ICON-Qrion Tripartite Contract —Czech

1.4

1.2

CLINICAL INVESTIGATOR
AGREEMENT - TRIPARTITE

This Agreement  (*“Agreement ") is
entered into this

—Z— 20 Y
and between

ICON Clinical Research Limited
(hereinafter called “ICON")

with a VAT number IE 8201978R
and a place of business at South
County Business Park,
Leopardstown, Dublin 18, Ireland

AND

Nemocnice Jablonec nad Nisou,
p.o.

with Registered number: 00829838
with a VAT number: CZ00829838
Nemacniéni 15, 466 60 Jablonec
nad Nisou Czech Republic,

(hereinafter called the “Institution™)

AND

{hereinafter called the
“Investigator”).

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

BACKGROUND

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

ICON'S client, Orion Corporation
Orion Pharma (hereinafter known as

A Jymibol Of Cat vhence

_ Chnca) Rosoarch

SMLOUVA O ZABEZPECENI A .
PROVEDENI KLINICKEHO HODNOCEN
- TROJSTRANNA

TATO SMLOUVA (déle jen ,SMLOUVA*) se

uzavira dne 24 -11. 2014

mezi

ICON Clinical Research Limited

(dale jen ,ICON"),

DIC IE 8201978R,

se sidlem South County Business Park,
Leopardstown, Dublin 18, Irsko

A
Nemocnice Jablonec nad Nisou, p.o.
ICO: 00829838

DIC: CZ00829838
Nemocniéni 15, 466 60 Jablonec nad Nisou

Ceska republika,

(déle jen ,ZDRAVOTNICKE ZARIZENI“)
A

(dale jen ,ZKOUSEJICI).

Zdravotnické zafizeni a Zkousejici dale jen
+ZDRAVOTNICKE
ZARIZENIZZKOUSEJICI, a to v pFipadech,
kdy jsou tyto subjekty minény ve Smiouvé
spole¢né.

PREDMET A UCEL SMLOUVY

ICON je smiluvni vyzkumna organizace,
jejiz hlavni ginnosti je navrhovani, zahajeni
a fizeni klinickych hodnoceni tykajicich se
lidského subjektu a poskylovani dalsich
souvisejicich  sluzeb pro  vyrobce
farmaceutickych produkti.

Klient spole€nosti ICON, Orion Corporation
QOrion Pharma (dale jen ,ZADAVATEL")

ICON-Orion EU Master CTA V1 Czech V1
Protocol 3104007_sile 5304 Nemocnice Jablonec n. NisouF vi_Final
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1.4

1.5

2.1

22

the “Sponsor”) is developing an
investigational product called ODM-
201 (hereinalter  called the
“Investigational Produet”) for use in
patients with non-metastatic
castration-resistant prostate cancer.
The parties acknowledge that such
Sponsor shall have the right to
assign its sponsorship of the Study
in accordance with Section 15.1.2.

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

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

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

IT IS HEREBY AGREED AS
FOLLOWS:

DEFINITIONS

As used in this Agreement, the
following terms shall have the
meanings set out below:

Case Report Form (CR

Report in a format prepared by the
Sponsor and/or ICON in accordance
with the Regulations (as hereinalter
defined) and completed by the
Investigator  documenting  the
administration of the Investigational
Product to participants, as well as all
tests and observations related to the
Study (as hereinafter defined).

Clinical Investigator Brochure

A brochure provided by the Sponsor
that contains a set of clinical and
non-clinical data on the
Investigational Product(s) which are

ICON-QOrion EU Master CTA V1 Czech V1
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A Dartrol Of TaLshpres

vyvijl hodnocené Ié¢ivo s nazvem ODM-
201 (ddle jen ,HODNOCENE LECIVO") za
ucelem jeho aplikace u pacientl
s nemetastazujicim kastraéné rezistentnim
karcinomem prostaty. Strany berou na
védomi, Zze takovy Zadavatel bude mit
pravo zadat Studii v souladu s &lankem
15.1.2.

Zdravotnické zatizeni a jeho zaméstnanci,
véetng, nikoliv véak wylu¢ng, Zkousejiciho,
maji zkuSenosti s hodnocenim a Ié€bou
pacientl s indikaci karcinom prostaty.

Spoletnost ICON si pfeje smluvné zavazat
Zkousejiciho k provedeni klinického
hodnoceni za  ufelem  zhodnoceni
hodnoceného |éCiva a  Zdravotnické
zafizeni/Zkousejici si pfeje toto klinické
hodnacenl provést.

Zdravotnické zatizeni souhlasi s udasti
Zkousejiclho na provadéni vySe uvedené
klinického hodnoceni jménem
Zdravotnického zafizeni.

TIMTO BYLO DOHODNUTO
NASLEDUJICI:

DEFINICE

Poimy pouZité vtéto Smiouvé budou mit
nasledujici vyznam:

Z4znam subjektu hodnoceni

Zaznam ve  formatu pfipraveném
Zadavatelem a/nebo spoleénosti ICON
v souladu s platnymi Pravnimi pfedpisy (jak
definovano nize), zpracovany Zkousejicim,
ktery dokumentuje podavani Hodnoceného
[é¢iva ucastnlkim, a rovnéz vSechny testy
a pozorovani souvisejici s Klinickym
hodnacenim (jak popsano nize).

Soubor informaci pro zkousejiclho
Soubor informaci poskytovany
Zadavatelem, ktery obsahuje souhrnné

klinické a neklinické udaje o hodnoceném
lé&ivu{ech), které se vztahuiji ke klinickému

‘_,vl _Final
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2.3

2.4

2.5

2.6

2.7

important for clinical trials performed
on the Qualified Participants and
that contains summary information
of all studies carried out during the
development of the Investigational
Product.

EDA

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

Informed Consent Form

The form prepared by ICON/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, ICON, and the IEC/ SUKL
{as hereinafter defined), approved
by the IEC/ SUKL and signed and
dated by all participants or their legal
representative(s) before they begin
to participate in the Study.

Investigational Product

The Investigational Product(s) which
isfare the subject matter of the
Protocol.

JEC (Independent Ethics Committee)

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

SUKL
State Institute for Control of Drugs

Protocal

The details of the Study (including
particularly  aim,  organization,
meihods, statistic balances and
organization of clinical research)
contained in Protocol number
3104007, [and which is attached as
Appendix 1 to this Agreement - if

ICON-Orion EU Master CTA V1 Czech V1
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A Symiid Of Cacolance

hodnoceni na lidskych subjekitech a
obsahujici informace o v$ech klinickych
hodnocenich uskuteénénych béhem vyvoje
Hodnoceného lédiva.

FDA

Americky Ufad pro potraviny a léky (FDA).

Formulaf informovaného souhlasu

Formulaf plipraveny
ICON/Zadavatelem

platnymi Pravnimi  pfedpisy (které jsou
definovany nize), pfedevéim pak s
vyhlaskou &. 226/2008 Sb., kterou se
stanovuje spravna klinicka praxe a blizsi
podminky klinického hodnoceni légiv, ve
znéni pozdéjSich predpisl, na zakladé
konzultace se Zadavatelem, spoleénosti
ICON a NEK/SUKL (které jsou definovany
nize), ktery byl schvalen NEK/SUKL a byl
podepséan vSemi subjekty nebo jejich
pravnim zastupcem(ci) pfed zahajenim
jejich ucasti v Klinickém hodnoceni.

Hodnocené lécivo

Hodnacené/a lécivo/a, které/d jeljsou
pfedmétem Protokolu (jak je definovano
nize).

spolecnosti
v souladu s

NEK (Nezavisla etickd komise)

Vybor, komise nebo jind skupina formaing
vytvofena za ulelem kontroly, schvaleni

zahajeni a provadéni kantroly
biomedicinckych  vyzkum zahrnujicich
lidské subjekty.

SUKL

Statni Ustav pro kontrolu légiv
Protokol

Podrobnosti Klinického hodnoceni (véetné
cille), plénu, metodologie, statistické
rozvahy a uspofaddni studie) obsaené
vPROTOKOLU CISLO 31004007, [ktery
tvofi piflohu &, 1 této Smlouvy — pokud neni
pfiloZzen, musite uvést datum finini verze]
spoletné se vdemi dodatky (které byly mezi

Fw Final
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2.8

2.9

it is not attached - you must
relerence the date of the final

version] together  with  any
amendments (as agreed by the
parties) made thereto is

incorporated herein by reference as
part of this Agreement. The Protocol
fully complies with the Regulations
(as hereinafter defined).

Qualified Participant

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

Reqgulations

Any relevant legislation, particularly
Act No. 378/2007 Coll., on Drugs, as
amended, Decree No. 226/2008
Coll., on good clinical practice and
closer conditions of clinical research
of medicinal products, as amended,
codes or guidelines directly or
indirectly related to the conduct of
the Study including but not limited to
(as applicable) the Clinical Trials
Directive 2005/28/EC and its
transforming legislation in the
relevant countries of the European
Union, the ICH GCP Guideline
(January 1997) (“GCP"), and/or any
other relevant applicable legislation,
codes or guidelines (including
without limitation the (US) Federal
Food, Drug and Cosmetic Act)
issued by any Regulatory Authority.
For the avoidance of doubt such
legislation, codes or guidance shall
include those related to the
protection and privacy of the
personal data of individuals.

LS ON

A Syt of Eacoloncw

Clinical Recoarch

stranami uzavieny), jenz je zapracovan do
této Smilouvy jako jeji soucdst. Protokol je
ping vsouladu s platnymi  Pravnimi
predpisy (jak definovano nize).

ZpUsobily subjekt hodnoceni

Jakykoliv mozny subjekt, ktery pfi vstupu do
|é¢ebnych fdzi Klinického hodnoceni
splfuje vsechna zafazujlcli kritéria a
nespliivje 2adné z vyluCovacich kritérii,
ktera jsou stanovena v Protokolu a
podepsal platny Formulaf informovaného
souhlasu schvaleny EK/SUKL.

Pravni pfedpisy

Jakékoliv  relevantni  pravni  piedpisy,
zvlasté zakon &. 378/2007 Sb., o létivech,
ve znéni pozdéjsich pfedpist, vyhlaska &.
226/2008 Sb., kterou se stanovuje spravna
klinickd praxe a blizsi podminky klinického

hodnoceni [éCiv, ve znéni pozdéjSich
piedpisl, zakoniky nebo pokyny pfimo &i
nepfimo souvisejici s provadénim

Klinického hodnoceni véetn&, nikoliv viak
vwyluéné (pokud je to relevantni) Smérnice
2005/28/ES pro klinickd hodnoceni 1é¢iv a
jeji transformované legislativy v piislusnych
zemich Evropské Unie, ICH Smeérnice pro
spravnou klinickou praxi (leden 1987) (dale
jen ,GCP"), a/nebo jiné relevantni platné
pravni pledpisy, sbirky zAkonl nebo
sméric (mimo jiné véetné (USA)
federdiniho zékona o potravinach, légivech
a kosmetickych pfipraveich) vydanych
jakychkoliv Kontrolnich ufadd. Za ucelem
vylouéeni pochybnosti tyto pravni pfedpisy,
zakoniky a pokyny zahrnuji pravni piedpisy,
zékoniky a pokyny souvisejici s ochranou a
soukromIm osobnich udajl jednotlivel.

ICON-Orion EU Master CTA V1 Czech V1
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2.10

2.1

2111

2.11.2

Requlatory Authority

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 Medicines Agency
(“EMA"), the FDA, the SUKL and the
Czech Office for Personal Data
Protection.

Serious Adverse Event

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

A) results in death,

B) is life-threatening,

C) requires inpatient hospitalisation
or  prolongation of  existing
hospitalisation,

D) results in persistent or significant
disability / incapacity,

E) is a congenital anomaly / birth
defect.

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

ICON-Orion EU Master CTA V1 Czech Vit
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Jakykoliv vladni, spravni nebo profesni
organ majici dle pfislusnych pravnich
pfedpist  opravnéni regulovat a/nebo
uplatiovat Pravni pfepisy na provadéni
klinickych hodnoceni a vsechny dalsi
zéleZitosti s tim souvisejici a/nebo narodni
¢i nadnarodni organ odpovédny za udéleni
souhlasu v piislusné zemi nebo nadnarodni
skuping zemi véetné, nikoliv vSak vyluéné
Evropské agentury pro hodnoceni légdiv
{European Medicines Agency) (déle jen
«EMA"), FDA, Stélni ustav pro kontrolu Ié&iv
(SUKL) a ¢esky Ufad pro ochranu osobnich
tadaji.

Zéavazna nezadouci piihoda

Jakykoliv neofekdvany I|ékafsky nalez,
ktery v jakékoliv davce (podle §3 odstavce
3 — 6 zakona &. 378/2007 Sb., o lécivech,
ve znéni pozdéjsich predpisi):

vede ke smrii

je Zivot ohroZujici,

vyZaduje hospitalizaci pacienta a nebo
prodlouzenf stavajici hospitalizace,

vede ktrvalé & vyznamné zdravotnf
nezplsobilosti / invalidité,

vyvolava kongenitalni anomalii / vrozenou
vadu.

Zavazné zdravotni piihody, kileré nemusi
vést ke smrti, byl Zivot ohrozujici &
vyZadovat  hospitalizaci, mohou byt
povazovany za zavainou nezadouci
pfihodu v pilpadé, kdy na zakladé
plislusného |ékafského posouzeni mohou
ohrozit subjekt a tak vyzadovat lékafsky &i
chirurgicky zakrok za ugelem odvraceni
nédsledkt uvedenych vtéto definici. Mezi
pfiklady téchto lékai'skych pfipadit patii
alergicky  astmaticky  zachvat, ktery
vyZaduje intenzivni osetfeni na pohotovosti
¢i doma, dale krevni dyskrazie nebo
zachvaty, které nemaji za nasledek
hospitalizaci pacienta.

FVI _Final
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2.12

2.13

3.1.2

3.13

Site

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

Study

The clinical study known as A
multinational, randomised,
double-blind, placebo-controlled,
phase lll efficacy and safety study
of ODM-201 in men with high-risk
non-metastatic castration-
resistant prostate cancer

to be conducted according to the
Protocol.

CONDUCT OF STUDY

Compliance

The Investigator shall conduct the
Study, according to the Protocol, the
Regulations, this Agreement ,
written instructions of ICON and the
terms of the approval for the Study
from the IEC and conditions stated
in permission of SUKL or, where
permission is not  required,
conditions  determined in the
respective announcement.
Institution/Investigator shall use all
reasonable efforts to enrol 1
Qualified Participant by 16 weeks,
as defined by the Protocol.
Recruitment is competitive among
sites participating in the Study,
Qualified Participants enrclment will
be stopped, once all Qualified
Participants are recruited in the
Study, unless such number of
Qualified Participants time for
recruitment and/or completion is
amended by ICON or Sponsor in
writing.

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

The Protocol may only be amended
with the prior written Agreement of

ICON-Qrion EU Master CTA V1 Czech V1
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Pracovisté

Jakékoliv miste ¢&i mista, kde Zkousejici
provddi Klinické hodnoceni v souladu s
touto Smlouvou.

Klinické hodnoceni

Klinické hodnoceni
Mezindrodni, randomizovand, dvojité
zaslepend, placebem kontrolovana
studie faze Il hodnotici Gcinnost a
bezpetnost pripravku ODM-201 u muzu
ohrozenych vysokym rizikem
nemetastazujiciho kastracné
rezistentniho karcinomu prostaty, které
se provadi dle Protokolu.

zZnameé jako

PROVADENI KLINICKEHO HODNOCENI

Soulad provadéni klinického hodnoceni se
zadanymi podminkami

Zkousejici bude Klinické hodnoceni
provadét v souladu s Protokolem, Pravnimi
pfedpisy, toutc Smlouvou, pisemnymi
pokyny spoleénosti ICON a podminkami
souhlasu s  provedenim  Klinického
hodnoceni udéleného NEK a podminkami
souhlasu SUKL, nebo, pokud souhlas neni
vyzadovan, podminkami  piislusného
vyjadreni.

Zdravotnické zafizeni/ZkouSejici vynaloZzi
veskeré piimé&fené usili, aby zafadili 1
zplsobily subjekt hodnoceni 16 tydnl, jak
je stanoveno v Protokolu. Zafazovanl se
provadi formou soutéze mezi Pracovistémi
zuCastnénymi  ve  studii. Zafazovani
Zpusobilych  subjektl  hodnoceni bude
zastaveno, jakmile bude do studie zafazen
pozadovany potet ZpUsobilych subjekth
hodnoceni, pokud oviem spalednost ICON
nebo Zadavatel tento potet pozadovanych
Zpusobilych subjektl hodnoceni a/nebo
datum ukon&eni pisemné nezméni

Protokol bude povazovan za finalni, jakmile
dojde k wudeéleni souhlasu ze strany
prislusné/piislusnych NEK a souhlasu
SUKL, nebo pokud nenl Klinické hodnoceni
zamitnuto.

Protokol mize byt ménén pouze na zakladé
pfedchozl pisemné dohody smluvnich

_w _Final
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3.2

3.2.1

3.2.2

the parties. In the event that the
Investigator wishes to propose 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
andfor SUKL (or as may be
otherwise required by |EC and/or
SUKL stipulations or Regulations)
The Investigator may only 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 ICON and the
IEC and/or SUKL in writing thereof.

Serious Adverse Event Reporting

The Investigator shall fully comply
with adverse event provisions of the
Protocol. In the event of any
omission of or in such provisions or
in the event of the conflict of such
provisions with the Regulations, then
the Regulations shall apply in
relation thereto.

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

LSO N

A Sywibol of Crcelence

Clnical Rosoarcht

stran. V pfipadé, Ze si Zkousejici pieje
navrhnout upravu Protokolu, u€ini o tom
Zkousejici oznameni spoleCnosti ICON a
NEK a/nebo SUKL, které bude chsahovat
uplné podrobnosti a odilivodnéni
zamysleného odchyleni, a to alespofi (10)
pracovnich dni pfedem (nebo jak poZaduiji
pledpisy NEK a/nebo SUKL nebo Pravni
pledpisy). Zkousejici se mize od Protokolu
odchylit pouze tehdy, kdy ZkouSejici
rozumné zvdzi, Zze tolo odchyleni je
nezbytné za ucelem feSeni naléhavého
pfipadu pacienta a v pfipadé takového
odchyleni bude ZkouSejlci neprodlené
pisemné informovat spole¢nost ICON a
NEK a/nebo SUKL.

Hlaseni zavazné nezadouci piihody

Zkousejici bude jednat plné v souladu s
ustanovenimi Protokolu o nezéadoucich
pfihodach. V pfipadé opomenuti téchto
ustanoveni, jejich neuplnosti nebo v
pfipadé rozporu té&chto ustanoveni s
Pravnimi pfedpisy se v této souvislosti
uplatni Pravni pfedpisy.

Zkoudejici bude rovnéZz v souladu s
Pravnimi  pfedpisy  vidy  okamzité
informovat NEK a/nebo SUKL o kazdé

Study in accordance with the 2zavainé nezadoucl pfihodé, k niz doslo v
Regulations. prib&hu Klinického hodnoceni.
3.3 CLlinical Study Site File Dokumentace tvkajici _se  Klinického
hodnoceni provadéného na Pracovisti
3.3.1 Creation of Clinical Study Site File Vytvoien|  dokumentace tykajici se
Klinického hodnoceni provadéného na
Pracovisti

3.3.1.1

Before commencement of the Study,
the Investigator, with the assistance
of ICON, shall set up a file, which
shall include the documents below

Pfed zahajenim Klinického hodnoceni
Zkousejici ve spolupraci se spolecnosti
ICON wytvoii dokumentaci, kterd bude
zahrnovat nize uvedené dokumenty (dale

{hereinafter called the “Clinical jen “DOKUMENTACE TYKAJICI SE
Study Site File") a copy of which KLINICKEHO HODNOCENI
initial Clinical Study Site File shallbe PROVADENEHO NA  PRACOVISTI").

promptly sent to ICON:

Kopie zékladni Dokumentace tykajici se
Klinického hodnoceni provadéného na
Pracovisti bude neprodlené zaslana
spoleénosti ICON:

ICON-Orion EU Mastar CTA V1 Czech V1
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3.3.2

3.3.241

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

B) Written |EC/ SUKL approval of
the Protocol; and

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

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

E) The financial disclosure
documentation as delined in
Section 5.5 below.

F) Permission of SUKL or

notification on announcement made
to SUKL

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

Maintenance of the Clinical Study
Site File

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

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

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

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

D) General correspondence relating
to the Study, and

E) Investigational
accountability forms, and

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

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

Product

ICON-Qrion EU Master CTA V1 Czech V1
Protocol 3104007 _site 5304_ Nemocnice Jablonac n. Nisou
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Seznam jmen, titull a povolani kazdého
tlena NEK a

Pisemné schvaleni Protokolu ze strany
NEK a SUKL a

Schvaleny Formulai  informavaného
souhlasu ze strany NEK a SUKL a

Aktualni Zivotopis Zkousejiciho a vSech
dalsich zaméstnancl Pracovisté, ktefi
vykondvaji jakoukoli funkci souvisejici
s Klinickym hodnocenim a

Dokumentace tykajici se finanénl a
majetkové nezavislosti, ktera je definovana
v Elanku 5.5 nlze.

Schvéleni SUKL nebo ohlaseni Klinického
hodnoceni zaslané na SUKL.

Dalsf dokumenty a informace v souladu s
Pravnimi pfedpisy, zvlasté pak se zakonem
¢. 378/2007 Sb., ve znéni pozdéjsich
piedpistl a jeho pfiloh.

Vedeni Dokumentace tykajici se Klinického
hodnoceni provéddéného na Pracovisti

V prib&hu Klinického hodnoceni bude
Zkousejici vést Dokumentaci tykajici se
Klinického hodnoceni provddéného na
Pracovisti v souladu s podminkami télo
Smilouvy a aktualizovat ji zafazovanim
nasledujicich  dokumentll, kieré bez
prodleni poskytne spoleénosti ICON:
Viechny dodatky k Protokolu a zdznam
tykajici se jakychkoliv  planovanych
odchylek od tohoto Protokolu vietné
dodatki Protokolu a hlaseni.

Veskerou korespondenci s NEK/SUKL,
véetné pravidelnych hlaseni a souhlast a

Aktudini knihu vdech navstév v souvislosti
s Klinickym hodnocenim na Pracovisti a

VSeobecnou korespondenci vztahujici se
ke Klinickému hodnaceni a

Doklady 0 dopocitatelnosti/evidenci
Hodnoceného lédiva a

Dalsi dokumenty, materialy ¢i inlormace,
kieré bude ICON a/nebo ICON jménem
Zadavatele  prib&zné pozadovat &i
poskytovat.

Schvaleni SUKL nebo ohlaseni Klinického
hodnocenl zaslané na SUKL.
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3.3.22

3.3.3

3.3.3.1

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

The Investigator/Institution agrees to
permit ICON, the Sponsor, their
respective authorized
representatives and/or any
Regulatory Authority to have on Site
access to any information relating to
the Study during normal business
hours or as otherwise required by
Regulations.

Retention/Transfer of Clinical Study
Site File

The Inslitution/Investigator  shall
retain records and documents
pertaining to the conduct of the
Study and the distribution of the
Investigational Product in
accordance with the requirements of
4.9 of GCP. The Investigator and the
Institution agree to preserve all
documentation about the conduct of
the clinical Study and documentation
related to the trial subjects until
Sponsor or the ICON inform the
Institution or the Investigator that
further  preservation is not
necessary, but at least for 5 years
from the date the clinical Study is
completed. The identification codes
of the trial subjects will be preserved
by the Institution/Investigator for the
period of at least 15 years. If any
source data are kept on computer
files only, for the purpose of source
data verification, the Investigator
agrees to make a print out of all data
related to the trial subjects relevant
to the clinical Study. These print-
outs will be dated and signed by the
Investigator and duly retained as
source documents. Upon the
expiration of the retention period,
Institution/Investigator shall contact
Sponsor's central archivist at the
following email address;
Archives@orion.com , to seek for
approval to destroy the Clinical
Study Site File and/or other records
or to agree that the Clinical Study
Site File are retained for a longer
period, if necessary, at Sponsor's

ICON-Cricn EU Master CTA V1 Czech V1
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Dal3i dokumenty a informace v souladu s
Pravnimi podpisy, zvlasté pak se zakonem
¢ 378/2007 Sh.,, ve znéni pozdéjsich
pfedpisl.

Zkousejici/Zdravotnické zafizeni souhlasi,
ze umozni spoletnosti ICON, Zadavateli,
jejich  povéfenym  zastupcim a/nebo
jakémukoliv Kontrolnimu Ufadu pfistup na
Pracovisté ke viem informacim
souvisejicim s Klinickym  hodnocenim
béhem obvyklé pracovni doby nebo jak
vyzaduji Pravni pfedpisy.

Uchovavani/Prevedeni
tykajici  se Klinického
provadéného na Pracovisti

Dokumentace
hodnoceni

Zdravotnické  zatizeni/Zkousejici bude
uchovavat zdznamy a dokumenty vztahujici
se kprovadéni Klinického hodnoceni a
distribuci Hodnoceného lééiva v souladu s
pozadavky ¢&lanku 4.9 Spravné klinické
praxe. ZkouSejici a Zdravotnické zafizeni
se zavazuji uschovat veskerou
dokumentaci © provedeni Klinického
hodnoceni i dokumentaci vztahujlci se k
Subjektim hodnoceni az do doby, kdy
Zadavatel nebo ICON oznami Zkousejicimu
& Zdravotnickému zafizeni, Ze dalsi
uschovavani dokumentace neni potfeba,
nejméné vséak po dobu 5 let od data

ukonéeni Klinického hodnoceni.
ldentifikaéni kody subjektll  hodnoceni
budou Zdravotnické zaflzeni/Zkousejici

uchovavat nejméné po dobu 15 let. Pro
ptipad, Ze prvotni udaje budou dostupné
pouze v elekironické podobe, zavazuje se
Zkousejlci pro Ugely jejich ovéfeni pofidit
vytisky te&ch dat, kterda se tykaji Subjektd
hodnoceni a jsou vyznamna pro Klinické
hodnoceni. Tyto vytisky budou opatfeny
datem a podpisem Zkousejiciho a fadné
uchovény. Po vyprSeni doby uchovévani se
Zdravotnické zafizeni/Zkou$ejici obrati na
hlavniho archivale Zadavatele na emailové
adrese Archives@orion.com a vyzadaji si
souhlas k likvidaci Dokumentace tykajici se
Klinického hodnoceni provddéného na
Pracovisti a/nebo ostatnich zdznaml, nebo
aby v pfipadé nutnosti souhlasili s tim, 2e
Dokumentaci  tykajici se Klinického
hadnocenl ulozi na deléi obdobi, a to na
naklady Zadavatele v pfiméfené vysi.

e
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3.3.3.2

34

3.4.1

34.2

3.4.3

4.1

4.1.1

reasonable expense.

Should the Investigator leave his or
her practice at the Institution before
the periods referred to in 4.9 of GCP
have expired, the Institution shall
nominate another person in writing
to ICON to be responsible for
maintenance of Study records.
ICON on its own behalf or that of the
Sponsor shall have the right to
approve or reject the nominated
replacement person.

Study Participants
The Investigator/Institution
ensure that:

shall

The Investigator shall include only
Qualilied Participants in the Study.

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

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

RESOURCES AND MATERIALS
Resources

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

ICON-QOrion EU Master CTA V1 Czech V1
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Jestlize Zkousejicl ukonéi vykon ¢innosti ve
Zdravotnickém zafizeni pfed uplynutim
doby wuvedené v ¢&lanku 4.9 GCP,
Zdravotnické zafizeni urli pisemn& pro
ICON jinou osobu, ktera bude odpovédna
za vedeni zaznamu Klinického hodnoceni.
Spole¢nost ICON bude svym vlastnim
ijménem nebo jménem  Zadavatele
opravnéna navrhovanou oscbu schvalit &i
zamitnout.

Subjekty hodnoceni
Zkousejici/Zdravotnické zafizeni zajisti, Ze:

Zkousejici zaradi do Klinického hodnoceni
pouze Zpusobilé subjekty.

Zkousejici pouzijle pouze nejnovEjsi
Formular informovaného souhlasu
schvaleny Zadavatelem, spolecnosti ICON,
NEK a SUKL.

Pfed zafazenim Zpusobilych subjekty do
Klinického hadnoceni Zkousejici zkantroluje

se Zpusobilymi  subjekty  hodnoceni
viechny podrobnesti a  pozadavky
Protokolu a Formulafe informovaneho
souhlasu.

ZDROJE A MATERIAL

Zdroie

Zdravotnické zatizeni souhlas{
s poskytnutim veskerého vhodného

persondlu, zafizeni a dalSich zdroju, které
jsou nezbytné k fadnému pinéni povinnosti
Zkousejiciho a Zdravotnického zafizeni
v souladu s touto Smlouvou a Protokolem.
Zdravotnicke zaflzeni zafidi dostupnost
koordinatora Klinického hodnoceni
kvalifikovaného na zakladé dosazeného
vzdélani a/nebo zkusenostl s fizenim vSech
administrativnich  funkei na  Pracovisti
{(v€etné, nikoliv vdak vylu¢né, pravidelnych

schizek se spoleénosti ICON nebo
2astupci Zadavatele) (ddle jen
,KOORDINATOR KLINICKEHO

HODNOCENI"). V ptipade, ze Koordinator
Klinického hodnoceni nebude na Pracovisti
dostupny, Zdravotnické zafizeni zajisti, ze
tuto odpovédnost pfevezme Zkousejici.

- o
0
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4.2

4.2.1

5.2

524

Materials

ICON shall provide or shall ensure
that the Sponsor provides to the
Institution/Investigator the required
quantities of the Investigational
Product, and any other Study
materials required (e.g. Case Report
Forms) for the Study, as set forth in
the Protocol.

CERTAIN COVENANTS OF THE
PARTIES

Patient Recruitment

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

Case Report Forms

The Investigator or his/her designee
shall legibly and accurately complete
Case Report Forms, provided by the
Sponsor or ICON and shall submit
them within forty eight (48) hours of
obtaining the data. The Investigator
shall be present and give these
forms and make available any
source documents related to the
Study, to representatives of Sponsor
or ICON at periodic monitoring visits
or otherwise promptly upon request.
Such ICON monitoring visits and
data collection shall be conducted
approximately every 4 months but
no later than 6 months. The first on-
site visit is recommended as soon
as possible after the first subject is
randomized at site, preferably within
2 weeks but no longer than 4 weeks
after randomization. The next on-site
visit is recommended to occur 6
weeks after the first on-site visit.

JCON-QOrion EU Mastar CTA V1 Czech V1
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Material

ICON poskytne nebo zajisti, Ze Zadavatel
poskytne Zdravotnickému
zatizeni/Zkousejicimu pozadované

mnozstvi Hodnocenéha lé¢iva a jakykoliv
dalsi material pro Klinické hodnoceni {napt.
Zaznamy subjektu hodnoceni), jak je
uvedeno v Protokolu.

URCITE ZARUKY SMLUVNICH STRAN

Nébor pacientl

Zkousejici vyvine maximalni dsili k tomu,
aby ziskal pouze Zpisobilé subjekty
hodnoceni a aby védomé nepfijal subjekty,
které dle jeho nejlepsiho odborného tsudku
dostate¢né nespliiuji kritéria stanovena pro
Zpusobily subjekt hodnocenl.

Aznamy subjektu hodnoceni

Zkousejici nebo jim zmocnéné osoba
v titelné podobé a pfesné vypini Zaznamy
subjektu hodnoceni, které mu/ji Zadavatel
nebo ICON poskytne, a tyto zdznamy do 48
hodin od okamziku zjisténi dat vypin&né
odedle. Zkousejlci na zakladé Zadosti tyto
zaznamy bez prodleni pfeda zastupcOm
Zadavatele nebo spolednosti ICON a
zpfistupnl jim jakékoliv zdrojové dokumenty
souvisejicl s Klinickym hodnocenim  pfi
pravidelnych kontrolnich navétévach nebo
jinak. Tyto kontrolni navitévy spolecnosti
ICON a odbér udaju budou uskutediiovany
piiblizné kazdé 4 mésice, nejdéle kazdych
6 meésicl. Prvni kontrolni on-site navétéva
se uskutetni co nejdfive po randmizaci
prvniho subjektu, nejlépe v dobé do dvou
tydnd, nejpozdéji v dobé do &tyf tydnd po
randomizaci. Nasledujici navétéva by se
méla konat 6 tydnd pro prvni kontrolni
navitéve. Zkousejici se zavazuje, Ze bude
b&hem  kontroinich navstév  osobné
piitomen.

Fw _Final
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5.3

5.3.1

53.2

54

5.4.1

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.

Publication

Sponsor wishes to collaborate with
the Investigator to publish Study
results in scientific journals and
other arenas as promptly as
possible  without compromising
accuracy. In the case of a mulli-
centre study, the Investigator may
not make any publications until a
joint publication based on data from
all participating centres has been
published. The requirements set
forth in the Protocol shall be strictly
adhered to by the Investigator when

publishing Study results.

The Institution/Investigator shail not
use the names of the Sponsor
and/ar ICON in any form of public
information, without the appropriate
party's  prior written  consent.
Notwithstanding the above, ICON or
Sponsor shall have the right to make
appropriate  registration  entries
pertaining to the Study on

www.clinicaltrials.gov.
Timelines

The Investigator shall use his or her
best efforts to complete the Study in
accordance with the timelines as set
out in Appendix 2 to this Agreement
(as may be reasonably amended
from time to time in writing by
ICON).

ICON-Orion EU Master CTA V1 Czech V1
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Zkousejici poskyine zastupclim spoleénosti
ICON uplnou a weasnou soudinnost pfi
feSeni jakychkoliv nesouladl, chyb ¢&i
chybgjicich informaci v Zaznamech
subjektu hodnoceni. Zkousejici poskytne
spoleénosti ICON pomoc pifi uskuteéiiovani
auditl pivodnich pfipadovych zaznami,
laboratornich zprav, a/nebo
nezpracovanych zdrojovych udajl, jez jsou
podkladem pro data uvedena v zdznamech
subjektu hodnoceni. Tyto audity budou
uskute¢riovany sfadnym  zohlednénim
duvérnosti pacientd.

Zvefejnéni/Publikace

Zadavatel si pieje vydat ve spolupraci se
Zkousejicim vysledky Studie ve védeckych
¢asopisech a ostatnich doménach, a to co
nejrychleji a aniz by byly kompromitovany
vysledky. V pfipadé multicentrické studie
Zkousejici nevyda zadneé vysledky, dokud
nebudou vyddny spoletné vysledky
zaloZzené na datech ze vdech zd¢astnénych
Pracovist. Zkousejici bude pfi vydavani
vysledkli Studie duUsledné dodrzovat
poZadavky stanovené v tomto Protokolu.

Zdravotnické zafizeni/Zkousejici nepouzije
bez piislusného pisemného souhlasu
pfislusné strany obchodnl firmu Zadavatele
¢i spole¢nosti ICON v Zadné formé vefejné
informace. Bez ohledu na to bude mit
spoleénost ICON nebo Zadavatel pravo
uvést pfiméfené zaznamy o registraci

tykajici se této Studie na
www.clinicaltrials.gov.

Dodrzeni Ihuty

Zkousejici je  zavazan  k dokonceni

Klinického hodnoceni v souladu se Ihutou
stanovenou v Pfiloze &. 2 této Smlouvy
(ktera muize byl vpribé&hu hodnoceni
spoleénosti  ICON rozumné upravena
pisemnou formou}.

R
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Financial Disclosure

The Investigator shall complete and
return to ICON or the Sponsor in a
timely manner, financial certification
or disclosure forms, as applicable,
provided to the Investigator by ICON
or the Sponsor. The Investigator
shall also complete and return to
ICON or the Sponsor, all disclosure
updates, as so instructed by ICON
or the Sponsor, for the duration of
the Study, and for one year
thereatter.  The Institution shall
ensure that all sub investigators,
performing a Study-related function
shall complete and return all
financial certification/disclosure
forms as described in this Section
5.5.

Conflict

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

INVESTIGATOR

Right to Enter Agreement

The Investigator warrants and

represents that:

The Investigator has the right to
enter into this Agreement, and

All consents required to enter this
Agreement have been acquired,
copies of which are attached, if
appropriate hereto, and

The Investigator is permitted to enter
this Agreement, and

A) the terms of this Agreement are
consistent with the Investigator's
present obligations, and

A Dymbol of Bacsbers o

Cunleal Reagarch

Potvrzeni o finanéni a majetkove
nezavislosti

Zkoudejici véas wvypIni a odevzda
spole¢nosti nebo Zadavateli potvrzen! nebo
certifikdt o finanéni nebo majetkové
nezavislosti (podle toho, ktery formulaf je
pozadovan), jenz Zkousejicimu poskytla
spoleénost ICON nebo  Zadavatel.
Zkousejici rovnéz vypIni a odevzda
spoleénosti ICON nebo Zadavateli na
zakladé pokynu spolednosti ICON nebo
Zadavatele veskera aktualizovana
potvrzeni nebo certifikdty o finan&ni nebo
majetkové nezdvislosti, a to jak béhem
provadéni Klinického hodnoceni, tak po
dobu jednoho roku poté. Zdravotnickeé
zafizeni zajisti, Ze vSichnt spolupracovnici
Zkousejlciho,  ktefi  vykonadvaji  funkci
souvisejici s provadénim Klinického
hodnoceni, vyplni a odevzdaji potvrzenl|
nebo certifikaty o finanéni nebo majetkové
nezavislosti uvedené v tomto &ldnku 5.5,

Konflikt

Zdravotnické zafizeni/ZkouSejici nebude
béhem trvani této Smlouvy provadét
jakeékoliv jiné Kklinické hodnoceni, které by
mohle  nepfiznivé  ovlivnit  schopnost
Zdravotnického zafizeni/Zkousejiciho plnit
své povinnosti vyplyvajici z této Smiouvy.

ZKOUSEJiCi

Prava uzaviit Smlouvu

Zkousejicl zaruéuje a &ini prohlaseni, ze:
Je opravnén uzavfit tuto Smlouvu a

Ziskal vsechny souhlasy vyzadované za
ucelem uzavienl této Smlouvy, jejichZ kopie
jsou pfipojeny, pokud je to relevantni, k této
Smlouvé a

Zkousejici je opravnén k vykonu sluzeb dle
této Smiouvy a

Podminky této Smilouvy se shoduji se
soucasnymi zavazky Zkousejiciho a
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6.1.1.4

6.2

6.2.1

B} for the duration of the Study, or
the duration of this Agreement,
whichever is the longer, the
Investigator shall not be involved in
any other study or activities which
would hinder his/her involvement in
the Study, or otherwise be involved
in activities which would be in
conflict with the conduct of the
Study.
The Investigator undertakes to
perform  activiies and meet
therewith related aobligations as
determined by Act No. 378/2007
Coll., on Drugs, as amended, and
Decree No. 226/2008 Coll., on good
clinical  practice and closer
conditions ol clinical research of
medicinal products, as amended.

Unavailability of the Investigator

The Investigator is essential to the
Study being conducted under this
Agreement. Whereas the
Investigator shall oversee the entire
Study, in his or her temporary
absence the Institution/investigator
shall designate these responsibilities
to a qualified sub-investigator, who
shall be identified in writing. When
the Investigator's absence is
anticipated to exceed seven (7)
days, ICON shall be notified in
writing of the designated sub-
investigator who shall assume the
Study responsibilities. ICON on its
own behalf or that of the Sponsor
may approve or reject any proposed
sub-investigator. Such approval
shall not be unreasonably withheld.
Should a permanent substitution for
the Investigator be required, the
Institution shall notify ICON in
writing, in accordance with Section
15.3. The Institution may not
permanently substitute other
investigators, or make substantial
changes in the level of effort
asserted by the Investigator, without
the prior written approval of ICON in
the absence of which ICON shall be
entitled to invoke the provisions of
Section 11.3.1.9 below.
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Po dobu provadéni Klinického hodnoceni
nebo trvani této Smlouvy, podle toho, kterd
znich trva déle, se Zkousejici nebude
utastnit  zadného jiného  Klinického
hodnaceni nebo ¢innaosti, jez by mu branily
ucastnit se tohoto Klinického hodnoceni,
ani se nebude jinak udastnit Einnosti, které
by byly v rozporu s provadénim Klinického
hodnoceni.

ZkousSejici se zavazuje vykonavat &innosti
souvisejici s Klinickym hodnocenim v
souladu se zakonem ¢&. 378/2007 Sb., o
lé¢ivech, ve znéni pozdéjSich predpisli a
vyhlaskou &. 226/2008 Sb., kterou se
stanovuje spravna klinicka praxe a blizsi
podminky klinického hodnoceni léciv, ve
znéni pozdeéjsich predpisu.

Nedostupnost Zkousejiciho

Ptitomnost Zkousejiciho je zasadni pro
provadéni Klinického hodnoceni dle této
Smlouvy. Vzhledem k tomu, ze Zkousejici
bude dohlizet na prabéh celého Klinického
hodnoceni, pak vpfipadé docasné
nepfitomnosti  ZkouSejiciho Zdravotnicke
zafizenl/Zkousejici deleguje tuto
odpovédnost na kvalifikovaného
spolupracovnika Zkousejiciho, ktery bude
uréen pisemné. V pfipadé, kdy se
piedpoklada, Ze nepiitomnost Zkousejiciho
piesahne sedm (7} dni, bude ICON
informovan  pisemné ©  navrzeném
spolupracovnikovi  Zkousejiciho,  ktery
pievezme odpovédnost souvisejici
s Klinickym hodnocenim. ICON muze svym
iménem nebo jménem Zadavatele schvdlit
nebo odmitnout jakéhokoliv navrzeného
spolupracovnika Zkousejicibo. Schvaleni
nebude odepfeno bezdlvodné. Pokud bude
pozadovana stala nahrada Zkous$ejiciho,

bude Zdravotnické zafizeni informovat
spole¢nost ICON pisemné v souladu
s &lankem 15.3. Zdravotnické zafizeni

nesmi trvale nahradit dalsi zkousejici nebo
udinit zasadni zmény ohledn& usili
vyvinutého Zkousejicim bez pifedchoziho
pisemného soublasu spoleénosti ICON.
V pfipadé, ze tenio souhlas nebude udélen,
bude spoleénost ICON opravnéna uplatnit
ustanoveni ¢lanku 11.3.1.9 nize.

JE o
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7

7.1

YU

7.2

7.21

7.22

7.2.3

7.3

7.3.1

INVESTIGATIONAL PRODUCT

Receipt _of the _Investigational
Product
The Investigator shall verify receipt

of the Investigational Product by

signing the appropriate
document(s)form(s) provided by the
Sponsar, ICON or a supplier

designated by the Sponsor or ICON.

of the

Administration/Distribution

Investigational Product

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

The Investigator shall only dispense
the Investigational Product to
Qualified Participants, in accordance
with Regulations, particularly with
Act No. 378/2007 Coll., on Drugs, as
amended, and Decree No. 226/2008
Coll., on good clinical practice and
closer conditions of clinical research
of medicinal products, as amended.

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

Storage of the Investigational
Product

The Investigator shall store all
Investigational Products securely as
designated in the Protocol, but in
any event, in either a central
pharmacy where a qualified
pharmacist supervises dispensing or
in a restricted area and dispensed

ICON-Orion EU Master CTA V1 Czech V1
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HODNOCENE LECIVO

ObdrZeni Hodnoceného lé&iva

Zkousejici potvrdi obdrzeni Hodnoceného
léciva podepsanim pfislusného dokumentu
(pfislusnych  dokumentll)  Aormulare{l)
poskytnutych Zadavatelem, spolednosti
ICON nebo dodavatelem, ktery Zadavatel
nebo spoleénost ICON uréi.

Podavani/Distribuce Hodnoceného 1é&iv.

Zkousejici bude dokumentovat podévani a
distribuci Hodnoceného |éCiva subjektiim
hodnoceni v pfislusnych &astech Zaznamu
subjektu hodnoceni a jakémkoliv zaznamu
o vydeji vsouladu s Pravnimi pfedpisy,
zvlasté pak se zakonem &. 378/2007 Sb., o
léCivech, ve znéni pozdéjsich pfedpist, a
vyhlaskou ¢&. 226/2008 Sh., kierou se
stanovuje spravna klinickd praxe a blizsi
podminky klinického hodnoceni lé&iv, ve
znénl pozdé&jsich piedpisi.

Zkousejici bude Hodnocené légivo podavat
pouze Zptsobilym subjektim hodnoceni
v souladu s Pravnimi predpisy, zvlasté pak
se zakonem ¢&. 378/2007 Sb., o lé&ivech, ve
znéni pozdéjsich pfedpist, a vyhlaskou ¢&.
226/2008 Sb., kterou se stanovuje spravna
klinicka praxe a bliz5i podminky klinického
hodnoceni léCiv, ve znéni pozdéjsich
piedpisu.

Hodnocené lécivo bude pouzlvano pouze
pro Ucely stanovené v Protokolu. Zadavatel
a/nebo ICON musi udélit pfedchozi souhlas
s jakymkoliv jinym uZivanim Hodnoceného
IéCiva, nez které je uvedeno v Protokolu.

Skladovani Hodnoceného lédiva

Zkousejici bude véechna Hodnocena légiva
skladovat bezpetné, jak je stanoveno v
Protokolu, v kazdém pfipad® vsSak bud
v hlavni lékarne, kde kvalifikovany lékarnik
dohlizi na vydej nebo v z6né s omezenym
pristupem a tato Hodnocena lé&iva budou
vyddavana pod pfimym  dohledem

F,wfinal
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7.4

7.4.1

8.1

8.1.1

812

under the direct supervision of the
Investigator.

Return of the Investigational Product

The Investigator shall return all
unused Investigational Product, as
well as any containers, whether
containing unused Investigational
Product or not, in accerdance with
the instructions of the Spaonsor or
ICON upon expiration or termination
of the Study or at such times as the
Sponsor or ICON may direct.

ICON MONITORING

Site Inspections

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

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

The Institution/Investigator  shall
notify ICON promptly if a Regulatory
Authority requests permission to
inspect the Institution/investigator's’

research records concerning the
Study. On notification of an
inspection, the

Institution/Investigator shall notify

ICON-Orion EU Master CTA V1 Czech V1
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Zkousejiciho.

Vraceni Hodnoceného légiva

Po dokonéeni nebo ukonéeni Klinického
hodnoceni nebo kdykoliv, kdy to Zadavatel
nebo ICON nafidi, Zkousejici vrati veskera
nepouzitd Hodnocena IéCiva jakoz i
jakakoliv baleni, at uz obsahuji nepouzité
Hodnocené [é&ivo ¢&i nikoliv, v souladu
s pokyny Zadavatele nebo spole¢nosti
ICON.

MONITOROVAN] ZE STRANY
SPOLECNOST! ICON
Inspekce na Pracovisti
Zdravotnické zafizeni/Zkousejici na
zakladé pfimérengho pfedchoziha

upozaméni umozni opravnénym osobam
a/nebo zastupcim Zadavatele, spolednosti
ICON a jakéhokoli Kontrolniho Ufadu
zkontrolovat zaifzeni, které Zdravotnické
zafizenifZkousejici navrhuje k provedeni
Klinického hodnoceni, a to jak pfed
zahdjenim Klinického bhodnoceni, tak i
v prubéhu jeho létebné faze a po jeho
ukonéeni.

Pokud je vySe uvedené zafizeni dle GCP,
standardnich  pracovnich postupt a
standardli Zadavatele nebo spole¢nosti
ICON oznateno za neadekvatni k fadnému
provedeni  Klinického hodnoceni a
Zdravotnické zafizeni/Zkousejici nezfidi
napravu téchto nedostatkl v rozumné [hité
od okamziku, kdy mu tytc nedostatky byly
oznameny, muze ICON dle vlastniho
uvazeni odmitnout zahajenl Klinického
hodnoceni nebo rozhodnout o jejim
pferusenl a ukongit tuto Smlouvu bez

jakékoliv dalsi povinnosti vici
Zdravotnickému zafizeni/Zkousejicimu.
Zdravotnické  zafizeni/ZkousSejici  bude

neprodlené informovat spoleénost ICON a
Zadavatele v pfipadé, ze Kontrolni Gfad
bude pozadovat kontrolu  zdznami
Zdravotnického 2afizeni/Zkousejiciho
tykajicich se Klinického hodnoceni. Po
oznameni o kontrole bude Zdravotnicke
zafizeni/Zkousejici informovat spole¢nost

0
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8.2

8.2.1

8.2.1.1

8.2.1.2

8.2.1.3

ICON of the date and time of such
inspection and allow ICON and
Sponsor, and their respective
authorized representatives to assist
in the preparation for such
inspection by a Regulatory Authority.
Furthermore, if an inspection occurs,
the Institution/Investigator agrees to
cooperate with such inspection and
invite ICON and the Sponsor and
their respective authorized
representatives to be present. The

Institution/Investigator agrees 1o
provide the Sponsor and ICON and
their respective authorized

representatives with copies of all
Regulatory Authority documentation
including but not limited to
correspondence, statements,
warnings, enforcement actions,
pleadings, summons, forms and
records that the
Institution/Investigator receives as a
result of or in anticipation of an
inspection. The
Institution/Investigator shall notify
ICON of any legal action taken on
any audit by a Regulatory Authority.

Records and Monitotin

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

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

Review Investigational Product
accountability records for
completeness and accuracy, and

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

ICON-Crion EU Master CTA V1 Czech V1
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ICON o datu a ¢ase takové kontroly, a
umozni spole¢nosti ICON a Zadavateli a
iejich pfislusnym povéfenym zastupcim
podilet se na pifpravach na inspekci
Kontrolniho Ufadu. Déle, pokud dojde ke
kontrole, Zdravotnické zafizeni/Zkousejicl
se zavazuje, ze bude pii této kontrole
spolupracovat a pfiizve k UCasti spoletnost
ICON a Zadavatele a jejich pfislugné
povéfené zastupce. Zdravotnickeé
zafizeni/ZkousSejici souhlasi, ze poskytne
Zadavateli a spolegnosti ICON a jejich
pfislusnym povéfenym zdstupcim kopie
viech materialtl Kontrolniho ufadu, véetné,
ale nikoli wvyluéné, korespondence,
vyjadreni, varovani, donucovacich opatieni,
spisu, pfedvaldni, formuldfl a zéznama,
které  Zdravotnické  zafizeni/Zkousejici
obdrzi v disledku kontroly nebo pfi jejim

ogekavani. Zdravotnické
zatizeni/Zkousejlci bude infarmovat
spole¢nost ICON o vsech Zalobach

podanych Kontrolnim Gfadem na zakladé
kontroly.

Zaznamy a monitorovani

Zdravotnické zafizeni/Zkousejici umoznl
opravnénym osobam a/nebo povéfenym
zéstupcum spole¢nosti ICON, Zadavatele a
jakéhaokoliv Kontrolniho Gfadu monitorovat
prubéh Klinického hodnoceni a vsechny
pisemnosti pozadované Pravnimi pfedpisy
v pribéhu obvyklé pracovni doby nebo jak
vyzaduje zakon a:

Zkontrolovat uplnost Zdznamii subjektu
hodnoceni a podrobnou shodu
s Protokolem a

Zkontrolovat uplnost a pfesnost dokladl o
dopotitatelnosti/evidenci Hodnoceného
lé¢iva a

Zkontrolovat zdrojové dokumenty, véetng,

nikoliv viak wyluéng,
nemocni¢nich/klinickych zaznamu
relevantnich pro  pfipravu  Zaznamu

subjektu hodnaceni. Jakakoliv inspekce

zdrojovych dokumentu ze strany
spole¢nosti  ICON  bude provedena
v1_Final
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9

9.1

9.1.1

9.2

9.2.1

CONFIDENTIALITY

Confidential Information

The Institution/Investigator agrees to
hold the Protocol, Clinical
Investigator Brochure,
Investigational Product, completed
CRFs and laboratory reports, Study
data and results (including, without
limitation, all Investigator's reports),
and any and all information that is
disclosed to the
Institution/Investigator by ICON or
Sponsor which relates to the Study
or the Investigational Product or
which is disclosed to the
Institution/Investigator by ICON or
Sponsor which relates to the Study
or the Investigational Product or
which is, developed or discovered
by Institution or Investigator in the
course of performing the Study
(hereinafter  collectively  called
“Confidential Information™), in the
strictest confidence, and shall not
disclose the same to any third parnty
without the  express  written
permission of the Spansor or ICON.,

Agreement Not to Disclose

The Institution/Investigator agrees
not to reveal such Confidential
Information to third parties, other
than those employees with a need to
know, e.g., members of the IEC/
SUKL, and physicians, nurses or
employees directly involved in
conducting the Study; and shall
safeguard the Confidential
Information with the degree of care
normally  afforded  Confidential
information. In any event the
Institution/Investigator shali remain
liable for such third party’s breach.
The obligations of confidentiality and
non-use contained in this section 9
shall survive expiration or
termination of this Agreement for
whatsoever reason and remain in
elfect for a period of filteen (15)
years thereafter.
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s fadnym zohlednénim
divérnosti pacienta.

zachovani

MLCENLIVOST

DlOvérné informace

Zdravotnické zafizeni/Zkousejici souhlasi,
Ze bude dodrzovat naprostou migenlivost a
utajeni ohledné Protokolu, Souboru
informaci pro Zkousejiciho, Hodnoceného
léciveho pfipravku, vyplnénych Zéznami
subjektd hodnoceni a laboratornich zprav
{(mimo jiné v&etné zprdv zkousejiciho) a
viech ostatnich informaci, které
Zdravotnickému zafizenifZkousejicimu
spole¢nost ICON nebo Zadavatel oznami a
které se tykaji Studie nebo Hodnoceného
[éCivého pfipravku anebo ktere
Zdravotnické zafizeni nebo Zkousejici
vyvine nebo objevi v ramci provadéni
Studie (ddle souhrnné& nazyvany ,Dlvérné
informace”"), pfitemz tyto informace bez
vyslovného pisemného souhlasu
Zakladatele nebo spoleénosti ICON nesdéli
Zadné tfeti strané.

Dohoda o mi¢enlivosti

Zdravotnické zafizeni/Zkousejici soubhlasi,
ze nesdéli tyto Divémé informace jinym
ttetim stranam nez zaméstnancim, ktefi
tyto Duvérné informace potfebuji znat, .
Elenim NEK/SUKL, lekafim, sestram nebo
zaméstancim, jenz se pfimo uéastni
provadéni  Klinickéhe hodnoceni; a
zabezpeli Duvérné informace s takovou
pédi, ktera je u Duivérnych informaci
obvykla. Zdravotnické zafizeni/Zkousejici
z(stane v kazdém pfipadé odpovédné za
poruSeni touto ftifeti stranou. Povinnost
mi€enlivosti a nepouziti infarmaci popsané
v této &asti 9 prezijl vyprseni nebo ukon&eni
této Smlouvy =z jakéhokali divodu, a
zlstanou v platnosti po dobu patnacti (15)
let od takovehe vyprSeni nebo ukonéeni.

- Fro
Oi
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9.2.2 The Institution/Investigator agrees to
use this information only for fulfilling
its’his or her respective obligations
under this Agreement. If requested
by ICON, the Institution/Investigator
shall promptly return all such
Confidential Information to ICON at
the end of the Study, (other than
itemns required under
Retention/Transfer of Clinical Study
Site File, Section 3.3.3 above).

9.2.3 The obligations of nondisclosure do
not apply when:

The information is in the public
domain or becomes publicly
available through no fault of the
Institution/investigator  or  any
Institution employee.

9.2.3.2 The Institution/Investigator knows

the information before receipt from
ICON, as evidenced by its/his or her
written records.

9.2.3.3 The information is lawiully received

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

Regulations  require  disclosure,
whether under an order of a court of
competent jurisdiction or
government authority or other legal
process, provided that prompt
written notice of such requirement is
provided to the SPONSOR to enable
the SPONSOR to seek a protective
court order (or similar protection) to
prevent or limit such disclosure and
the Institution/Investigator
cooperates with the SPONSOR to
limit the extent of such disclosure.

9.2.3.5 The Sponsor and/or ICON grants

prior  written
disclosure.

permission  for

9.23.6 The results of the Study may be

disclosed to third parties only in
accordance with the provisions of
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Zdravotnické zafizeni/Zkou$ejici souhlasi,
Ze bude takové informace uZivat pouze za
ucelem pinéni svych piislusnych povinnosti
vyplyvajicich z této Smiouvy. Pokud o to
ICON pozada, pfi dokon&eni Klinického
hodnocenl Zdravotnické zaflzeni/Zkousejici
neprodleng wviati tyto veskeré Davérné
informace  spole¢nosti  ICON  (kromé
polozek pozadovanych dle &lanku 3.3.3
vySe - Uchovavani/Pievedeni Evidence
tykajici se Klinického hodnoceni
provadéného na Pracovisti).

Povinnosti  zachovani migenlivosti  se
nevztahujl na:

Informace, které byly zveiejnény nebo se
staly vefejn& dostupnymi bez pochybenf
Zdravotnického zafizenl/Zkoudejiciho nebo
jakéhokoliv zaméstnance Zdravotnického
zafizeni.

Ptipady, kdy informace jsou
Zdravotnickému zafizeni/Zkousejicimu
znamy pfed jejich obdrzenim od spole&nosti
ICON, jak dokazuji pisemné z&znamy
Zdravotnickéha zafizeni/Zkousejiciho.

Informace, které byly pravoplainé ziskény
od treti strany, kiera je opravnéna je sdélit a
jez tyto informace neziskala poruSenim
prav  Zadavatele nebo povinnosti
micenlivosti vici Zadavateli.

Informace, jejichz sdéleni je vyzadovano
Pravnimi pfedpisy, af’ jiz z natizenl soudu
piislusné jurisdikce nebo vlddniho organu,
nebo jinym zdkonnym procesem, a to za
pifedpokladu, ze ZADAVETELI je pfedem
pisemné& zasldno upozoméni o tomto
poZadavku, aby mohl ZADAVATEL pozadat
o ochranny soudni pfikaz (nebo podobny
zpisob ochrany) s cilem zabranit nebo
omezit takové zvefejnéni, a Zdravotnické
zatizeni/Zkousejlci bude se
ZADAVATELEM spolupracovat na tom, aby
se rozsah takového zvefejnéni amexzil.

Informace, k jejichz sdéleni Zadavatel
a/nebo ICON udeéli predchozi pisemny
souhlas.

Vysledky Klinického hodnoceni, které

mohou byt tfetim stranam sdéleny jediné
v souladu s ustanovenimi &lanku 5.3 vyse.

-
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9.3

9.3.1

10

101

10.1.1

Section 5.3 above.

Medical Confidentiality and Data
Protection

Without prejudice to the generality of

Section 9.1 abave the
Institution/Investigator  spegcifically
acknowledges their  aobligations

under and agrees to comply with all
applicable Regulations relating to
medical confidentiality and the
protection of data capable of
identifying  individuals  including
without limitation the provisions of
Council Directive 95/46/EC of the
European Parliament and ol the
Council of 24 October 1995 on the
protection of individuals with regard
to the processing of personal data
and on the free movement of such
data and Act No. 101/2000 Coll., on

Personal Data Protection, as
amended. The
Institution/investigator will in
particular observe any such

disciplines or obligations specifically
brought to the attention of the
Institution/Investigator by ICON or
the Sponsor, which are inherent in
compliance with such Regulations.

INTELLECTUAL PROPERTY
Ownership

Without compromising Sponsor's
rights in Section 10.1.2, all
documents, Protocols, data,
Confidential Information and

materials provided to the Institution/
Investigator  pursuant to  this
Agreement or developed during the
course of conducting the Study,
excluding Study Subject medical
records and other source
documents, are and shall remain
Sponsor's property. Any documents
referenced herein shall be returned
promptly upon request to
ICON/Sponsor.
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Lékaiska mi¢enlivost a_ochrana osobnich
udaijl

Aniz by byla dottena obecna platnost
¢lanku 9.1 vyse, Zdravotnické
zafizeni/Zkousejici bere specialné na
védomi sve povinnosti ztohoto d&lanku
vyplyvajici a souhlasi, ze bude jednat
vsouladu se viemi platnymi Pravnimi
piedpisy souvisejicimi s lékaiskou
mi¢enlivosti a ochranou osobnich Gdaju
identifikujicich jednotlivce, véetn&, nikoliv
vak wyluéng, ustanoveni Smérnice
Evropského parlamentu a Rady 95/46/ES
ze dne 24. fijna 1995 o ochran& oscbnich
tdaji  vsouvislosti se  zpracovanim
osobnich Udaji a volnym pohybem téchio
udaji a zakon &. 101/2000 o ochrané
osobnich udaji, ve znéni pozdéjsich
predpis(. Zdravotnické zafizeni/Zkousejici
bude zejména dodrZovat viechna takova

pravidla nebo povinnosti, na které
spole¢nost ICON nebo Zadavatel specialné
upozorni Zdravotnické zafizeni/
Zkoudejiciho, a které jsou vsouladu

s Pravnimi pedpisy podstatné.

DUSEVNI VLASTNICTVi
Vlastnictvi

Aniz by tim byla dottena Zadavatelova
prava stanovena v &lanku 10.1.2, veskera
dokumentace, Protokoly, udaje, Dlvérné
infformace  a  materidly  poskytnuté
Zdravotnickému zafizeni/ZkousSejicimu v
souladu s touto Smiouvou nebo vyvinuté v
pribéhu vykonu Studie, avsak s vyjimkou
zdravotnich zaznami subjektl Studie, a
jiné zdrojové dokumentace, jsou a zustanou
vlastnictvim Zadavatele. Veskera
dokumenace zde zmifiovana bude na
Zzadost  spoletnosti  ICON/Zadavatele
okamzité vracena.

s}
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10.1.2 Inventions whether or not Patentovatelné i nepatentovatelné
patentable, processes, know-how, vynalezy, postupy, know-how, obchodn!
trade secrets, data, improvements, tajemstvi, Gdaje, zlepSovacf ndvrhy, patenty
patents and/or other intellectual a/nebo jiné dusevni vlastnictvi souvisejici
property relating o the s Hodnocenym lécivemn &i jinak vyplyvajici
Investigational Product or otherwise z Klinického hodnoceni, zapodaté,
arising from the Study, conceived, vytvofené & poprvé uplatnéné v praxi
generated or first reduced to vprib&hu trvani této Smiouvy, podle toho,
practice, as the case may be, during co je relevantni, (dale jen ,VYNALEZY"),
the term of this Agreement budou, bez dalsi odmény pro Zdravotnické
(hereinafter called “Inventions™), zafizeni a/nebo Zkousejiciho, majetkem
shall, without further remuneration Zadavatele.
for Institution and/or Investigator, be
the property of the Sponsor.

10.2 Disclosure Sdéleni

10.2.1 The Institution/Investigator shall Zdravotnické zafizeni/Zkousejici
promptly disclose to ICON and/or neprodlené pisemné sdali vytvaienf
the Sponsor, in writing, any jakéhokoliv Vyndlezu spoleénosti ICON
Invention. a/nebo Zadavateli.

10.3 Cooperation Souéinnost
10.3.1  The Institution/Investigator shall take  Zdravotnické zafizeni/Zkousejici vykona
all such actions throughout the term v prib&hu trvani Smiouvy i po té vedkeré
of this Agreement and thereafter as  takové kroky, které budou nezbytné za
shall be necessary in order to ucelem zajisténi, ze Vynalezy budou moci
ensure that the Inventions may be byt Zadavateli svéfeny bez zatizeni
vested free of encumbrance in the v souladu s ¢lankem 10.1.2 vySe.
Sponsor in accordance with Section ~ Zkousejici/Zdravotnické zaf(zen( bude déle
10.1.2 above. The se Zadavatelem spolupracovat na uéet
Institution/Investigator shall further Zadavatele a to tak, Ze neprodlené
cooperate with the Sponsar, at the podepiSe jakékoliv dokumenty nebo
Sponsor's expense by promptly uskutetni jakékoliv kony, které mohou byt
executing any documents or vyZzadovany za (¢elem udéleni prav
carrying out any acts that may be k Vynalezim Zadavateli & jinym zplsobem,
required to vest the rights in or to aby umaoznil Zadavateli piné chranit prava
Inventions in the Sponsor and dusevniho vlastnictvi.
otherwise to enable the Sponsor
fully to protect its intellectual
property.
10.4 Background Rights Dalsi prava
10.4.1 For the avoidance of doubt all Za uZelem vylougeni pochybnosti viechna

intellectual property rights and rights
of a similar nature owned by or
licensed to the
Institution/Investigator, Sponsor or
ICON prior to the date of this
Agreement shall remain that party's

property.

prava duSevniho vlastnictvi a prava
podobné povahy, kterd jsou pfed datem
uzavieni této  Smlouvy  viastnéna
Zdravotnickym zafizenim/Zkousejicim,
Zadavatelem ¢&i spole¢nosti ICON a na néz
ma  Zdravolnické  zafizeni/Zkousejici,
Zadavatel ¢&i spole¢nost ICON pfed datemn
uzavieni této Smlouvy licenci, zUstanou ve
viastnictvi pfislusné strany.

ICON-Orion EU Masler CTA V1 Czech Vi
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1.1

11.1.1

11.2

11.2.1

11.2.2

TERM AND TERMINATION

Term

This Agreement will remain in effect
untii completion of the Study,
closeout of the Site and completion
of the obligations of the parties
under this Agreement or earlier
termination in accordance with this
Section 11.

Termination by Institution

The Institution/Investigator may
terminate this Agreement by notice
in writing at any time with immediate
effect, if in the Investigator's
reasonable discretion termination is
required to protect patient safety,
e.g., because of the occurrence of
an unexpected or Serious Adverse
Event. Institution/Investigator shall
immediately and prior to serving
notice of termination pursuant to this
Section 11.2.1 neotify ICON and
Sponsor of, and consuit with ICON
and/or Sponsor on, any such cause
of termination, it being expressly
stated that Investigator shall have
the right to immediately interrupt the
administration of the Investigational
Product for the duration of such
consultation with ICON and/or

Sponsor.

The Institution may terminate this
Agreement by notice in writing at
any time with immediate effect if
ICON commits a material breach of
this Agreement and has not
remedied that breach (if remediable)
within thirty (30) days of receipt of
written notice from the
Institution/Investigator requiring
remedy and specifying the breach
complained of.

ICON-Qrion EU Master CTA V1 Czech V1
Protocol 3104007 _site 5304_ Nemocnice Jablonec n. Nisou
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DOBA TRVANI SMLOUVY A UKONCENI
SMLOUVY

Doba trvani Smlouvy

Tato Smiouva bude G¢inna do okamziku
dokoné&eni Klinického hodnoceni,
ukongenich  aktivit spojenych s timto
Klinickym hodnocenim na Pracovisti a
splnéni povinnosti stran vyplyvajicich z této

Smlouvy nebo do okamziku fejiho
dfivéjSiho ukon€eni vsouladu s timto
&lankem 11.

Ukonéeni Zdravotnickym zafizenim

Zdravotnické zafizeni/Zkoudejici mize tuto
Smilouvu  kdykoliv  ukonéit  pisemnou
vypovédi s okamaiitou uginnosti, pokud je
na zakladeé rozumného uvazeni
Zkousejiciho takove ukonéeni vyzadovano
za utelem ochrany bezpeénosti pacient,
napi. z divodu vzniku neodekavané nebo
Zévazné neZddouci pfihody. Zdravotnické
zafizeni/Zkousejici okamzité pied podanim
vypovédi v souladu s timto ¢lankem 11.2
uvédomi  spole¢nost ICON  a/nebo
Zadavatele o jakékoli pfi¢ing ukonteni a
bude s nimi o této pfi¢iné konzultovat,
pfesto ma viak Zkousejici prave okamzité
prerusit podavani Hodnoceného lécivého
piipravku po dobu t&chto konzultaci se
spole¢nosti ICON a/nebo Zadavatelem.

Zdravotnické zafizeni mize tuto Smlouvu
kdykoliv  ukongit pisemnou vypovédi
s okamZitou adéinnosti, jestlize se ICON
dopusti podstatného poruseni této Smiouvy
a neprovede napravu toto poruseni (pokud
je napraviteing) ve |hité tiiceti (30) dni od
obdrzeni pisemné vyzvy Zdravotnického
zatizeni/Zkousejiciho  pozadujici  tuto
napravu a specifikujici vytykané poruseni.

- s
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11.3

11.3.1

11.3.1.1

11.3.1.2

11.3.1.3

11.3.1.4

11.3.1.5

Termination by ICON

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

Determination by ICON/Sponsor that
business or scientific reasons
require termination of the Study.

A Regulatory Authority provides
notice to the Sponsor/ICON,
requiring them to terminate the
Study.

Without prejudice to the generality of
the rights of ICON under Section
11.3.1.1 of this Agreement, the
Institution/Investigator
acknowledges that the Study forms
part of a multi-centre clinical trial for
which recruitment is competitive and
that this Agreement may accordingly
be terminated by ICON prior to
recruitment of the number of
Qualifying Participants stated in the
Protocol or Appendix 3 to this
Agreement.

Determination by the Sponsor
and/or ICON that the Investigator,
after reasonable opportunity, is
unable for any reason, o
satisfactorily perform the Study as
required in the Protocol and this
Agreement.

f no Qualified Participants are
entered by Institution/Investigator
within 16 weeks after the Study
initiation  visit by  designated
representatives of Sponsor, or the
Institution/Investigator fail to enroll
subjects at a rate adequate to meet
the enrolment requirement set forth
in section 3.1.1;

ICON-Orion EU Master CTA V1 Czech V1
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Ukonéeni spole€nosti ICON

ICON muze svym vlastnim jménem nebo
jménem Zadavatele ukonéit tuto Smiouvu
pfed jejim dokon&enim doruéenim pisemné
vypoveédi Zdravotnickému
zafizeni/Zkougejicimu s okamzitou
uéinnostl pro kterykoliv z nasledujicich
duvodu:

Rozhodnuti spoleénosti ICON/Zadavatele,
Ze obchobni nebo védecké diivady vyZaduji
ukongeni Studie.

Kontrolni ufad poda Zadavateli/spoleénosti
ICON ozndmeni, Ze vyzaduje, aby byla
Studie ukongena.

Aniz by byla dot¢ena obecna platnost prav
spoleénosti ICON dle &lanku 11.3.1.1 této
Smlouvy, Zdravotnické zafizeni/Zkousejici
bere na védomi, Ze Klinické hodnoceni tvofi
soucéast multicentrické Klinickeho
hodnoceni, pro kierou je  nabor
uskute¢iiovan kompetitivng, a 2e tato
Smiouva muze byt tudlz spolecnosti ICON
ukonéena pfed naborem takového pottu
Zpusobilych subjektd hodnoceni, ktery je
uveden v Protokolu nebo pfiloze €. 3 této
Smiouvy.

Rozhodnuti Zadavatele a/nebo spolecnosti
ICON, ze Zkous$ejici, pfestoze mu byla
dana dostateéna moznost, neni
z jakéhokoliv duvodu schopen uspokojivé
provést Klinickou studii tak, jak poZaduje
Protokol a tato Smlouva.

V pfipadé, Ze Zdravotnické zaflzeni
nezafadl 2adné Zplsobilé  subjekty
hodnoceni do 16 tydnl od zahajovaci
navétévy v ramci Studie ze strany
povéfenych zastupcll Zadavatele, nebo
Zdravolnické zafizeni nenl schopné
zafazovat subjekty dostateéng rychle pro
to, aby byly naplnény poZadavky stanovené
v ¢lanku 3.1.1.

e
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11.8.1.6

11.3.1.7

11.3.1.8

11.3.1.9

11.4

11.4.1

11.5

11.5.1

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

If Institution/investigator is declared
or becomes insclvent, 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, ar 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.

In the event of a non remediable
breach.

Under the circumstances set out in
Section 6.2.1 above.

Reasons for Termination

in the event that ICON wishes to
exercise its right on its behaif or that
of the Sponsor to terminate this
Study based on Sections 11.3
above, written notice of such
termination shall be given to the
Institution/investigator by registered
mail, avernight courier.

Obligations of the
Institution/lnvestigator after
Termination

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.

ICON-Crion EU Master CTA V1 Czech V1
Prolocol 3104007 _site 5304 Nemocnice Jablonec n. Nisou
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V pfipadé, Ze Zdravotnické
zatizeni/Zkousejici porusi tuto Smiouvu a
dosud toto porusenl nenapravilo/nenapravil
(pokud je napraviteiné) ve Ihité tficeti (30)
dni od obdrZeni pisemné vyzvy spoleénosti
ICON pozaduijici tuto ndpravu a specifikujici
vytykané poruseni.

\Y pfipadé, ze Zdravotnické
zafizeni/Zkousejici ohlasi konkurz nebo se
stane nesolvenini, podd si 2Zadost o
ochranu pfed véfiteli v souladu s jakymikoli
zakony o piatebni neschopnosti, stane se
pfedmétem nuceného flzeni z divodu
insolvence, uloZi zadéni ve prospéch svych
véfitell nebo wuréi administrator nebo
konkurzniho spravce ve véci veskerych
nebo nékterych svych aktiv, nebo piestane
podnikat anebo hrozi, Zze pfestane podnikat.

V piipadé nenapravitelného porugeni
podminek Smiouvy.

Dle okolnosti stanovenych v ¢&lanku 6.2.1
vyse.

Divody k Ukonéeni

V pfipadé, ze ICON hodld uplatnit svym
iménem nebo jménem Zadavatele sva
prava na ukonéeni Klinického hodnoceni na
zékladé ¢&lankd  11.3  vySe, dorudi
Zdravotnickému zafizeni/Zkousejicimu
pisemné oznameni o takovém ukondéeni, a
to doporugenou postou, expresni kuryrni
sluzbou nebo faxem.

Povinnosti Zdravotnického

zafizeni/Zkousejiciho po ukonéeni

Klinického hodnoceni

Po obdrzeni vypovédi Zkousejici
neprodlené ukonéi zafazovani
potencidlnich  pacientl do  Klinického

hodnoceni a ukonéi provadéni procedur u
pacientll, ktefi se jiz Klinického hodnocenl
Ucastni, v rozsahu, jenz je z lékafského a
etického hlediska pfipustny.

v1_Final
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11.56.2 In the event of early termination of
this Agreement by the Sponsor or
ICON pursuant to Sections 11.3.1.1
and 11.3.1.2 above, and subject to
an abligation on the
Institution/Investigator to mitigate
any loss, ICON shall procure that
the Spansor shall pay all third party
costs incurred and falling due for
payment up to the effective date of
termination, and also all non-
cancellable third party expenditure
falling due for payment after the date
of termination which arises from
commitments reasonably  and
necessarily incurred by the
Institution/Investigator  for  the
performance of the Study prior to the
date of notice of termination, and
agreed with the Sponsor. No further
compensation shall be payable to
Institution or Investigator.

12 DEBARMENT CERTIFICATION

12.1 Representation

121.1 The Investigator represents that
he/she has never been and the
Institution  represents that the
Institution’s employees, who will be
rendering services to the Sponsor or
ICON, have never been:

12.1.1.1 debarred or convicted of a crime for
which a person can be debarred
under any Regulationsincluding but
not limited to 21 U.S.C. § 335a
(hereinafter 335a), or the Generic
Enforcement Act of 1992, Sections
306(a) or (b)

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

12.1.1.3 involved in any civil, criminal or
regulatory litigation or investigation,
arbitration proceedings that
reasonably affect their involvement
in the Study, and that no data

ICON-Orion EU Master CTA V1 Czech V1
Pratocol 3104007 _site 5304 Nemocnice Jablonec n. Nisou
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Vplipadé pfedtasného ukonéeni této
Smilouvy Zadavatelem nebo spoleénosti
ICON dle ¢lankd 11.3.1.1 a 11.3.1.2 vySe a
v zavislosti na povinnosti Zdravotnického
zatizeni/Zkousejiciho  zmimit  jakoukoliv
2tratu, spole¢nost ICON  zajisti, ze
Zadavatel uhradi vSechny naklady treti
strany, které vznikly a staly se kdatu
Gginnosti ukonéeni Smlouvy splatnymi a
rovn@z viechny nezrusitelné vydaje treti
strany, které se stanou splatnymi po datu
ukonteni této Smiouvy a které vyplyvaji ze
zavazkd, jenz byly  Zdravotnickym
zafizenim/Zkoudejicim  pfi  provadéni
Klinického hodnoceni divodné a nezbytn&
pinény pfed datem ukonéeni a které byly
dohodnuty se Zadavatelem. Na Zadnou
dals[ kompenzaci nem& Zdravotnické
zafizeni nebo Zkousejici narok.

POTVRZEN| TYKAJICI SE VYLOUCENI Z
PUSOBENI VE  FARMACEUTICKEM
PRUMYSLU

Prohlaseni

Zkousejici prohlasuje, ze nikdy nebyl a
Zdravotnické zafizeni prohladuje, ze jeho
zameéstnanci, ktefi budou poskytovat sluzby
Zadavateli nebo spole¢nosti ICON, nikdy
nebyli:

vylougen/vylougeni z plsobeni ve
farmaceutickém primyslu nebo odsouzeni
za trestny ¢&in, v disledku n&hoz muze byt
osoba  wvyloutena  zplsobeni ve
farmaceutickém primyslu dle Pravnich
pfedpist, mimo jiné véetngé 21 U.S.C.,
§335a (dale jen “§335a") nebo
véeobecného vymahaciho zékona 2zr.
1992, §306(a) nebo (b)

mu/jim nehrozilo vylougeni z plsobeni ve
farmaceutickém priomysiu nebo obvinénl
Z trestného &inu, ani nebyli jinak (&astni
jednéni, pro které jednotlivec miize byt dle
Prévnich pfedpist vylou€en.

pfedmétern Zadného trestniho,
oblanskopravnihc nebo  regulatorniho
soudntho  sporu  nebo  vySetfovanl,
rozhodéiho fizeni, kleré by mohlo owvlivnit
jejich Ucast ve Studii, a Ze zddn4 data jimi
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121.1.4

12.2

12.2.1

12.3

12.3.1

12.4

12.4.1

13

1341

13.1.1

13.1.2

produced by them in any previous
clinical study in which they have
been involved have been rejected
because of concern as to its
accuracy or bona fide nature, or

disciplined by and/or banned by a
Regulatory body from carrying out
ciinical trials.

tification of De ent

The Investigator agrees that he/she
shall notify the Sponsor or ICON in
the event of any such debarment,
conviction, threat or indictment.

Not to Employ

During the term of this Agreement,
the Institution agrees not to employ
or otherwise engage any individual
who will be rendering services to
ICON or Sponsor who has been
debarred or convicted of a crime for
which a person can be debarred.

Certification

Upon request by Sponsor or ICON,
from time to time the
Institution/Investigator shall certify to
ICON in writing the
Investigator's/Institution’s
compliance with the
provisions.

foregoing

INDEMNIFICATION, LIMITATION
OF LIABILITY AND INSURANCE

Sponsor Indemnity

[Any] indemnification of the
Institution/investigator by the
Sponsor (hereinalter called

“Indemnification Provison™), if
applicable and/or if requested, shall
be by means ol a separate
indemnity form issued by Sponsor to
the Institution/Investigator.

Requests  for Indemnification
Pravision should be made in writing

ICON-Crion EU Master CTA V1 Czech V1
Protoco! 3104007 _site 5304_ Namocnice Jablonec n. Niscu
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vyhotovena v jakékoli pfedchozi klinické
studii, na niZ se podileli, nebyla zamitnuta 2z
divodu pochybnosti o jejich spravnosti
nebo dobrém minénl, nebo

potrestan/i Kontrolnim uUfadem nebo
vyloug¢eni Kontrolnim udfadem 2z provadéni
klinickych hodnoceni.

Oznameni_ o vyloudeni z plsobeni ve
farmaceutickém promyslu

ZkousSejici souhlasi, ze bude informovat
Zadavatele nebo  spole¢nost  ICON
v pfipade takového vylouéeni, obvinéni,
odsouzeni ¢&i jejich hrozby.

Zavazek nezaméstnavat

Bé&hem trvani této Smlouvy se Zdravotnicke
zafizeni zavazuje, Zze nezaméstna &i jinak
smluvné nezavaze jednotlivce, kiery bude
poskytovat sluzby spole¢nosti ICON nebo
Zadavateli, ktery byl vyloucen z puscbeni
ve farmaceutickém  primysiu  nebo
odsouzen pro trestny ¢in, nasledkem néhoz
mize doiit k vylouceni jednotlivce.

Potvrzeni

Na zadost Zadavatele nebo spoleénosti
ICON Zdravotnické zafizeni/ZkouSejici &as
od d&asu poskytne spolednosti ICON
pisemné potvrzeni, Ze jedna v souladu
s pfedchozimi ustanovenimi.

NAHRADA SKODY, OMEZENI
ODPOVEDNOSTI A POJISTEN(

Nahrada skody Zadavatelemn

Jakékoliv ufednani mezi Zdravotnickym
zafizenim/Zkousejicim a Zadavatelem (dale
jen ,POSKYTNUTI NAHRADY SKODY"),
pokud se aplikuji a/nebo budou vyzadana,
budou ujedndna pfimo prostiednictvim
samostatného zajistén( vydaného
Zadavatelem Zdravotnickému
zafizeni/Zkousejicimu.

Zadosti o Poskytnuti nahrady 3kody by
mély byt zaslany pisemné& nebo faxem

v1_Final
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13.1.3

13.2

13.2.1

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.

ICON NAME: ICON PLC S.A.

ICON ADDRESS: Ul. Grojecka 5
02-019 Warsaw

Poland

Phone: +48 22 300 29 29

FAX: + 48 22 300 29 29

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

Insuranc

The Institution shall maintain a level
of insurance, which is both
commercially reasonable and in
accordance with Regulations. Upaon
request by ICON, the
Institution/Investigator shall produce
written evidence of appropriate
insurance coverage for its/his/her
responsibilities and liabilities under
this Agreement, which insurance
coverage shall also comply with all
Regulations or, alternatively, if
applicable insurance is provided by
a governmental agency, the
Institution shall satisfy all
requirements necessary to remain
gligible for such governmental
insurance.

The Parties to the Agreement
acknowledge that the Sponsor
provides an indemnity under Section
13.1.1. for injury to health of the trial
subjects caused by the specific
nature of the medication. In
accordance with and as required
under relevant Regulations,
particularly Act No. 378/2007 Coll.,
as amended, the Sponsor shall

ICCON-Orion EU Master CTA V1 Czech V1
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vedoucimu projektu spoleénosti ICON pro
Klinickou studii na nize uvedenou adresu,
kiery bude jednat jako spravce Poskytnuti
nahrady Skody jménem Zadavatele. Tyto
Zadosti musi obsahovat jména viech stran,
které maiji byt odskodnény.

ICON NAME: ICON PLC S.A.

ICON ADDRESS: ICON PLC S.A.
Ul. Grojecka 5

02-019 Warsaw

Poland

Phone: +48 22 300 29 29

FAX: + 48 22 300 29 29

ICON PF!OJEii MANAGER: _ICON iii)JECT MANAGER: |

Za ucelem vylougeni pochybnosti ICON
neposkytne Zdravotnickému
zafizeni/Zkousejicimu ani zadnému z jejich
zaméstnanch nebo zéstupcl Zadnou
nahradu $kody na svij ucet.

Poiisteni

Zdravotnické zafizenl bude udrZovat vysi
pojisténi, kterd je dostadujici z obchadniho
hlediska a je v souladu s Pravnimi pfedpisy.
Na zdkladé 2adosti spoleénosti ICON
Zdravotnické zafizeni/Zkousejici predloi
pisemny doklad o pfislusném pojistném
krytl  svych odpovédnosti a zavazkl
vyplyvajicich ztéto Smlouvy, pfitemZ toto
pojistné kryti bude rovnéz vsouladu se
viemi Pravnimi pfedpisy a nebo, pokud
piisludné pojisténl bude poskytovano
viddnim organem, Zdravotnické zafizeni
bude spliovat vSechny poZadavky
nezbytné k tfomu, aby na pojisténi
poskytované vladnim organem mé&lo narok.,

Smluvni strany berou na védomi, Ze
Zadavatel poskytuje v souladu s &lankem
13.1.1 zajisténi ve véci Gjmy na zdravi
subjektll hodnoceni zplsobené zviastni
povahou Ié€iva. V souladu s Pravnimi
piedpisy, zvlasté zakonem ¢&. 378/2007 Sb.,
ve znéni pozdéjdich piedpisl, a podle
pozadavkl té&chto pfedpisd, Zadavatel
zajisti pfed zahdjenim klinického hodnocenf
na celou dobu provadéni klinického

P e
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13.3

13.3.1

arrange for insurance of the trial
subjects in the event of injury to their
health resulting from the clinical
Study prior commencement of the
clinical Study and maintain this
insurance during the whole term of
the clinical Study. The insurance
shall be concluded with an entity
authorized pursuant to appropriate
legai Regulations. In accordance
with and as required under relevant
local Regulations the Sponsor shalil
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.

Disclaimer

The Institution/Investigator
acknowledge 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 Investigationai 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-Orion EU Master CTA V1 Czech W1
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hodnoceni smluvni  poji§téni  subjektd
hodnoceni pro pfipad Skody vzniklé na
zdravi v duisledku provadéni klinického
hodnoceni, a to u osoby k tomu opravnéné
podle pfisluSnych Pravnich piedpisi.
Vsouladu s Pravnimi pfedpisy a podle
pozadavki t&chio piedpisit Zadavatel déle
zajisti pfed zahajenim klinického hodnoceni
na celou dobu provadéni klinickéha
hodnoceni smluvni pojiSténi odpovédnosti
za Skodu pro Zkousejiciho a Zadavatele, a
to u osoby ktomu opravnéné podie
piislusnych Pravnich pfedpisli. Kopie
potvrzeni o pojisténi zkousejiciho a
Zadavatele je pfilohou ¢&. 4 této smiouvy.

Odmitnuti odpoveédnosti

Zdravotnické zafizeni/ZkouSejici bere na
védomi, ze Zadavatel smluvné zavazal
spoleénost ICON  kfizeni Klinického
hodnoceni. Spoleénost ICON neuskuteénila
Zadny nezavisly vyzkum nebo analyzu
tykajici se Hodnoceného légiva, materiall
nebo |éCebnych postupld, které maji byt
uskuteénény dle Klinickeho hodnoceni, a
proto ICON neposkytuje zadné vyslovné ¢&i
skryté zaruky tykajici se Hodnoceného
léciva, materidld, légebnych postupli a
vysledk(, které mohou byt ziskany
v souvislosti s pedavanim Hodnoceného
lé¢iva nebo vhodnosti Hodnoceného Ié¢iva
pro jakykoliv konkrétni uéel.

-
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13.4

13.4.1

13.5

13.6.1

14

14.1

14.1.1

Institution Indemnity

Institution/Investigator shall
indemnify, defend and hold ICON
and Sponsor harmless from any and
all suits, actions, claims, costs,
liabilities, damages and expenses
(including reasonable attorney's
fees) arising out of or relating to
Institution/Investigator and/or any
Institution staff’s negligence,
omission, intentional wrongdoing, or
breach of statutory duty or this
Agreement.

Limitation of Damages

Neither any party to this Agreement
nor Sponsor shall be held liable for
consequential or indirect damages
to any other party or Sponsor, The
restriction of liability to compensate
damages stipulated for in this
paragraph shall not be applied to
indemnification obligations
hereunder any breach of the
intellectual  property rights  of
Sponsor or its principals, including
but not limited to rights of patent,
copyright and trademark or
unauthorised disclosure or use of
the trade secrets of Sponsor, Study

results or other Confidential
Information.
INSTITUTION AND

INVESTIGATOR COMPENSATION

Payments

ICON shall pay on a per patient
basis for each Satisfactorily
Completed Case (as defined in
Section 14.1.2 below) in accordance
with Appendix 3 to this Agreement.
The Institution/Investigator  shall
ensure that such invoices are sent to
ICON within 60 days of the expense
being incurred.

ICON-Orion EU Master CTA V1 Czech V1
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Nahrada skody Zdravotnickym zafizenim

Zdravotnickeé zafizeni/Zkousejici odSkodni
spole¢nost ICON a Zadavatele, bude je
chranit a zbav( je odpovédnosti v jakychkoli
a vSech zalobach, fizenich, narocich,
nékladech, odpovédnostech, odskodnénich
a nékladech (v&etné pfiméfenych vydait na
pravniho zastupce), k nimz dojde z duvodu
nedbalosti, opomenuti, imysiného poruseni
nebo poruseni zakonné povinnosti nebo
télo Smilouvy ze strany Zdravotnického
zafizeni/Zkousejlclho  nebo  jakéhokoli
zameéstnance Zdravotnického zailzeni.

Omezeni odskodnéni

Ani jedna ze stran této Smlouvy, ani
Zadavatel nebudou odpovédni za nasledné
nebo nepfimé sSkody zplUsobené jakékoli
jiné strané nebo Zadavateli. Omezeni
odpovédnosti na odskodné&ni stanovené v
tomto odstavci se nebude vztahovat na
povinnosti  zajisténi ve véci jakéhokoli
poruSeni prdv na duSevni wvlastnictvl
Zadavatele nebo  jeha  vedoucich
pracovnikl, véetné prav na patent, autorské
pravo a ochrannou znamku, nebo
neopravnéné zvefejnéni nebo pouzitl
obchodnlch tajemstvi Zadavatele, vysledki
Studie nebo jinych Davérnych informaci.

ODMENA ZDRAVOTNICKEHO ZARIZENI
A ZKOUSEJICIHO

Platby

ICON bude uskute&iiovat platby jednotlivé
za kazdého pacienta, a to za kazdy
Uspésné dokonéeny piipad (ktery je
definovan v &ldnku 14.1.2 nize) v souladu
sPiflohou ¢ 3 této  Smlouvy.
Instituce/Zkousejici  zajisti, aby takové
faktury byly zasilany spol. ICON do 60 dnl
ode dne vzniku nakladu.

F\n Final
0
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14.1.2

14.1.3

14.1.4

A “Satisfactorily Completed Case”
shall be one in which a patient is a
Qualified Participant, has completed
the specified Study period, and has
been evaluated in accordance with

the Protocol. If a patent is
discontinued for reasons stipulated
in the Protocol, the

Institution/investigator shall be paid
a prorated rate for work completed
in accordance with Appendix 3.

Payments under Section 14.1.1
above will be made on a quarterly
basis (Exact payment terms to be
advised by ICON) following receipt
by ICON of the Case Report Form
completed in accordance with
Section 5.2 above. Final payment
will not be made until all queries are
resolved.

Payment should be made payable
to:

Beneficiary name: Nemocnice
Jabilonec nad Nisou, p.o.

Beneficiary address: Nemocniéni 15,
460 66 Jablonec nad Nisou

14.1.5

Bank name: Ceska Spofitelna, a.s.

Bank address: Mlrové nam. 13, 466
28 Jablonec nad Nisou
(hereinafter called the “Payee”).

The Institution/investigator
acknowledges and agrees that the
Payee is the proper payee under
this  Agreement. It the
Institution/Investigator wishes to be
paid via bank transfer it/he/she must
complete the Beneficiary Form
attached at Appendix 5 hereto.

In the following limited
circumstances Value Added Tax or
an equivalent sales tax (“VAT") shall
be added to any sums stated in
Appendix 3:

ICON-Qrion EU Master CTA V1 Czech V1
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"~ Ginea fosown

JISPESNE DOKONCENY PRIPAD" je
pfipad, vnémz pacientem je Zpusobily
subjekt hodnoceni, ktery dokonéi dobu
ur¢enou pro Klinické hodnoceni a byl
v souladu s Protokolem zhodnocen. Pokud
pacient v Klinickém hodnoceni nepokraduje
zdivodl uvedenych v Protokolu, bude
Zdravotnickému zafizeni/Zkousejicimu
uhrazen pomeérny padil za dokonéenou
praci v souladu s Piilohou &. 3.

Platby dle ¢&lanku 14.1.1 vySse budou
uskutednény dtvriletné (pfesné platebni
terminy budou sdéleny spole¢nosti ICON)
ode dne, kdy ICON obdrzi Zaznam subjektu
hodnoceni vypinény v souladu s &lankem
5.2 wvySe. Kone¢nd platba bude
uskute¢néna pouze tehdy, jakmile budou
vyfeSeny vSechny dotazy a nejasnosti
s ohledem na udaje v zdznamech subjektu
hodnoceni.

Odména bude vyplacena:

Jméno piijemce: Nemocnice Jablonec nad
Nisou, p.o.

Adresa pfljemce: Nemocni&ni 15, 460 66
Jablonec nad Nisou

Jméno banky: Ceska Spofitelna, a.s.

Adresa banky: Mirové nam. 13, 466 28
Jablonec nad Nisou
(dale jen ,PRIUEMCE PLATBY").

Zdravotnickeé zafizeni/Zkousejici bere na
védomi a souhlasi, ze Pfijemce platby je
fadnym pfifemcem platby dle této Smilouvy.
Pokud si Zdravotnické zafizeni/Zkousejici
pieje, aby mu platby byly poukazovany
bankovnim pievodem, musi vyplnit formulaf
Bankovni detaily pfijemce, kiery tvori
Pfilohu €. 5 této Smlouvy.

V dale uvedenych omezenych piipadech
bude k veSkerym c¢astkam uvedenym v
pfiloze 3 pfi¢tena dan z pfidané hodnoty
{.DPH") nebo ekvivalentni daf z prodeje;

.
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14.1.5.1

14.1.5.2

14.1.56.3

14.1.6

14.2

14.2.1

14.2.2

14.3

14.3.1

where VAT arises and ICON is
legally accountable for the same;

where the Institution/ Investigator
has listed its/histher VAT number
below;

and upon receipt of a valid VAT
invoice. All other taxes are included
in the sums stated in Appendix 3.

Institution VAT Number:
CZ00829838

For the avoidance of doubt all
charges and/or fees imposed by the
Investigator/Institution’s banks shall
be for the account of the
Investigator/institution, ICON  will
have no obligation to discharge the
same or any other similar
administrative charges.

Non-Payment

Unless otherwise agreed in writing
ICON shall make no payment for
patients whom the Investigator
entered into the Study in violation of
the Protocol (i.e. the patient is not a
Qualified Participant).

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

Return o) Funds Upon Early
Termination

If the Study is discontinued for any
reason it is agreed that the amounts
paid or payable under this Section
14 shall be prorated based on actual
work duly performed pursuant o the
Protocol in accordance  with
Appendix 3 to this Agreement. Any
funds not due under this calculation,
but already paid, shall be returned to
ICON, within thirty (30) days of the
date of termination of the Study.

ICON-Orion EU Master CTA V1 Czech V1
Protocol 3104007 _site 5304_ Nemocnice Jablonec n. Ni
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Clinical Rosoarch

tam, kde vznika DPH, a spole¢nost ICON je
za ni ze zakona odpovédna,

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

a po cbdrzeni platné faktury s uvedenou
DPH. VSechny ostatni dané jsou zahrnuty

do ¢astek, uvedenych v piiloze 3.

DIC zdravotnického zafizeni: CZ00829838

Za ugelem vylouden! pochybnosti budou
vSechny poplatky ulozené bankami
Zdravotnického zafizenifZkousejlciho k tizi
Zdravotnického  zafizeni/Zkou$ejiciho a
ICON nebude mit Zadnou povinnost tyto
poplatky nebo jiné podobné administrativni
poplatky hradit.

Neuskutednéni platby

Pokud neni pisemn& dchodnuto jinak,
ICON neuskute¢ni 2zadnou platbu za
pacienty, kieré Zkousejici zafadil do
Klinického hodnoceni porusenim Protokolu
(ti., pacienty, ktefi nejsou  Zpusobilym
subjektem hodnoceni).

Pokud neni pisemné& dohodnuto jinak,
ICON neuskuteéni Zadnou platbu tykajici se
pacientld, vsouvislosti s nimiz doslo
k poruSeni Protokolu, bud pfi vizitach,
b&hem nichz v Protokolu vznikly odchylky
nebo pfi jakychkoliv naslednych vizitach.

Vraceni _finanénich prostfedkdy v pfipadé
pfedZasného Ukonceni

Propfipad, Zze je Klinické hodnoceni
z jakéhaokoliv divodu pferuseno, se smluvnl
strany dohodly, Ze &astky hrazené nebo k
uhrazeni dle &lanku 14 budou stanoveny
pomérné na zdkladé skute¢né fadné
vykonané prace dle Protokolu v souladu
s Pfilohou €. 3 této Smilouvy. Jakékoliv
finan€nl prostfedky, které dle této kalkulace
nejsou splatné, ale byly jiz zaplaceny,
budou spole¢nosti ICON vraceny ve Ihiité
{30) dni od data ukongeni Klinického
hodnoceni.

SOLF_N _Final
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14.4 Pass-through Costs
1441 ICON agrees to pay the pass-
through costs set out in Appendix 3
in arrears upon production by the
Institution of adequate written
evidence that such costs have been
incurred.

14.5 All costs

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

14.6 Budget Non-Disclosure

14.6.1 To the extent possible under the
Regulations and other applicable
law the Institution/Investigator shall
consider all budget information as
confidential and shall discuss such
information exclusively with ICON
and/or the Sponsor. Any discussion
of this Agreement or its budget
terms by the Institution/Investigator
with any third party may be treated
by ICON as an irremediable breach
for the purposes of Section 11.3.1.5
above.

15 GENERAL PROVISIONS

15.1 Assignment

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

15.1.2 The Parties acknowledge that the
Sponsor shall have the right, at any
time, to assign its sponsorship of the
Study to a third party, following
which assignment such third party
shall be considered the “Sponsor”
for purposes of this Agreement, and
whereupan such new Sponsor shall
take aver and assume all rights and

LSO N
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Prabézné naklady

ICON souhlasi, Ze bude hradit vzniklé
odpovidajlci naklady stanovené v piiloze &.
3 na zakladé predloZzenl adekvatniho
pisemného potvrzeni ze strany
Zdravotnického zafizeni, Ze takové naklady
vznikly.

Veskeré naklad

Platby uvedené vySe, které jsou piesnéji
popsany v Pfiloze &. 3 predstavujl veskeré
naklady souvisejicl s Klinickym hodnocenim
a zadné dal3i finantni prostfedky nebudou
hrazeny po jeho ukongeni ani jinak.

Nezveiejnénl rozpodtu

Vrozsahu pfipustném dle  Pravnich
pfedpist a dalich platnych zékonli bude
Zdravotnické zafizeni/Zkousefici povazovat
veskeré informace o rozpoétu za divémé a
tyto informace projednd vyhradné se
spolednosti ICON a/nebo Zadavatelem.
Jakékoliv projednani télo Smiouvy nebo
podminek rozpodtu Zdravotnickym
zafizenim/Zkousejicim a jakoukoliv tfeti
stranou mUZe byt spoleénosti ICON
povazovano pro Ucely &lanku 11.3.1.5 vyse
za nenapravitelné porudeni,

OBECNA USTANOVENI
Postoupeni
Zdravotnické  zafizenl/Zkousejici nesmi

postoupit svd prava a/nebo pievést své
povinnosti vyplyvajici ztéto Smiouvy bez

pfedchoziho pisemného souhlasu
spolegnosti ICON, pfitemz jeho udéleni
nebude bezdivodné zamitnuto.

Spole¢nost ICON {e opravnéna pievést tuto
Smiouvu na Zadavatele bez souhlasu
Zdravotnického zafizeni/Zkousejiciho.

Strany bercu na v&doml, ze Zadavatel bude
mit pravo kdykoli prevést zadani Studie tetl
strang, naCez bude fakova tfeli sirana
povazovana pro ucely télo Smlouvy za
“Zadavatele” a nateZ takovy novy
Zadavatel pfevezme veskerd prava a
povinnosti Zadavatele stanovené v této
Smilouvé. Spoleénost ICON nebo Zadavatel
bez prodlevy okamiité Zdravotické

ICON-Orion EU Master CTA V1 Czech V1
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obligations of the Sponsor under this
Agreement. ICON or Sponsar shall
without delay notify
Institution/Investigator of any such
assignment in writing, and the
Institution/Investigator hereby
unconditionally approves any such
assignment.

| C,O N
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zafizeni/Zkousejiciho pisemné uvédomi o
takovem  pfevodu, a  Zdravotnické
zaflzeni/ZkousSejici timto bezpodminetné
vyjadiuje souhlas s jakymkoli takovym
pifevodem.

15.2 Waiver Vzdéni se

156.2.1 A waiver by either party of any term Vzdani se nékteré podminky tétoc Smiouvy
or condition of this Agreement in any kteroukoliv stranou v jakémkoliv pfipadé
instance shall not be deemed or nebude povaiovano za vzdani se této
construed to be a waiver of such podminky v jakémkoliv podobném pfipade
term or condition for any similar vbudoucnu ¢&i za ndsledné poruseni této
instance in the future or any Smlouvy. VeSkerda prdva, opravné
subsequent breach hereof, All rights, prostfedky, ujednanl, povinnosti a dohody
remedies, undertakings, obligations obsaZené v této Smlouvé jsou kumulativni
and agreements contained in this a neomezujl Zadny dal§i opravny
Agreement are cumulative and none prostfedek, pravo, povinnost nebo dohodu.
of them shall be a limitation of any
other remedy, right, obligation or
agreement.

15.3 Notices Oznameni

15.3.1 Notices under this Agreement shall Oznameni dle této Smlouvy budou uginéna
be in writing and considered pisemng a budou povazovana za fadna,
sufficient if delivered personally, pokud budou dorufena osobné, odeslana
sent by registered mail with return doporu¢enou postou s  doruéenkou,
receipt, sent by recognized expresni kurymni sluzbou nebo faxem na
overnight courier service, or by niZe uvedené adresy:
telefax transmission, addressed as
follows:

15.3.1.1 Iito ICON Pokud budou adresovéana spoleénosti ICON
ICON Clinical Research s.r.o. ICON Clinica) Research s.r.o.
V Parku 2335/20, V Parku 2335/20,
148 00 Praha 4 - Chadov, 148 00 Praha 4 — Chodov,
Czech Republic Ceska republika
15.3.1.2 If to the Institution/Investigator Pokud budou adresovana Zdravotnickému

p.o.
Nemocniénl 15, 466 60 Jablonec

nad Nisou
Czech Republic

zafizeni/Zkousejicimu

lemocn'ce !a!'onec na! I!sou, Nemocnice Jablonec nad Nisou, p.o.

Nemocniéni 15, 466 60 Jablonec nad Nisou
Ceska republika

ICON-Orion EU Master CTA V1 Czech V1t
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154

15.4.1

15.5

15.5.1

15.6

15.6.1

Severability

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

any other provision of this
Agreement.
Relationship of Parties

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

Governing Law and Dispute
Resolution

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

Any dispute, controversy or claim
arising out of or relating to this
Agreement, or the breach,
termination or validity thereof, shall
be finally settled by arbitration in
accordance with the Rules of
Arbitration of the Intemnational
Chamber of Commerce by three (3)
arbitrators appointed in accordance
with the said Rules. The seat of
arbitration shall be Prague, the
Czech Republic, and the language
to be wused in the arbitral
proceedings shall be English.
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Céaste&na neplatnost

Neplatnost & nevymahatelnost jakéhokoliv
ustanoveni této Smilouvy nebude mit
vzadném pilpadé viiv na jeji dalSi
ustanoveni.

Vztah smluvnich stran

Nic v této Smilouvé nebude vykladano jako
vytvoien| jakéhokoliv sdruzeni, konsorcia,
spole¢ného podniku, zaméstnaneckého
pomé&ru nebo wvztahu 2zmocnitele a
zmocnénce mezi stranami, ¢imz se rozumi,
2e Zdravotnické zafizenifZkousejici |e
nezavisly smluvni pariner a ani jedna ze
stran nenl vzadném pfipadé opravnéna
zavazovat druhou stranu ani jeji zastupce.

Rozhodné pravo a feSeni sporl

Tato Smlouva a vSechny spory a naroky
z ni vyplyvajici budou vykladany a flzeny
zakony Ceské republiky, bez ohledu na
principy kolize pravnich norem.

Jakékoli pfe, spory nebo uplatn&ni naroku
vyplyvajici z této Smiouvy nebo ve vztahu
sni, nebo jeji poruseni, ukondeni nebo
zneplatnéni budou s konefou platnosti
rozhadnuty rozhod&im fizenim v souladu
s pravidly rozhodgich fizenl Mezinarodni
obchodni komory, a to tfemi (3) rozhod&imi
soudci |menovanymi v souladu s témito
pravidly, Rozhoddi fizeni bude probihat
vPraze, Ceskd republika a jazykem
rozhodgiho fizeni bude anglittina.

e
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15.7

15.7.1

15.8

15.8.1

16.8.2

15.9

15.8.1

Entire Agreement

This Agreement 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
Institution/Investigator. None of the
terms of this Agreement may be
amended or modified except in
writing signed by the parties hereto.

Counterparts

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

This Agreement will be executed in
3 (three) counterparts, each of which
shall be an original as against any
party whose signature appears
thereon, but all of which together
shall constitute but one and the
same instrument.

Survival

Sections in this Agreement relating
to obligations which have accrued or
are have application beyond the
term of this Agreement including
without limitation those relating to
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Uplnost Smiouvy

Tato Smlouva piedstavuje Upinou dohodu a
ujednani mezi smluvnimi stranami pokud
jde o jeji pfedmé&t a ma pfednost pfed
vdemi dokumenty, Ustnimi souhlasy d&i
ujednanimi mezi spole¢nostl ICON a
Zdravotnickym zafizenim/Zkousejicim.
Podminky této Smilouvy mohou byt
doplfiovany a ménény pouze pisemnou
formou s podpisy smluvnich stran.

Poget vyhotoveni

Tato Smiouva se stane pravné zavaznou,
jakmile bude jedno nebo vice vyhotoveni
této Smlouvy, jednotlivé ¢&i hromadné,
podepsano vEemi smluvnlmi stranami.

Tato Smlouva bude vyhotovena v poéiu 3
(tfech) vyhotoveni, z nichZ kazdé bude vuci
kterékoliv  smluvni strang, ktera jej
podepsala, pfedstavovat original, pfi¢emz
kazdé z téchto vyhotoveni bude
pfedstavovat jeden a tentyz dokument.

Trvani

Ustanoveni této Smlouvy souvisejici
s povinnostmi, které z ni vyplynou nebo se
budou aplikovat po ukonéeni této Smiouvy,
véetné, nikoliv vSak wvyluéné, povinnosti
souvisejicich s mliCenlivosti a duvérnymi

confidentiality and Confidential informacemi, inspekcemi  Kontrolniho
Information, proposed or actual ufadu, 2zvefejnénim informaci, dusevnim
inspections by a Regulatory vlastnictvim, nahradou $kody a uzivanim

Authority, publications, intellectual
property, indemnification and use of
names and any provision required to
interpret and enforce the parties’
rights and obligations under this
Agreement to the extent required for
the full observation and performance
of this Agreement shall survive any
termination of this Agreement.

jména obchodni firmy a jakymikoli dal$imi
ustanovenimi, ktera jsou nezbytnéd pro
vyklad a uplatiiovani prdv a povinnosti
smiuvnich stran dle této Smlouvy v rozsahu
poZadovaném za ucelem komplexniho
dodrzovani a pinéni této Smiouvy, budou
trvat i po ukonéeni Smlouvy.
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15.10

15.10.1

15.11

15.11.1

15.11.2

15.11.3

Translation Inconsistency.

The original English version of this

Agreement has been translated
inlo Czech. In the evenmt of
inconsistency or  discrepancy
between the English version
and the Czech language version of
this Agreement, the English

language version shall prevail.
Anti-Bribery

The parties acknowledge that ICON
and the Sponsor are bound by all
applicable anti-corruption and anti-
bribery laws and regulations
including but not limited to Foreign
Corrupt Practices Act (FCPA) and
UK Bribery Act and will not cause
ICON or Spoensor to be in breach of
their responsibilities through any act
as described in this Section.

In periorming the Study and or
services under this Agreement, the
non-ICON contracting party/parties
(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 (i)
shall comply with all applicable anti-
corruption and anti-bribery laws and
regulations. The non-ICON
contracting party/parties shall notify
ICON and Sponsor immediately
upon becoming aware of any breach
under this Section.

For the purpose of ensuring
compliance with applicable Anti-
Bribery laws and regulations, non-
ICON contracting  party/parties
agree(s) that ICON shall have the
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Rozpory v piekladu Smilouvy

Origindlni anglickd verze Smlouvy byla
pfelozena do é&eského jazyka.V pfipadé
jakychkoli rozporll mezi éeskou a anglickou
verzi smlouvy ma pfednost anglicka verze.

Protikorupéni

Strany berou na védomi, Ze spole¢nost
ICON azadavatel studie {sou povinni
dodrzovat vesSkeré plainé protikorupéni
zakony a piedpisy, mimo jiné americky
zékon  proti  korupénim  prakiikam
v zahranici (Foreign Corrupt Practices Act
(FCPA)) abritsky zakon proti korupci
a uplatkarstvi (UK Bribery Act), a zavazuji
se, Ze se nedopusti jednani vymezeného
viomic oddile, které by 2znamenalo
poruseni povinnosti ze strany spoleénosti
ICON ¢i zadavatele.

Smiuvni strany mimo spolednost ICON
(a jejich zaméstnanci a zastupci) potvrauii,
Ze pii provadéni studie a sluzeb sjednanych
viélo smlouvé (i) pfimo ani nepfimo
nenabidnou, nepiislibi a neschvali jakoukoli
platbu ani jakykoli hodnotny dar, tedy mimo
jiné uplatky, dary apozornosti, statnim
Ufednikim, regulaénim organim  ani
komukoli jinému s cilem podvodné ovlivnit,
motivovat & odménit jefich fednéni,
rozhodnuti nebo benevolenci za ucelem
dosazenl nefestné vyhody, napiiklad
zlskani zakazky &i prodlouzeni spoluprace,
Ze takovéto platby &i dary od uvedenych
subjektd nepfijmou aze se takového
jedndni v souvislosti se studii nedopustili
ani vminulosti a (i} Z2e budou dodrzovat
veskeré platné protikonupéni  zakony
a pfedpisy. Tyto ostatni smluvni strany se
déle zavazuji, Ze budou o jakémkoli
poruseni povinnosti definovanych v tomto
oddile, onémz se dozvi, bezodkladné
informovat spolecnost ICON izadavatele
studie.

Smluvni strany mimo spolegnost ICON
vzajmu zajisténi dodrzovani platnych
protikorupénich zakond a piedpist

uznavaji, ze spoleénost ICON je po celou
dobu platnosti této smlouvy opravnéna
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right to conduct an investigation or
audit of the non-ICON contracting
party/parties during the term of this
Agreement to monitor compliance
with the terms of this Section. The
non-ICON contracting party/parties
shall cooperate fully with such
investigation or audit, the timing of
which shall be at the sole discretion
of ICON.
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provadét Setfenl & audit t&chto ostatnich
smiuvnich  stran, akontrolovat tak
dodrZovan( padminek stanovenych v tomto
oddile. Ostatni smluvnl strany budou
vprub&hu  Seffeni & audity, jejich2
natasovani je zcela vkompelenci
spole€nosti ICON, pIng spolupracovat.

15.12 Third Party Beneficiary Opravnéna tretl strana
15.12.1  The Institution/Investigator expressly Zdravotnické zafizeni/Zkousejici vyslovné
agrees that the Sponsor is a third- souhlasi s tim, Ze Zadavatel je opravn&nou
party beneficiary to the Agreement tfeti stranou télo Smlouvy a Ze mize
and that the Sponsor may enforce vymahat sva prava z této Smilouvy
its rights under the Agreement. vyplyvajici.
15.13 Transparency Transparentnost
15.13.1 ICON and Sponsor may disclose for Spole¢nost ICON a Zadavatel mohou z

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

jakéhokoli zakonného duvodu a dle
vlastniho uvazeni zvefejnit podminky této
Smiouvy, mimo jiné v&etn& celkové Uhrady
(vCetné& poplatki a nékladl) splatné nebo
zaplacené v souladu s touto Smlouvou.
Spole¢nost ICON a Zadavatel si vyhrazuji
pravo pfidist pii 1akovém zvefejnéni
veskerou Uhradu zaplacenou v souladu s
touto Smlouvou kazdé osobé, ktera
poskytuje sluzby v souladu s touto
Smilouvou.
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IN WITNESS WHEREOF, the NA DUKAZ TOHO byla tato Smiouva
parties have caused this Agreement podepsana fadn& zmocnénymi zastupci
to be executed by their duly smiluvnich stran a nabyva ucinnosti datem
authorized representatives fo be podpisu posledni smluvni strany (viz datum
effective as of the date first written G&innosti na Str. 1).

above.

ICON CLINICAL RESEARCH ICON CLINICAL RESEARCH LIMITED

LIMITED
Date: Datum :
2 0 NOV 201 20 -11- 20%
Name: Jméno:
Title: Funkce:
Signature: -
INSTITUTION: ZDRAVOTNICKE ZARIZENI:
Nemocnice Jablonec nad Nisou, Nemochnice Jablonec nad Nisou, p.o.
p.o.
Date: 2 4 -11- 2014 Datum: 74 -11- 7014

Name:

Jmeéno:

Title: - Funkce: !

ICON-Qrion EU Master CTA V1 Czech Vi
Protocol 3104007 _site 5304_ Nemocnice Jablonec n. Nisou JJ I v1_Final
Page 38 of 54



ICON-Orion Tripartite Contract -Czech

INVESTIGATOR: ZKOUSEJICi:
24 -11- 200 74 -11- 201

Date: Datum:

Title: fp/ Funkce: ?/

Signature: Podpis: .
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APPENDIX 1 PRILOHA €. 1
THE PROTOCOL PROTOKOL
(ENCLOSED SEPARATELY) (PRILOZEN SEPARATNE)
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APPENDIX 2 PRILOHAC. 2
TIMELINES STANOVENI( LHUT
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APPENDIX 3 PRILOHA C. 3
FEES/COSTS

ICON-Orion EU Master CTA V1 Czech V1
Prolocel 3104007 _site 5304 Nemocnice Jablonec n. leoan Final
Page 42




ICON-Orion Tripartite Contract —Czech

ICON-Qrion EU Master CTA V1 Czech V1
Protocol 3104007 _site 5304_ Nemocnice Jablonec n. NisoF v1_Final
Page 4




LS ON

A Bpenbal Of Cagstpnc

ICON-Crion Tripartite Contract —-Czech

ICON-Orion EU Mastaer CTA V1 Czaech V1

Protocal 3104007 _site 5304 Nemocnice Jablonec n. Nisou _ v1_Final
Page 44 of 54




ICON-Orion Tripartite Contract —Czech

ICON-Orion EU Master CTA V1 Czech V1
Protocol 3104007 _site 5304_ Nemocnice Jablonac n. Nisou F vi_Final
Page 45




ICON-Orion Tripartite Contract —Czech

ICON-Crion EU Master CTA V1 Czech V1
Protocol 3104007 _site 5304_ Nemocnice Jablonec n. Nisou F v1_Final
Page 46




ICON-Qrion Tripartite Contract —Czech

ICON-Orion EU Master CTA V1 Czech V1

Prolocotl 3104007 _site 5304_ Nemocnice Jablonec n. Nisou_ v1_Final
Page 47




LS, ON

A Dywribot OF Cacelarncs

ICON-Orion Tripartite Contract —Czech _ CincalRassach
Exhibit 1 to Appendix 3 Formulaf 1 k Priloze 3
STUDY BUDGET ROZPOCET STUDIE
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APPENDIX 4 PRILOHA C. 4
INDEMNITIES/INSURANCE NAHRADA SKOD/POJISTENI
(ENCLOSED SEPARATELY) (PRILOZENO SEPARATNE)

ICON-Orion EU Master CTA V1 Czech V1
Protocol 3104007 _site 5304_ Nemocnice Jablonec n. Niso_v1 _Final
Page 5




LS ON

A Syvrbol of Cacearc e

ICON-Orion Tripartite Contract -Czech

APPENDIX 5 PRILOHA C.5
BENEFICIARY T!

Protocol 3104007 _site 5304_ Nemocnice Jablonec n. Nisou _v! Final
Page 54






