verze v eském jazyce.

Czech language version shall prevail.

12.13 Compliance with applicable anti- | Dodrzovani platnych protikorupénich
bribery/anti-corruption Regulations, | pravnich pfedpist a pravnich predpisd o boji
international trade compliance and insider | s  Uplatkarstvi, pravidel mezinarodniho
trading laws obchodu a zakond o zneuziti duvérnych

obchodnich informaci

12.13.1 | The Parties acknowledge that they are | Smluvni strany berou na védomi, ze jsou
bound by all applicable Regulations which | povinny dodrzovat veSkeré platné pravni
may include Foreign Corrupt Practices Act | pfedpisy, mimo jiné vcetné zakona proti
(FCPA) and UK Bribery Act. The Parties will | korupénim praktikam v zahrani¢i (Foreign
not cause another Party to be in breach of | Corrupt Practices Act, FCPA) a britského
applicable Regulations through any act as | zakona o boji proti korupci a Uplatkarstvi (UK
described in this Section. Bribery Act). Smluvni strany se nedopusti

jednani popsaného vtomto ¢lanku, které by
vedlo k poruSeni platnych pravnich predpisu
jinou smluvni stranou.

12.13.2 | In performing the Study and or services | Poskytovatel / zkousejici (a jejich

under this Agreement, the
Provider/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

Provider/Investigator shall notify ICON and
Sponsor immediately upon becoming aware
of any breach under this Section.

zaméstnanci a zastupci) souhlasi s tim, Ze pfi
provadéni klinického hodnoceni a sluzeb
sjednanych vtéto smlouvé (i) pfimo ani
nepfimo nenabidnou, nepfislibi a neschvali
jakoukoli platbu ani jakykoli hodnotny dar,
tedy mimo jiné Uplatky, vécné ¢&i finanéni
dary, statnim Ofednikiim, kontrolnimu Gfadu
ani komukoli jinému scilem podvodné
ovlivnit, motivovat ¢i odménit jejich jednani,
rozhodnuti ¢i opomenuti za Ucelem dosazeni
nepatficné vyhody, napfiklad ziskani zakazky
¢i prodlouzeni spoluprace, ze takovéto platby
¢i dary od uvedenych subjektt nepfijmou
aze se takového jednani v souvislosti
s klinickym  hodnocenim nedopustili  ani
v minulosti a (ii) Ze budou dodrzovat veskeré

platné protikorupéni a protitplatkarské
zakony, predpisy a oborové a profesni
kodexy. Poskytovatel/ zkouSejici budou

0 jakémkoli poruseni povinnosti definovanych
vtomto  ¢lanku, onémz se dozvi,
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bezodkladné informovat spole¢nost ICON

i zadavatele klinického hodnoceni.

12.13.3 | For the purpose of monitoring compliance | Pro Ucely monitorovani dodrzeni platnych
with applicable Regulations and the terms | pravnich pfedpist a podminek tohoto ¢lanku
of this Section, Provider/Investigator | poskytovatel / zkouS$ejici souhlasi stim, Ze
agree(s) that ICON shall have the right to | spole¢nost ICON bude mit pravo provést
conduct an investigation or audit of | kontrolu ¢&i audit plateb a/nebo prevodu
payments and/or transfers of value made | hodnot provedenych poskytovatelem /
by the Provider/Investigator related to the | zkouSejicim v souvislosti s klinickym
Study. The Provider/Investigator shall | hodnocenim. Poskytovatel / zkou$ejici budou
cooperate fully with such investigation or | pfi takové kontrole ¢i auditu, jejichz
audit, the timing of which shall be at the | nacasovani bude =zaviset vyhradné na
sole discretion of ICON. spoleénosti ICON, pIné spolupracovat.

12.13.4 | The Provider shall ensure that all Study | Poskytovatel zajisti, Ze vSichni pracovnici
Personnel, subcontractors (if any) and | studie a pfipadni subdodavatelé a zastupci
agents (if any) receive appropriate anti- | podstoupi odpovidajici zasSkoleni v otazkach
corruption training. boje proti korupci.

12.13.5 | Any violation of this Section 12.13 by the | Jakékoli poruseni tohoto ¢&lanku 12.13
Provider or Investigator constitutes a | poskytovatelem ¢i zkouSejicim predstavuje
material breach of this Agreement. In | podstatné poruSeni této smlouvy. Kromé
addition to any other sanction provided by | jakychkoli dalSich sankci stanovenych
law and/or this Agreement, ICON may | zakonem a/nebo touto smlouvou muze
terminate this Agreement for cause and | spoleCnost ICON tuto smlouvu z uvedené
with immediate effect. pri¢iny s okamzitou U¢innosti ukongit.

12.13.6 | The Provider shall prohibit its Study | Poskytovatel zakaze pracovnikim klinického
Personnel from trading in, recommending | hodnoceni v dobé&, kdy maji v drzeni dilezité
that others trade in, or disclosing | nevefejné informace, obchodovat s cennymi
information to others who may trade in | papiry spole¢nosti ICON & zadavatele,
ICON or Sponsor securities while in | doporucovat ostatnim, aby s nimi
possession of material non-public | obchodovali, nebo sdélovat informace
information and employ reasonable efforts | ostatnim, ktefi mohou s cennymi papiry
to prevent any such conduct by study staff. | ICON ¢i zadavatele obchodovat, a vyvine

priméfené Usili, aby zabranilo takovému
chovani pracovniku klinického hodnoceni.

12.13.7 | In performing the Study and or services | Pfi provadéni klinického hodnoceni a/nebo

under or related to this Agreement, the
Provider 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 Provider
represents and warrants that neither it nor,
with respect to those engaged in activities
under or related to this Agreement, any of
its affiliates, Study Personnel,
subcontractors, or agents, are: (a) included
on any of the Restricted Party Lists
maintained by the U.S. Government or
other relevant Government authority (as
defined below); or (b) owned or controlled
by any individual or party described in
subsection (a) or located in any Restricted
Market subject to sanctions imposed by the
U.S., EU, or United Nations ("Restricted
Market" currently refers to Crimea, Cuba,
the Donetsk Region, Iran, North Korea,
Sudan and Syria).

sluzeb podle této smlouvy nebo souvisejicich
s touto smlouvou budou poskytovatel a
zkouSejici  dodrzovat  vSechny  platné
mezinarodni zakony tykajici se vyvozu,
sankci a kontroly obchodu, které se vztahuji
na prfislusny obor, zafizeni a poskytovani
sluzeb podle této smlouvy. Poskytovatel
prohlasuje a zarucuje, Ze ono, zadna z jeho
pridruzenych  spole¢nosti  ani  zadny
z pracovniku klinického hodnoceni,
subdodavateltl ¢i zastupcl, ktefi se podileji
na aktivitach podle této smlouvy &i
souvisejicich s touto smlouvou, nejsou: a)
zahrnuti do seznamu stran, pro néz plati
omezeni, vedenych vladou nebo jinym
pFislusnym vlddnim orgadnem USA (jak je
definovéno nize); nebo b) ve vlastnictvi nebo
pod kontrolou jakéhokoli jednotlivce nebo
strany popsané v pododstavci (a) nebo
nachézejici se na jakémkoli trhu, pro ktery
plati omezeni a sankce uloZzené USA, EU
nebo Organizaci spojenych narodd (,trh, pro
ktery plati omezeni“); v soucasné dobé se
jedna o Krym, Kubu, Donécky region, Iran,
Severni Koreu, Sudan a Syrii).
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12.13.8 | The Provider further represents and | Poskytovatel dale prohlaSuje a zarucuje, Ze
warrants that the performance by or on | provadéni aktivit jim nebo jeho jménem
behalf of it of activities under or related to | v ramci této smlouvy nebo v souvislosti s ni
this Agreement are neither for the benefit of | neprobiha ve prospéch trhu, pro ktery plati
nor shall they be performed in or for end- | omezeni, neprobihda na takovém trhu ani
use within a Restricted Market. neprobihd pro ucely koncového pouZziti na

takovém trhu.

12.13.9 | The Provider further represents and | Poskytovatel dale prohladuje a zarucuje, Ze
warrants that it is not owned or controlled | neni vlastnéno ani ovliddano zadnou fyzickou
by, or otherwise affiliated with and to the | i pravnickou osobou uvedenou na jakémkoli
best of its knowledge, does not employ, any | seznamu stran, pro néz plati omezeni, ani
individual or entity on any Restricted Party | s ni neni spojeno a podle svych nejlepSich
List. znalosti nevyuziva sluzeb Zzadné takové

fyzické &i pravnické osoby.
"Restricted Party List" means the | ,Seznam stran, pro néz plati omezeni“
Specially Designated Nationals List, as | znamena seznam specialné vymezenych
administered by the U.S. Department of the | ob&and spravovany U.S. Department of the
Treasury Office of Foreign Assets Control; | Treasury Office of Foreign Assets Control;
the Consolidated List of Persons, Groups | konsolidovany seznam fyzickych osob,
and Entities Subject to E.U. Financial | skupin a pravnickych osob, na které se
Sanction, as implemented by the E.U. | vztahuji finanéni sankce EU realizované
Common Foreign & Security Policy; the List | podle spoleéné bezpecnostni a zahraniéni
of Excluded Individuals/Entities, as | politiky EU; seznam vyloucenych
published by the U.S. Health and Human | fyzickych/pravnickych osob publikovany U.S.
Services - Office of Inspector General; and | Health and Human Services — Office of
the Excluded Parties List, which is | Inspector General; a seznam vylouéenych
managed by the U.S. General Services | stran, ktery je spravovan U.S. General
Administration - Office of Acquisition Policy. | Services  Administration -  Office  of

Acquisition Policy.

12.14 Transparency Transparentnost

12.14.1 | ICON and Sponsor may disclose for any | Spoleénost ICON a zadavatel mohou za
lawful purpose, within their sole discretion, | jakymkoli zakonnym Gcelem a podle svého
the terms of this Agreement, including | vlastniho uvazeni zvefejnit podminky této
without limitation, the total compensation | smlouvy, mimo jiné véetné celkové odmény
(including fees and expenses) payable or | (véetné poplatki a vydajl) splatné nebo
paid pursuant to this Agreement. When | zaplacené podle této smlouvy. Zadavatel a
making such disclosures, Sponsor and | spole¢nost ICON si pfi takovém zvefejnéni
ICON reserve the right to attribute all | vyhrazuji pravo pfisoudit veSkeré odmény
compensation paid under this Agreement to | zaplacené podle této smlouvy kazdé osobé,
each person that provides services under | kterd poskytuje sluzby podle této smlouvy.
this Agreement.

13 Registration of the Agreement Registrace smlouvy

13.1 The parties agree that if required by | Smluvni strany souhlasi s tim, Zze v pfipadé,

applicable laws, this Agreement (and any
subsequent amendments thereto) will be
published by the Provider pursuant to the
Act no. 340/2015 Coll (the “Act”). The
parties acknowledge that the Budget and
Payment Schedule set out at Appendix 2
and Appendix 3, the Protocol and any other
exhibits to this Agreement as well as any
other documents provided to Provider by
Sponsor/ICON under Section 9 are deemed
business secret in accordance with the Act
and Provider shall ensure that such
information will not be published in the
contract register.  Prior to publication,
Sponsor/ICON  shall also have the
opportunity to identify any and all provisions

Zze tak vyzaduji platné zékony, bude tato
smlouva (a jeji nasledné dodatky) uverejnéna
poskytovatelem podle z&kona ¢&. 340/2015
Sb. (dale jen ,z&kon®“). Smluvni strany
potvrzuji, Ze rozpocet a harmonogram plateb
stanoveny v pfiloze 2 a pfiloze 3, protokol a
jakékoli dalsi prilohy k této smlouvé a jakékoli
daldi dokumenty poskytnuté poskytovateli
zadavatelem/spole¢nosti ICON podle ¢lanku
9 jsou povazovany za obchodni tajemstvi
v souladu se zdkonem, a poskytovatel zajisti,
ze takové informace nebudou uvefejnény
v rejstfiku smluv. Pfed uvefejnénim bude mit
zadavatel / spolecnost ICON téz prilezitost
identifikovat veSkera ustanoveni smlouvy a
dodatku, jez jsou podle pfisluSnych zakonu
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of the Agreement and appendices which
are deemed as sensitive information and
therefore a trade secret under applicable
laws. The Provider 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.

povazovana za informace citlivého
charakteru, a proto za obchodni tajemstvi.
Poskytovatel vlozi upravenou verzi této
smlouvy do rejstfiku smluv v souladu se
zakonem a v souladu s jakymikoli Upravami

vyzadovanymi zadavatelem/spolecnosti
ICON do [5] pracovnich dni ode dne
posledniho podpisu a po provedeni
registrace bude bezodkladné informovat

spolecnost ICON. Pokud spole¢nost ICON
neobdrzi potvrzeni o uvefejnéni upravené
smlouvy do [5] pracovnich dni ode dne
posledniho podpisu, ma pravo ucinit po
poradé se zadavatelem nezbytné kroky k
uvefejnéni upravené smlouvy.

13.2

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

Jakékoli poruseni jakéhokoli zdvazku podle
tohoto ¢lanku 13.2 poskytovatelemdava
spolecnosti ICON pravo ukongit tuto smlouvu
v souladu ustanovenimi ¢lanku 8.

13.3

The Parties declare that in relation to the
Act no. 340/2015 Coll. the estimated
monetary value of this Agreement is
CZK 1 288 447.00.

Smluvni strany prohlasuji, ze v souladu se
zakonem ¢&. 340/2015 Sb. je odhadovana
penézni hodnota této smlouvy
1288 447,00 Ké.

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

NA DUKAZ TOHO byla tato smlouva
podepsana fadné zmocnénymi zastupci
smluvnich stran a nabyva Gc¢innosti datem
G¢innosti.
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ICON CLINICAL RESEARCH LIMITED

Date / Datum:

Neme/Jméno: NN
Title / Funkce: |

Signature / Podpis:

PROVIDER / POSKYTOVATEL.:
Fakultni nemocnice Hradec Kralové

Date / Datum:

Name / Jméno: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.

Title / Funkce: Director / feditel

Signature / Podpis:

INVESTIGATOR / ZKOUSEJICI:
I

Date / Datum:

Name / Jméno: I

Title / Funkce: Principal Investigator / Hlavni zkousSejici

Signature / Podpis:
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APPENDIX 1

PRILOHA €. 1

TIMELINES

LHUTY

Milestone /
Meznik

Sponsor
responsibility
/

Ukol
zadavatele

ICON Provider/Investigator
responsibility | responsibility /

/ Ukol

Ukol ICON poskytovatele/zkousejiciho

Date /
Datum

Provision of
materials for

IEC submission /
Poskytnuti
materiald

k pfedlozeni NEK

[X]

IEC submission /
Predlozeni NEK

[X]

Study site
initiation visit /
Uvodni navstéva
pracovisté
klinického
hodnoceni

First Qualified
Subject recruited /
Nabor prvniho
zplsobilého
subjektu
hodnoceni

Last Qualified
Subject recruited /
Nabor posledniho
zpUsobilého
subjektu
hodnoceni

Clinical Report
Form queries
completed /
VyreSeny
dotazy/pfipominky
tykajici se
formulare pro
zaznamy subjektu
hodnoceni

The expected
duration of the
Study /
Predpokladana
délka trvani
klinického
hodnoceni
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APPENDIX 2

PRILOHA C. 2

PAYMENT TERMS AND CONDITIONS

PLATEBNI PODMINKY

Protocol No. / Protokol ¢.:

ICON Study Number / Cislo studie ICON:

L ]
.

Provider / Poskytovatel:

Fakultni nemocnice Hradec Kralove

Principal Investigator / Hlavni zkousejici:

Contracting Party / Smluvni strana:

ICON Clinical Research Limited

Payee: Payments will be made by
electronic funds transfer and in accordance
to the terms of this Appendix 2 and
Appendix 3 to Payee. No payments will be
made to the Payee until the following are
completed: (1) execution of the Agreement,
(2) submission of all regulatory documents
to ICON, (3) EC approval and (4) ICON
receipt of the completed Beneficiary Details
Form. The PROVIDER/INVESTIGATOR
acknowledge and agree that the Payee
designated herein is the proper Payee for
this Agreement. All payments made by
ICON as set forth herein shall be payable
solely to Payee. Any such payments made
to Payee which are due to any other party
performing services in connection with the
Study shall be a matter solely between
Payee and such party.

Invoices due date — within 45 days of being
issued.

Prilemce platby: Platby budou provedeny
formou  elektronického pfevodu penéznich
prostfedkd ve prospéch pfijemce platby a
v souladu s podminkami této pfilohy 2 a pfilohy 3.
Ve prospéch pfijemce platby nebudou provedeny
zadné platby, dokud nebudou spinény nasledujici
podminky: (1) uzavfeni smlouvy, (2) predlozeni
vesSkeré pravni dokumentace spole¢nosti ICON,
(3) schvaleni EK a (4) obdrzeni vyplnéného
formulafe Bankovni (Odaje pfijemce platby
spole¢nosti L ICON.
POSKYTOVATEL/ZKOUSEJICI  potvrzuji a
souhlasi stim, ze pfijemce platby uvedeny v
tomto dokumentu je Ffadnym pfijemcem platby
podle této smlouvy. VSechny platby provedené
spole¢nosti ICON, jak je wuvedeno vtomto
dokumentu, budou splatné vyhradné pfijemci
platby. Veskeré takové platby provedené ve
prospéch pfilemce platby, které jsou splatné
jakékoli jiné strané poskytujici sluzby v souvislosti
se studii, budou vyhradné pfedmétem vyporadani
mezi pfijemcem platby a takovou stranou.
Splatnost faktur — 45 dni od vystaveni faktury.

Currency: all amounts stated in this
Appendix 2 and Appendix 3 are in Czech
Krowns (CZK) and payments will be made
in CZK.

Ména: VSechny ¢astky uvedené v této pfiloze 2 a
priloze 3 jsou v Korunach ceskych (K&) a platby
budou provedeny v K&.

VAT: All fees are stated on a VAT exclusive
basis. In the following limited circumstances
Value Added Tax or an equivalent sales tax
(“VAT”) shall be added to any sums stated
in Appendix 2 and Appendix 3

DPH: VSechny poplatky jsou uvedeny bez DPH.
V déle uvedenych omezenych pfipadech bude
k veSkerym c&astkam uvedenym v pfiloze 2 a
priloze 3 pfi¢tena dan z pfidané hodnoty (,DPH")
nebo ekvivalentni dan z prodeje

below:

i. Where itis agreed by the
PROVIDER/INVESTIGATOR and
ICON that VAT is correctly chargeable
on the supply, and

nize:

i. v pfipadech, kdy se
POSKYTOVATEL/ZKOUSEJICi a
spole¢nost ICON dohodnou, ze DPH na
materidly je spravné Uc¢tovatelna, a

Where the
PROVIDER/INVESTIGATOR has
listed its/his/her VAT number below;
and

v pfipadech, kdy POSKYTOVATEL /
ZKOUSEJICI uvedli své DIC (viz nize), a

ii. Upon receipt of a valid VAT invoice.

iii. po obdrzeni platné faktury s uvedenou DPH.

All other taxes are included in the sums
stated in Appendix 2 and Appendix 3

V8echny ostatni dané jsou zahrnuty do castek
uvedenych v pfiloze 2 a pfiloze 3.

Provider VAT number: CZ00179906

DIC poskytovatele: CZ00179906

TEVA-ICON Partnership Tripartite CTA Template, Version No.1 [29 June 2020 ]

ICON #: ; Protocol:
Institution: Fakultni nemocnice Hradec Kralové, Site: 54192; Pl:

; Country: Czech Republic

; Final-22Sep2021

48 /60




Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

Withholding Taxes: ICON may be
required by law/and or the relevant tax
authority to deduct certain withholding taxes
from payments made to Payee/ Provider
(“Withholding Taxes”). If and to the extent
that ICON apply Withholding Taxes to
payments to the Payee/Provider 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/Provider as having
discharged their  liability to  the
Payee/Provider 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 /
Provider with certification of the amount of
such Withholding Taxes remitted in a form
acceptable under relevant legislation.

Srazkové dané: Spole¢nost ICON muze byt ze
zakona nebo na zadost pfislusného finanéniho
Ufadu povinna odecist nékteré srazkové dané od
plateb provedenych ve prospéch pfijemce
platby/poskytovatele (,srazkové dané“). Pokud
spole¢nost ICON uplatni jakékoli srazkové dané
na platby ve prospéch prijemce
platby/poskytovatele a spravné poukaze castku
takovych srazkovych dani prislusnému
finan€nimu 0fadu, bude se mit za to, ze je
spolecnost ICON pro Ucely ur€eni ¢astky, kterou
ma uhradit pfijemci platby/poskytovateli, zbavena
svého zavazku vGci pfijemci platby/poskytovatel
ve vySi rovnajici se vysi jakychkoli srazkovych
dani spravné odectenych a poukazanych
finanénimu Gfadu. Tam, kde to vyZaduje platna
legislativa, poskytne spole¢nost ICON pfijemci
platby/poskytovateli osvédceni o vySi takovych
srazkovych dani uhrazenych formou pfipustnou
podle pfislusné legislativy.

Per Qualified Subject Costs: Payments
will be made on a per Qualified Subject, per

visit basis for visits completed and data
entered into the CRFs (“Completed Visits”),
as detailed in the attached Appendix 3,
excluding Study level costs and invoiceable
items listed separately. Payment for
partially completed randomized Qualified
Subject, i.e. early terminations, will be
made on a per visit basis for work
completed.

Naklady na zpusobilého subjekta: Platby budou
provedeny za jednotlivé zpusobilé subjekty a za

jednotlivé uskute€¢néné navstévy a Udaje zadané
do CRF (,absolvované navstévy“) v souladu s
pfilozenou pfilohou 3; nebudou do nich zahrnuty
naklady na Urovni studie a fakturovatelné polozky
uvedené samostatné. Platba za
randomizovaného zpusobilého subjekta, ktery
caste¢né absolvoval studii, tj. pred€asné ukonil
Ucast, bude provedena na zakladé navstév za
provedenou praci.

Ongoing Payments: Ongoing Payments
will be made on a quarterly basis on a per
Qualified Subject, per visit basis based on
Completed Visit data entered into the
CRFs. The Payee shall receive of
each payment due and i} shall be
withheld until Study completion and
resolution of all site queries, constituting the
Final Payment (defined below).

Prubézné platby: Pribézné platby budou
hrazeny Cctvrtletné za zplsobilého subjekta a
navs§tévu na zakladé 0daju o absolvované
navstévé zadanych do CRF. Pfijemce platby
obdrzi [l kazdé splatné castky a [l bude
zadrzeno do dokonéeni studie a do vyfeSeni
vSech dotazl/namitek pracovisté a bude tak tvofit
zavérecnou platbu (definovanou nize).

Final Payment: Final payment will include
the cumulative withheld amounts of monies
earned upon final acceptance by
ICON/SPONSOR of the CRF, all data
clarifications issued, the receipt and
approval of any outstanding regulatory
documents as required by
ICON/SPONSOR,  resolution of  all
outstanding queries, the return of any ICON
provided Equipment, the return of all
unused supplies to ICON/SPONSOR, and
upon satisfaction of all other applicable
conditions set forth in this Agreement
(hereinafter the “Final Payment”). The
Payee will have up to one hundred and

Zavérecna platba: Zavére¢na platba bude
zahrnovat soucéet zadrzenych finan¢nich ¢astek
ziskanych po kone¢ném pfijeti CRF spolecnosti
ICON/ZADAVATELEM, objasnéni vSech
vydanych Gdaju, obdrzeni a schvéleni jakychkoli
nevyfizenych regulacnich dokumentd podle
pozadavku spolec¢nosti ICON/ZADAVATELE,
vyfeSeni vSech nevyfizenych dotazud/pfipominek,
vraceni  vedkerého  nepouzitého  vybaveni
poskytnutého  spole€nosti  ICON,  vraceni
veSkerych nepouzitych materiald spolecnosti
ICON/ZADAVATELI a po splnéni v8ech dalSich
pfislusnych  podminek stanovenych v této
smlouvé (dale jen ,zavérecna platba“). PFijemce
platby bude mit az sto osmdesat (180) dni od
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eighty (180) days from the Final Payment
(date of Final Payment check or wire) to
submit any outstanding invoices, or
payment discrepancies, for reimbursement
consideration. If the money already paid to
the Payee by ICON exceeds this final
payment amount, the difference shall be
returned by the Payee to ICON within thirty

zavérec€né platby (datum zavére¢né platby Sekem
nebo bankovnim pfevodem) na predlozeni
jakychkoli nezaplacenych faktur ¢i nesrovnalosti v
platbach k posouzeni proplaceni. Pokud finanéni
¢astka jiz uhrazena pfijemci platby spole¢nosti
ICON prevySuje Castku této zavérecné platby,
pfijemce platby vrati spolecnosti ICON rozdil do
tficeti (30) dnu.

(30) days.
8. | Screen Failure Reimbursement: A | Uhrada za  subjekty, které neprosly
“Screen Failure” is defined as a Study | screeningem: Subjekt, ktery neprosel

Subject who signs an approved ICF,
completes initial screening visit(s), but is
determined to not meet eligibility criteria
based on the results of a Study-required
procedure or analysis during the screening
visit, and is not randomized into the Study.
Screen Failures at Visit 1 will be reimbursed
in accordance with the Screen Failure
rate(s) set forth in Appendix 3. Screen
Failures will be paid if the site splits the S1
visit into more than one visit (S1a and S2b)
and conducts the predefined assessments
and then the first peripheral EOS count. If in
the Investigator’'s opinion, the patient will
not satisfy the EOS criterion based on the
first EOS value (e.g. it is too high), then the
subject will Screen Fail and the site will be
paid for the assessments conducted.
Screen Failures for the remaining criteria or
those determined as S2, S3 or
randomization failures, will be paid based
upon the previously agreed rates related to
completed procedures and after the data
has been entered into the CRF per Section
3.7 of the contract.

The below listed costs for S1 will be
reimbursed, providing the subject
meets the corresponding Inclusion and
Exclusion criteria  and in the
Investigator's  opinion  the initial
peripheral EOS count results suggest
that the subject will not meet the overall
EOS Inclusion Criterion (c). In the event
subject does not meet the eligibility
related to procedures as listed below
except EOS, the Screen Failure will not
be paid. Informed Consent
Demography, Medical history, Asthma
and allergy history,

Prior/concomitant medication inquiry
Vital sigh measurement

Central lab (collect, process and ship)
Pl and SC fee

Total number of S1a Screen Failure
Payments will not exceed maximum of [}
Subjects s without Sponsor approval.

Subjects will be reimbursed for the

screeningem, je definovan jako subjekt, ktery
podepsal schvaleny formulaf informovaného
souhlasu, absolvoval Uvodni screeningové
navstévy, ale bylo zjisténo, ze nespliuje kritéria
zplsobilosti na zakladé vysledkd postupu Gi
analyzy souvisejicich se studii, jez byly
provedeny pfi screeningové navstévé, a neni
randomizovan do studie. Uhrada za subjekty,
které neproSly screeningem, bude provedena dle
stanovené sazby za subjekty, které neproSly
screeningem pfi navstévé 1, uvedené v pfiloze 3.
Uhrada za subjekty, které neproSly screeningem,
bude provedena v pfipadé, ze pracovisté rozdéli
navstévu S1 do vice nez 1 navstévy (S1a a S1b)
a provede pfedem stanovena vySetfeni a poté
prvni pocet perifernich EOS. Pokud pacient
nebude podle Usudku zkouSejiciho schopen na
zakladé prvni hodnoty EOS splnit kritérium EOS
(napfiklad proto, ze je pfFili§ vysoka), subjekt
neprojde screeningem a pracovisti bude
zaplaceno za jiz provedena vySetfeni. Za
subjekty, které neproSly screeningem z duvodu
ostatnich kritérii nebo kritérii stanovenych pro
navstévy S2 a S3, bude zaplaceno na zakladé
pfedem dohodnutych sazeb vztahujicich se na
dokoncené Ukony a poté, co byla data zadana do
CRF podle ¢asti 3.7 smlouvy.

Nize uvedené naklady na S1 budou uhrazeny
za predpokladu, ze subjekt spliuje
odpovidajici kritéria zafazeni a vylouéeni a ze
podle Usudku zkouSejiciho prvotni vysledek
poctu perifernich EOS naznacuje, Ze subjekt
nesplni celkové kritérium pro zafazeni s
ohledem na EOS (c). V pfipadé, ze subjekt
nesplni kritéria zplsobilosti s ohledem na
Ukony uvedené nize s vyjimkou EOS, nebude
za subjekt, ktery neproSel screeningem,
zaplaceno. Informovany souhlas
Demografické udaje, zdravotni anamnéza,
anamnéza astmatu a alergii
Pfedchozi/soubézny potaz na IéCiva

Méfeni zakladnich zivotnich funkci

- Centrélni laboratof (sbér, zpracovani a
zasilani)

- Poplatek hlavnimu zkouSejicimu a za
screeningy

Celkovy pocet plateb za subjekty, kieré neprosly

TEVA-ICON Partnership Tripartite CTA Template, Version No.1 [29 June 2020 ]

ICON #: ; Protocol:
Institution: Fakultni nemocnice Hradec Kralové, Site: 54192; Pl:

; Country: Czech Republic

; Final-22Sep2021

50/60




Czech Republic Tripartite CTA / Trojstranna smlouva o provedeni klinického hodnoceni pro Ceskou republiku

travel/time as agreed previously. screeningem pii S1a, nepresahne maximum i
subjektl bez souhlasu zadavatele.

Withholding percentage as described in | Subjektdm bude hrazeno cestovné a ¢as, jak bylo

section 6 above is not applicable to Screen | odsouhlaseno dfive.

Failure reimbursement. Payment will be

made upon receipt of an undisputed | Na Uhradu subjektl, které neprosly screeningem,

itemized invoice from the Provider. se nevztahuje procento zadrzeni plateb popsané
v Casti 6 vySe. Tato platba bude provedena po
obdrzeni nerozporované faktury s rozpisem
polozek od poskytovatele.

9. Start-up Fee: A one-time Start-up Fee of | Pocateéni _poplatek: Pfijemci platby bude
amount given in the sub-table ,Site Cost” in | uhrazen jednorazovy pocate¢ni poplatek ve vySi
Appendix 3 will be paid to Payee on receipt | ¢astky  uvedené v pod-tabulce ,Naklady
of invoice and after approval of all | pracovis§té” v pfiloze €. 3 po obdrzeni faktury a po
regulatory documents, receipt of the fully | schvaleni veSkeré pravni dokumentace, obdrzeni
executed Agreement, and ICON/Sponsor | pIné podepsané smlouvy a aktivaci
has activated the PROVIDER. POSKYTOVATELE spole¢nosti

ICON/zadavatelem.

10. | REB/EC Fees: REB/EC fees for initial | Poplatky etické komisi: Poplatky etické komisi
review, as well as subsequent REB/EC fees | za Gvodni posouzeni a nasledné poplatky etické
will be reimbursed directly to REB/EC by | komisi budou spole¢nosti ICON uhrazeny pfimo
ICON. etické komisi.

11. | Unscheduled Visits: In the event that a | Neplanované navstévy: V pfipadé, Ze subjekt
Study subject has to perform an | hodnoceni pacient musi absolvovat
unscheduled site visit, the Provider will be | nepldnovanou navstévu pracovisté, poskytovatel
reimbursed per procedure completed as set | obdrzi Uhradu za provedeny Ukon dle pfilohy €. 3.
forth in Appendix 3. All unscheduled visits | VSechny neplanované navstévy budou uhrazeny
will be paid following completion of CRF | po vyplnéni CRF a po obdrzeni nerozporované
and upon receipt of an undisputed itemized | faktury s rozpisem polozek od poskytovatele.
invoice from the Provider.

12. | Site_Level Costs: The Site Level Costs | Naklady na urovni pracovisté: Naklady na
shall be paid within 45 days following issue | Urovni pracovisté budou uhrazeny do 45 dnl po
of invoice accompanied by substantiating | vystaveni faktury, k niz bude pfilozena podplrna
documentation and receipts, and as | dokumentace a Uctenky, a to zplsobem
described within Appendix 3, by email to | popsanym v pfiloze 3, e-mailem na adresu
the address . Poskytovatel
.  'hc | potvrzuje, Ze faktura bude po vystaveni odeslana
Provider confirms that the invoice will be | bez jakychkoli prodlev.
sent without any delays once issued.

13. | Invoiceable Procedures: In the event that | Fakturovatelné ukony: V pfipadé, Ze ukony
the Procedures listed in Appendix 3 are | uvedené v pfiloze 3 jsou vyzadované protokolem
required per Protocol or clinically indicated | nebo jsou Klinicky indikované a je nutné je u
and need to be completed for a Study | subjektu hodnoceni provést, pfijemce platby
subject, Payee will be reimbursed upon | obdrzi Ghradu po obdrzeni faktury s rozpisem
receipt of itemized invoice. Reimbursement | polozek. Uhrada bude podliéhat schvaleni ze
will be subject to ICON/Sponsor approval. strany spole¢nosti ICON/zadavatele.

14. | Additional _ Testing, Treatment _ or | DalSi testy, Iécba nebo uUkony: Pfijemci platby
Procedures: Payee will not be reimbursed | nebudou uhrazeny zadné dalsi testy, Iéc¢ba ani
for any additional testing, treatment, or | Ukony, které nejsou vyzadovany protokolem nebo
procedures not required by the Protocol or | nejsou specifikovany ve smlouvé nebo této
specified in the Agreement or this Appendix | pfiloze 2 a pfiloze 3, pokud takové dalSi testy,
2 and Appendix 3, unless such additional | [é¢ba nebo Ukony nebudou pfedem schvéleny
testing, treatment or procedures are pre- | spole€nosti ICON/ZADAVATELEM.
approved by ICON/SPONSOR.
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15. | Invoices: Invoices should be issued to
ICON and hereafter submitted by e-mail to

the address described below.

Faktury: Faktury je nutné vystavit na spole¢nost
ICON a =zaslat e-mailem na niZze uvedenou
adresu.

Invoices should clearly identify the | Na fakturach je nutné jasné uvadét:
following:
o Payee details & VAT number (If o DIC a platebni udaje pfijemce
applicable) platby (v pfisluSnych pfipadech);

o Name, phone number and email
address of contact to which queries
can be directed.

e jméno, telefonni &islo a e-mailovou adresu
kontaktni osoby, na niz Ize smérovat
dotazy/pfipominky;

o ICON study number | Gz

o ¢islo studie ICON | ) 2/ncbo cisio

and/or protocol number | N protokolu | G
[
e Pl Name and Site Number e jméno hlavniho zkous$ejiciho a €islo
pracovisté;
e [CON PO number (If Applicable) e (Cislo objednavky ICON (v pfisluSnych
pfipadech);

o Date, patient number (If applicable)
and description (Visit completion, Start
up fee, Pharmacy fee etc) of services
provided

e datum, Gislo pacienta (v pFislusnych
pripadech) a popis poskytnutych sluzeb
(absolvovani navstévy, pocatecni poplatek,
poplatek l1ékarné);

¢ Any information required under
applicable law to be included on the
invoice submitted by Payee

e jakékoli informace, které je podle platnych
zakonl nutné uvadét na fakture predlozené
pfilemcem platby.

Invoices shall be addressed to payer as
follows:
(The same address may be used also in
case of necessity to send hard copy
invoice.):

Faktury je nutné vystavit
platce:

(Stejnou adresu lze pouzit i v pfipadé nutnosti
zaslat tiSténou fakturu.):

s nasledujici adresou

ICON Clinical Resesarch Limited

ICON Clinical Resesarch Limited

Investigator Payments Group

Investigator Payments Group

South County Buisness Park,
Leopardstown

South County Buisness Park, Leopardstown

Dublin 18, Ireland

Dublin 18, Irsko

Invoices should be submitted by e-mail to
the address below:

Faktury je nutné zasilat e-mailem na nize
uvedenou adresu:

By e-mail:
]

E-mailem:

Failure to send invoices to this address and
failure to include the details listed above
may result in delayed payment.

Pokud nebudou faktury zaslany na tuto adresu a
nebudou obsahovat vySe uvedené (daje, muze
dojit ke zpozdéni platby.
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APPENDIX 3 PRILOHAC. 3
BUDGET DETAILS ROZP E UDAJE
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APPENDIX 4 PRILOHAC. 4

CERTIFICATE OF INSURANCE CERTIFIKAT POJISTENI
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APPENDIX 5 PRILOHAC.5
BENEFICIARY DETAILS FORM FORMULAR BANKOVNICH UDAJU PRIJEMCE PLATBY
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APPENDIX 6 PRILOHA C. 6
INDEMNITY ODSKODNENI
To be provided separately. Bude poskytnuto samostatné.
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