Tripartite Contract -Czech

CLINICAL
INVESTIGATOR/INSTITUTION
AGREEMENT - TRIPARTITE

This Agreement (“Agreement”) becomes
effective on the day of signature by all
contractual parties and is entered into by
and between

by and between

ICON Clinical Research Limited
(hereinafter called “ICON”)
with a vat number IE 8201978R
with place of business at South County
Business Park, Leopardstown, Dublin 18,
Ireland,
represented by
PharmDr. Pavel Lebesle MBA, Sr.Director
Project Management

and

Thomayerova nemocnice
With a place of business at Praha 4 - Kr¢,
Videriska 800, PSC 14059
Company registration number: 00064190
Represented by: doc. MUDr. Zdenék
Benes, CSc., Director

a
governmental organisation established by
the
Ministry of Health, the full text of the
foundation
deed ref. MZDR 17268-1V/2012,registered
in the
Commercial Register at the Municipal
Court in
Prague, Section Pr, insert 1043

(hereinafter called the “Institution”)

and

XXX
with a place of business at XXX
Date of birth: XXX
(hereinafter called the “Investigator”)

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

ICON, Institution and Investigator are
hereinafter referred to individually as a
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SMLOUVA SE
ZKOUSEJICiM/ZDRAVOTNICKYM
ZARIiZENIM O ZABEZPECENI A
PROVEDENI KLINICKEHO HODNOCENI
— TROJSTRANNA

Tato smlouva (déle jen ,Smlouva®)
vstupuje v platnost dnem jejiho podpisu
vSemi smluvnimi stranami
a uzaviraji ji mezi sebou

mezi

ICON Clinical Research Limited
(dale jen ,ICON")
DIC IE 8201978R
se sidlem South County Business Park,
Leopardstown, Dublin 18, Irsko
zastoupena
PharmDr. Pavel Lebesle MBA,
Sr. Director Project Management

a

Thomayerova nemocnice
Se sidlem: Praha 4 - Kr¢, Videnska 800,
PSC 14059
ICO: 00064190
Zastoupena: doc. MUDr. Zdenék Benes,
CSc., feditel

statni pfispévkova organizace zfizena
Ministerstvem zdravotnictvi CR, Gplné
znéni zfizovaci listiny &.j. MZDR 17268-
IV/2012, zapsana v obchodnim rejstfiku u
Méstského soudu v Praze, oddil Pr, vl.
1043

(dale jen ,ZDRAVOTNICKE ZARIZENI*)

a

XXX
bytem Novodvorska XXX
Datum narozeni: XXX
(dale jen ,ZKOUSEJICI¥)

Zdravotnické zafizeni a ZkouSejici dale
jen ,ZDRAVOTNICKE
ZARIZENIi/ZKOUSEJiCi*, a to
v pfipadech, kdy jsou tyto subjekty minény
ve Smlouvé spolecné.

ICON, Zdravotnické zafizeni a ZkouSejici
jsou dale oznaCovéni jednotlivé jako
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“party” and collectively refererred to as
“parties”.

BACKGROUND

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

ICON'S client, Mereo BioPharma 1 Ltd
domiciled at 1 Cavendish Place, London
W1G O0QF, with company identification
number: 09646998, represented by:
SERMON, Charles Edward, Director
(hereinafter known as the “Sponsor”) is
developing an investigational product
called BCT197 (hereinafter called the
“Investigational Product”) for use in
patients with acute respiratory
exacerbations of chronic obstructive
pulmonary disease (COPD).

The Institution and its staff, including
without limitation the Investigator, are
experienced in the evaluation and
treatment of patients with acute
respiratory exacerbations of chronic
obstructive pulmonary disease (COPD).

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 (CRF)
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“smluvni strana” a spole¢né jako “smluvni
strany”.

PREDMET A UCEL SMLOUVY

ICON je smluvni vyzkumna organizace,
jejiz hlavni ¢innosti je navrhovani,
zahajeni a fizeni klinickych hodnoceni
tykajicich se lidského subjektu a
poskytovani dalSich souvisejicich sluzeb
pro vyrobce farmaceutickych produkta.
Klient spole¢nosti ICON, Mereo
BioPharma 1 Ltd,

se sidlem 4th Floor, 1 Cavendish Place,
London W1G 0QF, UKreg.Cislo 09646998
zastoupena: SERMON, Charles Edward,
feditel (dale jen ,ZADAVATEL") wvyviji
hodnocené |éCivo s ndzvem BCT197 (dale
jen ,HODNOCENE LECIVO”) za G&elem

jeno aplikace u pacientd s indikaci
chronicka  obstrukéni  plicni nemoc
(CHOPN).

Zdravotnické zafizeni a jeho zaméstnanci,
v&etné, nikoliv vSak vyluéné, Zkousejiciho,
maji zkuSenosti s hodnocenim a Ié¢bou
pacientll s indikaci chronicka obstrukéni
plicni nemoc (CHOPN).

Spole¢nost ICON si pieje smluvné
zavazat Zkousejiciho k provedeni
klinického hodnoceni za ucelem
zhodnoceni  hodnoceného |édiva a

Zdravotnické zafizeni/ZkouSejici si preje
toto klinické hodnoceni provést.

Zdravotnické zafizeni souhlasi s ucasti
ZkouSejiciho na provadéni vySe uvedené

klinického hodnoceni jménem
Zdravotnického zafizeni.

TIMTO BYLO DOHODNUTO
NASLEDUJICI:

DEFINICE

Pojmy pouzité v této Smlouvé budou mit
nasledujici vyznam:

Zaznam subjektu hodnoceni
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Report in a format prepared by the
Sponsor and/or ICON in accordance with
the Regulations (as hereinafter 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 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.

Informed Consent Form

The form prepared by ICON 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
SponsorandSUKL, approved by the IEC/
SUKL and signed and dated by each
participant or their legal representative(s)
before they begin to participate in the
Study.

Investigational Product

The investigational medicinal product(s)
which is/are the subject matter of the
Protocol.

IEC (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

Protocol

The details of the Study (including
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Zaznam ve formatu pfipraveném
Zadavatelem a/nebo spoleénosti ICON
v souladu s platnymi Pravnimi pFedpisy
(jak  definovano nize), zpracovany
Zkousejicim, ktery dokumentuje podavani
Hodnoceného léc¢iva ucastnikiim, a rovnéz
v8echny testy a pozorovani souvisejici
s Klinickym hodnocenim (jak popsano
nize).

Soubor informaci pro zkousejiciho

Soubor informaci poskytovany
Zadavatelem, ktery obsahuje souhrnné
klinické a neklinické udaje o hodnoceném
léCivu(ech), které se vztahuji ke
klinickému  hodnoceni na lidskych
subjektech a obsahujici informace o vSech
klinickych hodnocenich uskute¢nénych
béhem vyvoje Hodnoceného léCiva.

Formulaf informovaného souhlasu

Formulafr pfipraveny spolec¢nosti ICON
v souladu s vyhlaskou &. 226/2008 Sb.,
kterou se stanovuje spravné klinick4 praxe
a blizSi podminky klinického hodnoceni
I&Civ, ve znéni pozdéjSich predpisu, a
dalSimi platnymi Pravnimi predpisy (které
jsou definovany nize) na zakladé
konzultace se Zadavatelem a SUKL, ktery
byl schvalen NEK/SUKL a byl podepséan
kaZzdym subjektem nebo jeho pravnim(i)
zastupcem(ci) pfed zahgjenim Uuc€asti v
Klinickém hodnoceni.

Hodnocené IéCivo

Hodnoceny |éCivy pfipravek / hodnocené
lécive pfipravky, které/a jeljsou
pfedmétem Protokolu (jak je definovano
nize).

NEK (Nezavisla eticka komise)

Vybor, komise nebo jina skupina formalné
vytvofena za ucelem kontroly, schvéleni
zahajeni a provadéni kontroly
biomedicinckych vyzkumu zahrnujicich
lidské subjekty.

SUKL
Statni ustav pro kontrolu 1&¢iv

Protokol

Podrobnosti klinického hodnoceni (v€etné
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particularly aim, organization, methods,
statistic balances and organization of
clinical research) are contained in
Protocol number MBCT206 together with
any amendments (as agreed by the
parties in accordance with Section 3.1.3).
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.

Requlations

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
implementing legislation in the relevant
countries of the European Union, the ICH
GCP Guideline (January 1997) (“GCP”),
and/or any other relevant applicable
legislation. 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.

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 for a clinical
trial in a particular country or multinational
group of countries including without
limitation the competent authorities of the
relevant countries of the European Union ,
the SUKL and the Czech Office for
Personal Data Protection.
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cile, planu, metodologie, statistické
rozvahy a uspofadani klinického vyzkumu)
jsou obséahlé v protokolu ¢islo MBCT206,
spole¢né se v8emi dodatky (které byly
mezi stranami uzavfeny v souladu se
¢lankem 3.1.3). Protokol je plné v souladu
s platnymi pravnimi predpisy (jak jsou
definovany nize).

Zpusobily subjekt hodnoceni

Jakykoliv mozny subjekt, ktery pfi vstupu
do léCebnych fazi Klinického hodnoceni
spliiuje v8echna =zafazujici kritéria a
nespliiuje zadné z vyluCovacich Kritérii,
kterd jsou stanovena v Protokolu a
podepsal platny Formulaf informovaného
souhlasu schvaleny NEK/SUKL.

Pravni pfedpisy

Jakékoliv relevantni pravni predpisy,
zvlasté zakon €. 378/2007 Sb., o lécivech,
ve znéni pozdéjsich pfedpisll, vyhlaska ¢.
226/2008 Sb., kterou se stanovuje
spravna klinicka praxe a bliz8i podminky
klinického hodnoceni [éCiv, ve znéni
pozdéjSich  predpisli, zakoniky nebo
pokyny pfimo ¢&i nepfimo souvisejici
s provadénim Klinického hodnoceni
v€etné, nikoliv v8ak vyluéné (pokud je to
relevantni) smérnice 2005/28/ES pro
klinicka hodnoceni |&Civ a jeji provadéci
legislativy v pfisludnych zemich Evropskeé
unie, ICH Smérnice pro spravnou klinickou
praxi (leden 1997) (dale jen ,GCP”),
a/nebo jiné relevantni platné pravni
predpisy. Za ucelem vylougeni
pochybnosti tyto pravni pfedpisy, zdkoniky
a pokyny zahrnuji pravni predpisy,
zakoniky a pokyny souvisejici s ochranou
a soukromim osobnich udaji jednotlivcl.

Kontrolni urad

Jakykoliv vladni, spravni nebo profesni
organ maijici dle pfrislusnych pravnich
pfedpisi  opravnéni regulovat a/nebo
uplatfiovat Pravni pfepisy na provadéni
klinickych hodnoceni a vSechny dalSi
zalezitosti s tim souvisejici a/nebo narodni
¢i nadnarodni organ odpovédny za
udéleni souhlasu pro klinické hodnoceni
v pfislusné zemi nebo nadnarodni skupiné
zemi v&etné, nikoliv v3ak vyluéné
pfislusnych organ relevantnich zemi
Evropské unie, Statniho Ustavu pro
kontrolu lé&iv (SUKL) a &eského Ufadu
pro ochranu osobnich udaja.
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Serious Adverse Event

Any untoward medical occurrence or
effect 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
disability / incapacity,
E) is a congenital anomaly / birth defect.

significant

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

Site

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

Study

The clinical study known as a Phase lla,

two-part, randomised, multi-centre,
multinational, double blind, placebo
controlled, parallel group study to

compare the efficacy and safety of
BCT197 when added on to standard of
care for the treatment of acute respiratory
exacerbations of chronic obstructive
pulmonary disease (COPD) requiring
hospitalisation in adultsto be conducted
according to the Protocol.

CONDUCT OF STUDY

Compliance
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Zavazna nezadouci prihoda

Jakykoliv neocekavany |ékarsky nalez &i
Ucinek, ktery v jakékoliv davce (podle § 3
odstavce 3 — 6 zakona €. 378/2007 Sb., o
IéCivech, ve znéni pozdéjsich predpist):
vede ke smrti

je Zivot ohrozujici,

vyZaduje hospitalizaci pacienta anebo
prodlouzeni stavajici hospitalizace,

vede ktrvalé & vyznamné zdravotni
nezpusobilosti / invalidité,

vyvolava kongenitalni anomalii / vrozenou
vadu.

Zavazné zdravotni pfihody, které nemusi
vést ke smrti, byt Zivot ohrozujici Cci

vyzadovat hospitalizaci, mohou byt
povazovany za zavaznou nezadouci
pfihodu v pfipadé, kdy na zakladé

pfislusného |ékafského posouzeni mohou
ohrozit subjekt a tak vyzadovat Iékafsky Ci
chirurgicky zakrok za ucelem odvraceni
nasledk( uvedenych v této definici. Mezi
priklady téchto lékafskych pfipadl patfi
alergicky astmaticky zachvat, ktery
vyzaduje intenzivni oSetfeni na
pohotovosti i doma, dale krevni dyskrazie
nebo zachvaty, které nemaji za nasledek
hospitalizaci pacienta.

Pracovisté

Zdravotnické zafizeni nebo jakékoliv jiné
misto Ci mista, kde ZkouSejici provadi
Klinické hodnoceni v souladu s touto
Smlouvou.

Klinické hodnoceni

Klinické hodnoceni znamé jako dvoudilna,
randomizovana, multicentrickd,
multinarodni, dvojité zaslepena, placebem
kontrolovana studie faze lla s paralelnimi
skupinami pro srovnani Uuc€innosti a
bezpec€nosti pfipravku BCT197 pfidaného
ke standardni |éEbé akutnich respiracnich
exacerbaci chronické obstrukéni plicni
nemoci (CHOPN), které vyzadovaly
hospitalizaci u dospélych, které se provadi
dle Protokolu.

PROVADENIi KLINICKEHO HODNOCENI

Soulad provadéni klinického hodnoceni se
zadanymi podminkami
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The Institution/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/or the Regulatory Authorities and
conditions stated in permission of SUKL
or, where permission is not required,
conditions determined in the respective
announcement.

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.

Subject to the remainder of this Section
3.1.3 the Protocol may only subsequently
be amended with the prior written
Agreement of the Sponsor. In the event
that the Investigator wishes to amend the
Protocol the Investigator shall give at least
ten (10) working days notice containing
full details and rationale of the planned
deviation to ICON and SUKL (or as may
be otherwise required by SUKL
stipulations or Regulations) and ICON
shall discuss with the Sponsor whether
such amendments are acceptable. The
Investigator may only otherwise deviate
from the Protocol in the event that the
Investigator reasonably considers that
such deviation is necessary to deal with a
patient emergency and in the event of
such deviation the Investigator shall
immediately notify ICON andSUKL in
writing thereof.

Serious Adverse Event Reporting

The Institution/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 notify the SUKL and
Sponsor immediately of any Serious
Adverse Events during the Study in
accordance with the Regulations.

Clinical Study Site File
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Zdravotnické  zafizeni/zkouSejici  bude
Klinické hodnoceni provadét v souladu s
Protokolem, Pravnimi pfedpisy, touto
Smlouvou, pisemnymi pokyny spole¢nosti
ICON a podminkami souhlasu s
provedenim Klinického hodnoceni
udéleného NEK a/nebo Kontrolnimi Gfady
a podminkami souhlasu SUKL, nebo,
pokud souhlas neni vyzadovan,
podminkami pfisludného vyjadreni.

Protokol bude povazovan za finalni,
jakmile dojde k udéleni souhlasu ze strany
prislusné/pfislusnych NEK a souhlasu
SUKL, nebo pokud neni Klinické
hodnoceni zamitnuto.

Dle této zbyvajici ¢asti odstavce 3.1.3
mize byt Protokol ménén pouze na
zakladé predchoziho pisemného souhlasu
Zadavatele. V pfipadé, ze si Zkousejici
preje Protokol upravit nebo doplnit, u€ini o
tom ZkouSejici oznameni spole€nosti
ICON a SUKL, které bude obsahovat
aplné podrobnosti a oduvodnéni
zamysleného odchyleni, a to alespon (10)
pracovnich dni pfedem (nebo jak pozaduji
predpisy SUKL nebo Pravni predpisy), a
spole€nost ICON projedna se
Zadavatelem, zda jsou takové upravy d&i
doplnéni pfijatelné. ZkouSejici se jinak
mize od Protokolu odchylit pouze tehdy,
kdy ZkouSejici rozumné zvazi, ze toto
odchyleni je nezbytné za ucelem feSeni
naléhavého pfipadu pacienta a v pfipadé
takového odchyleni bude ZkouSejici
neprodlené pisemné informovat
spoleénost ICON a SUKL.

HlaSeni zavazné nezadouci prihody

Zdravotnické  zafizeni/zkouSejici  bude
jednat pIné v souladu s ustanovenimi
Protokolu o nezadoucich pfihodach. V
pfipadé opomenuti téchto ustanoveni,
jejich neuplnosti nebo v pfipadé rozporu
téchto ustanoveni s Pravnimi pfedpisy se
v této souvislosti uplatni Pravni pfedpisy.

ZkousSejici bude v souladu s Pravnimi
predpisy vzdy okamzité informovat SUKL
a Zadavatele o kazdé zavazné nezadouci
pfihodé, k niz doslo v prabéhu Klinického
hodnoceni.

Dokumentace  tykajici se  Klinického
hodnoceni provadéného na Pracovisti
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Creation of Clinical Study Site File

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

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

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

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

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

E) The financial disclosure documentation
as defined in Section 5.5 below;

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

G) 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
therefrom, including Protocol
amendments and reports.

B) All correspondence with the IEC/

SUKL, including periodic
approvals, and

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

reports and
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Vytvofeni  dokumentace tykajici se
Klinického hodnoceni provadéného na
Pracovisti

Pfed zahajenim Klinického hodnoceni
ZkouSejici ve spolupraci se spole€nosti
ICON vytvofi dokumentaci, kterd bude
zahrnovat niZze uvedené dokumenty (dale
jen “DOKUMENTACE TYKAJICI SE
KLINICKEHO HODNOCENI
PROVADENEHO NA PRACOVISTP).
Kopie zakladni Dokumentace tykajici se
Klinického hodnoceni provadéného na
Pracovisti bude neprodlené zaslana
spole¢nosti ICON:

Seznam jmen, tituld a povolani kazdého
¢lena NEK a

Pisemné schvaleni Protokolu ze strany
NEK a SUKL a

Schvaleny Formular informovaného
souhlasu ze strany NEK a SUKL a
Aktualni zivotopis Zkou$ejiciho a vSech
dalSich zaméstnancl Pracovisté, ktefi

vykonévaji jakoukoli funkci souvisejici
s Klinickym hodnocenim a

Dokumentace tykajici se finanéni a
majetkové nezavislosti, ktera je

definovana v &lanku 5.5 nize;

Schvaleni SUKL nebo ohlaseni Klinického
hodnoceni zaslané na SUKL;

DalSi dokumenty a informace v souladu s
Pravnimi predpisy, zvlasté zakonem ¢&.
378/2007 Sb., o IécCivech, ve znéni
pozdéjSich pfedpisu a jeho pfiloh.

Vedeni
Klinického
Pracovisti

Dokumentace
hodnoceni

tykajici  se
provadéného na

V prdbéhu Klinického hodnoceni bude
ZkouSejici vést Dokumentaci tykajici se
Klinického hodnoceni provadéného na
Pracovisti v souladu s podminkami této
Smlouvy a aktualizovat ji zafazovanim
nasledujicich  dokumentd, které bez
prodleni poskytne spole€nosti ICON:
VSechny dodatky k Protokolu a zaznam
tykajici se  jakychkoliv  planovanych
odchylek od tohoto Protokolu véetné
dodatku Protokolu a hlaseni.

Veskerou korespondenci s NEK/SUKL,
véetné pravidelnych hlaSeni a souhlasl a

Aktualni knihu vSech navstév v souvislosti
s Klinickym hodnocenim na Pracovisti a
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3.3.3

3.3.3.

D) General correspondence relating to the
Study, and

E) Investigational Product accountability
forms, and

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

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

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

The Investigator/Institution agrees to
permit ICON, the Sponsor 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 Institution/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 the
Regulations. 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.
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V8eobecnou korespondenci vztahujici se
ke Klinickému hodnoceni a

Doklady o] dopocitatelnosti/evidenci
Hodnoceného léCiva a

Dalsi dokumenty, materidly €i informace,
které bude ICON a/nebo ICON jménem
Zadavatele priibézné pozadovat i
poskytovat.

Schvaleni SUKL nebo ohlaseni Klinického
hodnoceni zaslané na SUKL.

DalS8i dokumenty a informace v souladu s
Pravnimi podpisy, zvlasté zakonem ¢.
378/2007 Sb., o IéCivech, ve znéni
pozdéjSich predpisu.

Zkousejici/Zdravotnické zafizeni souhlasi,
Ze umozni spole¢nosti ICON, Zadavateli
a/nebo jakémukoliv Kontrolnimu afadu
pfistup na Pracovisté ke v§em informacim
souvisejicim s Klinickym  hodnocenim
béhem obvyklé pracovni doby nebo jak
vyzaduji Pravni predpisy.

Dokumentace
hodnoceni

Uchovavani/Pfevedeni
tykajici  se Klinického
provadéného na Pracovisti

Zdravotnické  zafizeni/ZkouSejici  bude
uchovavat zdznamy a  dokumenty
vztahujici se k provadéni Klinického
hodnoceni a distribuci Hodnoceného
|éCiva v souladu s poZadavky pravnich
predpisli. ZkouSejici a zdravotnické
zafizeni se zavazuji uschovat veskerou
dokumentaci o provedeni klinického
hodnoceni i dokumentaci vztahujici se k
subjektim hodnoceni az do doby, kdy
sponzor nebo ICON oznami zkouSejicimu
Ci zdravotnickému zafizeni, ze dalSi
uschovavani dokumentace neni potfeba,
nejméné vsSak po dobu 5 let od data
ukond&eni klinického hodnoceni.
Identifikacni kody subjektd hodnoceni
budou Zdravotnické zafizeni/ZkouSejici
uchovavat nejméné po dobu 15 let. Pro
pfipad, Ze prvotni udaje budou dostupné
pouze v elektronické podobé, zavazuje se
zkouSejici pro ucely jejich ovéfeni poridit
vytisky téch dat, ktera se tykaji subjektd
hodnoceni a jsou vyznamna pro klinické
hodnoceni. Tyto vytisky budou opatfeny
datem a podpisem zkousejiciho a fadné
uchovény.
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2

3.4

3.4.1

3.4.2

3.43

3.5

4.1

41.1

Should the Investigator leave his or her
practice at the Institution before the
periods referred to in Section 3.3.3.1 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 shall ensure
that:

The Investigator shall include only
Qualified Participants in the Study.

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

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

Registration on

Institution and Investigator shall ensure
that the Study is only initiated after this
Agreement has been registered in the
Public register of the contracts to the
extent required by applicable law, in
particular Czech Act no. 340/2015 Coll
and as more fully described in Section
15.14.

RESOURCES AND MATERIALS
Resources

The Institution/Investigator 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/Investigator shall arrange for
the availability of a study coordinator
qualified by training and/or experience to
manage all administrative functions at the
Site (including, but not limited to, meeting
with ICON's or the Sponsors
representatives at regular intervals)
(“Study Coordinator”). Should a Study
Coordinator not be available at the Site,

EU Master CTA V1 Czech V1

1 August 2013

Page 9 of 47

Jestlize ZkouSejici ukonc&i vykon &innosti
ve Zdravotnickém zafizeni pfed uplynutim
doby uvedené v ¢&lanku @ 3.3.3.1,
Zdravotnické zafizeni urCi pisemné pro
ICON jinou osobu, ktera bude odpovédna
za vedeni zaznamu Klinického hodnoceni.
Spole¢nost ICON bude svym vlastnim
jménem nebo jménem  Zadavatele
opravnéna navrhovanou osobu schvalit Ci
zamitnout.

Subjekty hodnoceni
Zkousejici/Zdravotnické zafizeni zajisti,
Ze:

ZkousSejici zafadi do Klinického hodnoceni
pouze Zpusobilé subjekty.

ZkouSejici pouZzije pouze nejnovéjsi
Formulaf informovaného souhlasu
schvaleny  Zadavatelem,  spolecnosti

ICON, NEK a SUKL.

Pfed zafazenim ZpUsobilych subjektl do

Klinického hodnoceni Zkousejici
zkontroluje se Zpusobilymi  subjekty
hodnoceni  vSechny podrobnosti a
pozadavky  Protokolu a  Formulare

informovaného souhlasu.

Registrace

Zdravotnické zafizeni a ZkouSejici zajisti,
Zze Studie bude zahajena az po
zaregistrovani této smlouvy ve vefejném
rejstfiku smluv v mife vyzadované
platnymi zakony, pfedevSim zakonem
Ceské republiky &. 340/2015 Sb., a tak,
jak je podrobné&ji popsano ve ¢Elanku
15.14.

ZDROJE A MATERIAL

Zdroje

Zdravotnické zafizeni/ZkouSejici souhlasi
s poskytnutim veskerého vhodného
personalu, zafizeni a dalSich zdrojud, které
jsou nezbytné k fadnému plnéni
povinnosti ZkouSejiciho a Zdravotnického
zafizeni v souladu stouto Smlouvou a

Protokolem. Zdravotnické
zafizeni/ZkouSejici  zafidi  dostupnost
koordinatora Klinického hodnoceni

kvalifikovaného na zakladé dosazeného
vzdélani a/nebo zkuSenosti s fizenim
vSech  administrativnich  funkci  na
Pracovisti (v€etné, nikoliv vSak vyluéné,
pravidelnych schizek se spolecnosti
ICON nebo zastupci Zadavatele) (dale jen
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4.2

4.2.1

51

51.1

5.2

521

5.2.2

the Investigator shall these

responsibilities.

assume

Materials

ICON shall provide or shall ensure that
the Sponsor provides to the
Institution/Investigator the required
guantities 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
PARTIES

COVENANTS OF THE

Patient Recruitment

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

Case Report Forms

The Investigator or his/her designee shall
legibly and accurately complete Case
Report Forms, provided by the Sponsor or
ICON and shall submit them to ICON
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 within 7
days of first patient randomised and then
every 6-10 weeks depending on site
activity.

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
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,KOORDINATOR KLINICKEHO
HODNOCENI"). V pfipadé&, Zze Koordinator
Klinického  hodnoceni  nebude na
Pracovisti dostupny, Zdravotnické zafizeni
zajisti, Ze tuto odpovédnost pfevezme
ZkouSejici.

Material

ICON poskytne nebo zajisti, ze Zadavatel
poskytne Zdravotnickému
zafizeni/ZkouSejicimu poZadované
mnozstvi Hodnoceného IéCiva a jakykoliv
dalsi material pro Klinické hodnoceni
(napf. Zaznamy subjektu hodnoceni), jak
je uvedeno v Protokolu.

URCITE ZARUKY SMLUVNICH STRAN

Nabor pacientu

ZkouSejici vyvine maximalni usili k tomu,

aby ziskal pouze Zpusobilé subjekty
hodnoceni a aby védomé& nepfijal
subjekty, které dle jeho nejlepSiho

odborného usudku dostatecné nespliuji
kritéria stanovena pro ZpuUsobily subjekt
hodnoceni.

Zaznamy subjektu hodnoceni

ZkouSejici nebo jim zmocnéna osoba
v Citelné podobé a presné vyplni Zaznamy
subjektu hodnoceni, které mu/ji Zadavatel
nebo ICON poskytne, a tyto zaznamy do

48 hodin od okamzZiku zjisténi dat
vyplnéné odeSle spole¢nosti ICON.
ZkouSejici na zakladé zadosti tyto

zaznamy bez prodleni pfeda zastupcim

Zadavatele nebo spolec¢nosti ICON a
zpfistupni  jim  jakékoliv zdrojové
dokumenty souvisejici s Klinickym

hodnocenim pfi pravidelnych kontrolnich
navstévach nebo jinak. Tyto kontrolni
navstévy spolecnosti ICON a odbér udajl
budou uskute€riovany pfiblizné bé&hem 7
dnl od randomizace prvniho pacienta a
poté kazdych 6 az 10 tydnu v zavislosti na
Cinnosti  Pracovisté.  ZkouSejici  se
zavazuje, ze bude béhem kontrolnich
navstév osobné pfitomen.

Zkousejici poskytne zastupcim
spole¢nosti ICON Uplnou a v€asnou
soucinnost  pfi  feSeni  jakychkoliv

nesoulad(, chyb &i chybéjicich informaci v
Zaznamech subjektu hodnoceni.
ZkouSejici poskytne spole¢nosti ICON
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5.3

531

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

The parties acknowledge that the Sponsor
shall retain ownership of all original Case
Report Forms that result from this Study.
However, the Investigator shall have
publication or presentation privileges
provided such manuscript and/or abstract
is submitted to the Sponsor for review and
comment sixty (60) days prior to
submission for publication or sixty (60)
days prior to presentation. If in the
Sponsor's  judgment, publication or
presentation at a given time would hinder
the Sponsor's development of the
Investigational Product, the Investigator
shall consider modifying the publication or
presentation schedules accordingly. The
Institution/Investigator further agrees to
delete information identified by ICON or
the Sponsor as Confidential Information,
prior to submitting such manuscript and/or
abstract for publication or presentation, or
defer publication or presentation of such
manuscript and/or abstract at the request
of ICON or the Sponsor for up to an
additional one hundred and twenty (120)
days in order to permit the filing of any
desired patent applications by the
Sponsor. The Sponsor shall also have the
right to publish the Study. If the Study is
part of multi-centred clinical trial (which for
the purposes of this Agreement shall
mean that at least one other institution is
taking part), any publication or
presentation based on the results
obtained at the Site shall not be made
before the first multi-centre publication. If
a publication concerns the analyses of
sub-sets of data from a multi-centred
clinical trial the publication or presentation
shall make reference to the relevant multi-
centre publication(s).
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pomoc pfi uskute€novani auditd
plGvodnich pFipadovych zaznamd,
laboratornich zprav, a/nebo

nezpracovanych zdrojovych udajl, jez
jsou podkladem pro data uvedena v
zaznamech subjektu hodnoceni. Tyto
audity budou uskute€riovany s fadnym
zohlednénim dlvérnosti pacient(.

Zverejnéni/Publikace

Smluvni strany berou na védomi, Ze
Zadavatel si ponecha vlastnictvi vSech
puvodnich Zaznam subjektu hodnoceni,
které  vyplyvaji  ztohoto Klinického
hodnoceni. ZkouSejici vSak bude mit
pfednostni prava na zvefejnéni i
prezentaci téchto zaznaml, a to za
pfedpokladu, ze  Zadavateli bude
pfedloZzen Kkrevizi a vyjadifeni rukopis
nebo vytah zdznamu, a to Sedesat (60)
dni pfed pfredanim ke zvefejnéni nebo
Sedesat (60) dni pfed prezentaci. Jestlize
by, dle usudku Zadavatele, zvefejnéni
nebo prezentace ve vySe uvedené |haté
zabranily Zadavateli ve VYVOji
Hodnoceného Ié&iva, ZkouSejici zvazi
Upravu lhat zvefejnéni a prezentace dle
potfeby. Zdravotnické zafizeni/ZkouSejici
bude dale souhlasit s vymazem informaci,
které ICON nebo Zadavatel oznali za
divérné informace, pfed tim nez rukopis
a/nebo vytah ze Zaznamu subjektu
hodnoceni budou pfedany ke zvefejnéni
nebo prezentaci, a/nebo na Zzadost
spole¢nosti ICON ¢i Zadavatele odlozi
zvefejnéni Ci prezentaci takového rukopisu
a/nebo vytahu az o dalSich sto dvacet
(120) dni za ucelem umoznéni podavani
Zadosti o registraci patentu Zadavatelem.
Zadavatel bude rovnéz opravnén ke
zvertejnéni Klinického hodnoceni. Pokud je
Klinické hodnoceni soucasti
multicentrického  klinického  hodnoceni
(coz pro ucely této Smlouvy znamena, ze
alespon jedno dal$i zdravotnické zafizeni
provadi klinické hodnoceni), pak nedoje
ke zvefejnéni C&i prezentaci na zakladé
vysledki ziskanych na Pracovisti dfive,
nez budou poprvé zvefejnény vysledky
multicentrické studie. Pokud se zvefejnéni
tyka analyz podsoubort udaju
z multicentrického klinického hodnoceni,
bude toto =zvefejnéni ¢&i prezentace
odkazovat na pfislusné zvefejnéni
vysledkd multicentrického hodnoceni.
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5.4

541

55

55.1

5.6

5.6.1

6.1

6.1.1

6.1.1.

The Institution/Investigator shall not use
the names of the Sponsor and/or ICON in
any form of public information, without the
appropriate party’s prior written consent.

Timelines

The Investigator shall use his or her best
efforts to complete the Study in
accordance with the timelines as set out
in Appendix 1 to this Agreement (as may
be reasonably amended from time to time
in writing by ICON).

Financial Disclosure

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

Right to Enter Agreement

Each of the Institution and the Investigator
warrants and represents that:

It has the right to enter into this
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Zdravotnické zafizeni/Zkousejici
nepouzije bez pfislusného pisemného
souhlasu pfisludné strany obchodni firmu
Zadavatele ¢&i spole¢nosti ICON v zadné
formé& vefejné informace.

Dodrzeni IhGty

ZkouSejici je zavazan k dokonc&eni
Klinického hodnoceni v souladu se Ihltou
stanovenou v Pfiloze ¢. 1 této Smlouvy
(kterda muze byt v prabéhu hodnoceni

spole¢nosti ICON rozumné upravena
pisemnou formou).

Potvrzeni o finanéni a majetkové
nezavislosti

ZkousSejici v€as vypIlni a odevzda
spoleCnosti nebo Zadavateli potvrzeni

nebo certifikat o finanéni nebo majetkové
nezavislosti (podle toho, ktery formular je
pozadovan podle pravnich predpist), jenz
ZkousSejicimu poskytla spoleénost ICON
nebo Zadavatel. ZkouSejici rovnéz vyplni
a odevzda spole¢nosti ICON nebo
Zadavateli na zakladé pokynu spolecnosti
ICON nebo Zadavatele veskera
aktualizovana potvrzeni nebo certifikaty o
finan€ni nebo majetkové nezavislosti, a to
jak béhem provadéni Klinického
hodnoceni, tak po dobu jednoho roku
poté. Zdravotnické zafizeni zajisti, Ze
vSichni spolupracovnici ZkouSejiciho, ktefi
vykonavaji funkci souvisejici s provadénim
Klinického hodnoceni, vypini a odevzdaji
potvrzeni nebo certifikaty o finanéni nebo
majetkové nezavislosti uvedené v tomto
¢lanku 5.5.

Konflikt

Zdravotnické zafizeni/ZkouSejici nebude
béhem trvani této Smlouvy provadét
jakékoliv jiné klinické hodnoceni, které by
mohlo  nepfiznivé ovlivnit schopnost
Zdravotnického zafizeni/ZkouSejiciho plnit
své povinnosti vyplyvajici z této Smlouvy.

ZKOUSEJICI/ZZDRAVOTNICKE
ZARIZENI

Pravo uzavrit Smlouvu

Zdravotnické zafizeni a zkouSejici zaruCuji
a Cini prohlaseni, ze:

Je opravnén(o) uzavfit tuto Smlouvu a
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6.1.2

6.2

6.2.1

Agreement, and

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

The Investigator is permitted to enter this
Agreement, and

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

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
activities and meet therewith related
obligations 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 of
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
gualified 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 promptly
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
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Ziskal(o) vSechny souhlasy vyzadované
za ucelem uzavreni této Smlouvy, jejichz
kopie jsou pfipojeny, pokud je to
relevantni, k této Smlouvé.

ZkouSejici je opravnén k vykonu sluzeb
dle této Smiouvy a

Podminky této Smlouvy se shoduji se
soucasnymi zavazky Zkousejiciho a

Po dobu provadéni Klinického hodnoceni
nebo trvani této Smlouvy, podle toho,
kterd znich trva déle, se ZkouSejici
nebude uCastnit  zadného  jiného
Klinického hodnoceni nebo &innosti, jez by
mu branily G&astnit se tohoto Klinického
hodnoceni, ani se nebude jinak uc¢astnit
ginnosti, které by byly vrozporu
s provadénim Klinického hodnoceni.

Zkousejici se zavazuje vykonavat Cinnosti
souvisejici s Klinickym hodnocenim v
souladu se zakonem ¢&. 378/2007 Sb., o
|éCivech, ve znéni pozdéjSich predpisu a
vyhlaskou ¢&. 226/2008 Sb., kterou se
stanovuje spravna klinicka praxe a bliZ8i
podminky klinického hodnoceni [éCiv, ve
znéni pozdéjSich predpisu.

Nedostupnost ZkousSejiciho

Pfitomnost ZkouS$ejiciho je zasadni pro
provadéni Klinického hodnoceni dle této
Smlouvy. Vzhledem k tomu, Ze ZkouSejici
bude dohlizet na pribéh celého Klinického
hodnoceni, pak v pfipadé docasné
nepfitomnosti Zkous$ejiciho Zdravotnické
zafizeni/Zkousejici deleguje tuto
odpovédnost na kvalifikovaného
spolupracovnika Zkousejiciho, ktery bude
uréen pisemné. V pfipadé, kdy se
predpoklada, ze nepfitomnost
ZkouSejiciho pfesahne sedm (7) dni, bude
ICON informovan pisemné o navrzeném
spolupracovnikovi  Zkou3ejiciho,  ktery
prevezme odpovédnost souvisejici s
Klinickym hodnocenim. ICON muze svym
jménem nebo jménem Zadavatele schvalit
nebo odmitnout jakéhokoliv navrzeného
spolupracovnika ZkouSejiciho. Schvaleni
nebude odepfeno bezdlvodné. Pokud
bude pozadovana stala nahrada
Zkousejiciho, bude Zdravotnické zafizeni
bezodkladné informovat spole¢nost ICON
pisemné v souladu s d¢lankem 15.3.
Zdravotnické  zafizeni nesmi trvale
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7.1

711

7.2

7.21

7.2.2

7.2.3

7.3

7.3.1

approval of ICON in the absence of which
ICON shall be entitled to terminate the
Agreement in accordance with the
provisions of Section 11.3.1.6 below.

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

Administration/Distribution of the
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

store  all
securely as

The Investigator  shall
Investigational Products
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nahradit dalsi zkouS$ejici nebo ucinit
zasadni zmény ohledné Uusili vyvinutého
ZkousSejicim bez predchoziho pisemného
souhlasu spolecnosti ICON. V pfipadé, ze
tento souhlas nebude udélen, bude
spole€nost ICON opravnéna ukoncit tuto
smlouvu v souladu s ustanovenimi ¢lanku
11.3.1.6 nize.

HODNOCENE LECIVO

Obdrzeni Hodnoceného |éc¢iva

Zkousejici potvrdi obdrzeni Hodnoceného
léCiva podepsanim pFisluSného
dokumentu (pfisluSnych dokument() /
formulare((l) poskytnutych Zadavatelem,
spole¢nosti ICON nebo dodavatelem,
ktery Zadavatel nebo spole¢nost ICON
urci.

Podavani/Distribuce Hodnoceného léciva

ZkouSejici bude dokumentovat podavani a
distribuci Hodnoceného Ié¢iva subjektim
hodnoceni v pfislusnych Castech
Z&znamu subjektu hodnoceni a jakémkoliv
zdznamu o vydeji v souladu s Pravnimi
predpisy, zvlasté zakonem ¢&. 378/2007
Sb., o |éCivech, ve znéni pozdé&jsich
predpisi a vyhlaskou ¢&. 226/2008 Sb.,
kterou se stanovuje spravna klinicka praxe
a bliz8i podminky klinického hodnoceni
I&Civ, ve znéni pozdéjSich predpisu.

ZkousSejici bude Hodnocené IéCivo
podavat pouze Zpusobilym subjektim
hodnoceni v souladu s Pravnimi pfedpisy,
zvlasté zakonem ¢&. 378/2007 Sb., o
|&Civech, ve znéni pozdéjSich predpist a
vyhlaSskou ¢&. 226/2008 Sb., kterou se
stanovuje spravna klinicka praxe a blizsi
podminky klinického hodnoceni [éCiv, ve
znéni pozdéjSich predpisu.

Hodnocené [é€ivo bude pouzivano pouze

pro uCely stanovené v Protokolu.
Zadavatel a/nebo ICON musi udélit
predchozi souhlas s jakymkoliv jinym

uzivanim Hodnoceného lédiva, nez které
je uvedeno v Protokolu.

Skladovani Hodnoceného légiva

ZkouSejici bude v8echna Hodnocend
léCiva skladovat bezpecCné, jak je
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7.4

7.4.1

8.1

8.1.1

8.1.2

8.1.3

designated in the Protocol, but in any
event, in either a central pharmacy where
a qualified pharmacist supervises
dispensing or in a restricted area and
dispensed under the direct supervision of
the Investigator.

Return of the Investigational Product

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

ICON MONITORING

Site Inspections

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

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

The Institution/Investigator shall notify
ICON promptly if a Regulatory Authority
requests permission to inspect the
Institution/Investigator’s facilities or
research records concerning the Study.
On notification of an inspection, the

EU Master CTA V1 Czech V1

1 August 2013

Page 15 of 47

stanoveno v Protokolu, v kazdém pfipadé
vSak bud vhlavni 1ékarng, kde
kvalifikovany lékarnik dohlizi na vydej
nebo v z6né s omezenym pfistupem a tato
Hodnocena léciva budou vydavana pod
pfimym dohledem Zkousejiciho.

Vraceni Hodnoceného |é¢iva

Po dokon&eni nebo ukonéeni Klinického
hodnoceni nebo kdykoliv, kdy to Zadavatel
nebo ICON nafidi, ZkouSejici vrati
veskera nepouzita Hodnocena IéCiva
jakoz i jakakoliv baleni, at uz obsahuji
nepouzité Hodnocené I|éCivo &i nikoliv,

v souladu s pokyny Zadavatele nebo
spole¢nosti ICON.
MONITOROVANI ZE STRANY

SPOLECNOSTI ICON

Inspekce na Pracovisti

Zdravotnické zafizeni/Zkousejici na
zakladé pfiméfeného pfedchoziho
upozornéni umozni opravnénym osobam
Zadavatele, spole¢nosti ICON a jakéhokoli
Kontrolniho Ufadu zkontrolovat zafizeni,
které Zdravotnické zafizeni/ZkouSejici
navrhuje  k pouziti, pouzivd je i
pouzival(o) je pro klinické hodnoceni, a to
jak pred zahajenim Klinického hodnoceni,
tak i v pribéhu jeho léCebné faze a po
jeho ukonéeni.

Pokud je vy3e uvedené zafizeni dle

pravnich predpis, standardnich
pracovnich postupt a standardu
Zadavatele nebo spoleCnosti ICON

oznaCeno za neadekvatni k Fadnému
provedeni  Klinického  hodnoceni a
Zdravotnické zafizeni/ZkouSejici nezfidi
napravu téchto nedostatkll v rozumné
Ih(ité (stanovené spolecnosti ICON) od
okamziku, kdy mu tyto nedostatky byly
oznameny, muze ICON dle vlastniho
uvazeni odmitnout zahajeni Klinického
hodnoceni nebo rozhodnout o jejim
preruSeni a ukoncit tuto Smlouvu bez
jakékoliv dalsi povinnosti vugi
Zdravotnickému zafizeni/ZkouSejicimu.

Zdravotnické  zafizeni/ZkouSejici bude
neprodlené informovat spoleCnost ICON a
Zadavatele v pfipadé, ze Kontrolni ufad
bude pozadovat kontrolu zafizeni Ci
zaznamu Zdravotnického
zafizeni/Zkousejiciho tykajicich se
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8.2

8.2.1

8.2.1.

8.2.1.

8.2.1.

9.1

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

Records
The Institution/Investigator shall allow
authorized personnel of ICON, the

Sponsor and any Regulatory Authority to
monitor the Study, and all records
required by the Regulations during normal
business hours, or as otherwise required
by law, and to:

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

Review Investigational Product
accountability records for completeness
and accuracy, and

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

CONFIDENTIALITY

Confidential Information
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Klinického hodnoceni. Po ozndmeni o
kontrole bude Zdravotnické
zafizeni/ZkouSejici informovat spole¢nost
ICON o datu a ¢ase takové kontroly, a
umozni spole¢nosti ICON podilet se na
pfipravach na inspekci Kontrolniho uradu.

Dale, pokud dojde ke kontrole,
Zdravotnické zafizeni/Zkousejici se
zavazuje, ze bude pfi této kontrole

spolupracovat a pfizve k uc€asti spoleénost
ICON a Zadavatele. Zdravotnické
zafizeni/Zkousejici souhlasi, Zze poskytne
Zadavateli a spole¢nosti ICON kopie
v8ech materialll  Kontrolniho  Ufadu,
v€etn&, ale nikoli vylu¢né, korespondence,
vyjadreni, varovani, donucovacich
opatfeni, spist, predvolani, formulard a
zdznamd, které Zdravotnické
zarfizeni/ZkouSejici obdrzi v dlsledku
kontroly nebo pfi jejim odekavani.
Zdravotnické zafizeni/ZkousSejici bude
informovat spolec¢nost ICON o vSech
zalobach podanych Kontrolnim ufadem na
zakladé kontroly.

Zaznamy

Zdravotnické zafizeni/ZkouSejici umozni
opravnénym osobam spolecnosti ICON,
Zadavatele a jakéhokoliv Kontrolniho
Ufadu monitorovat prabéh Klinického
hodnoceni a  v3echny  pisemnosti
pozadované Pravnimi pfedpisy v prabéhu
obvyklé pracovni doby nebo jak vyzaduje
zékon a:

Zkontrolovat uUplnost Zaznam( subjektu
hodnoceni a podrobnou shodu
s Protokolem a

Zkontrolovat uplnost a pfesnost dokladd o
dopocitatelnosti/evidenci Hodnoceného
|&Civa a

Zkontrolovat zdrojové dokumenty, vcetné,

nikoliv vSak vyluéné,
nemocnicnich/klinickych zaznamu
relevantnich pro pfipravu  Zaznamu

subjektu hodnoceni. Jakakoliv inspekce

zdrojovych dokument ze strany
spoleCnosti  ICON  bude provedena
s fadnym zohlednénim zachovani

divérnosti pacienta.

MLCENLIVOST

Davérné informace




Tripartite Contract -Czech

9.11

9.1.2

9.2

Subject to Section 9.2.3, the
Institution/Investigator agrees to hold all
information (i) disclosed to the
Institution/Investigator by the Sponsor or
ICON, or (i) developed by the
Institution/Investigator in the course of the
Study, in the strictest confidence, and
shall not disclose the same to any third
party without the express written
permission of the Sponsor or ICON.

The following information shall be treated
by the Institution/Investigator as
confidential information of the Sponsor:

(@) All proprietary or confidential
information, including, without
limitation, information contained in
the  Protocol, the  Clinical
Investigator Brochure and
published data that ICON and/or
Sponsor consider(s) confidential,
and

(b) all information developed in
respect to the Sponsor or ICON
or the Study by the
Institution/Investigator, or
disclosed to it/him/her by the
Sponsor or ICON,

(c) all trade secrets according to
Czech Act no. 340/2015 Coll and
as more fully described in Section
15.14.2.

(@), () and (c) hereinafter
collectively called “Confidential
Information”), unless such
information falls within exceptions
listed under Section 9.2.3 below.

Agreement Not to Disclose
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Podle ¢lanku 9.2.3 zdravotnické
zafizeni/zkou8ejici souhlasi, Ze bude
dodrzovat naprostou mi&enlivost a utajeni
ohledné vS8ech informaci, (i) které se
zdravotnické zafizeni/zkoudejici
dovédélo/dovédél od Zadavatele nebo
spole¢nosti ICON, nebo (ii) byly vytvofeny
zdravotnickym zafizenim/zkouSejicim v
prabéhu Kilinického hodnoceni, pficemz
tyto informace bez vyslovného pisemného
souhlasu Zadavatele nebo spole€nosti
ICON nesdéli zadné treti strané.

S nasledujicimi  informacemi  budou
Zdravotnické zafizeni/ZkousSejici nakladat
jako s davérnymi informacemi Zadavatele:

(@) s vesSkerymi majetkovymi nebo
davérnymi informacemi, vcetné,
nikoliv vSak vyluéné, informaci
obsazenych v Protokolu, Souboru
informaci pro Zkousejiciho a
zverejnénych udajich, které ICON
a/nebo Zadavatel povazuje za
davérné; a

(b) se vSemi informacemi, které byly
vytvoreny zdravotnickym
zafizenim/zkouS$ejicim
v souvislosti se  zadavatelem,
spolecnosti ICON nebo klinickou
studii  nebo  které byly
zdravotnickému
zafizeni/zkouSejicimu
zadavatelem nebo
ICON;

sdéleny
spole€nosti

(c) veSkerd obchodni tajemstvi dle
Ceského zakona €. 340/2015. Sb.,
jak je vice popsano v ¢lanku
15.14.2.

((@), (b) a (c) dale spolecné jen
,DUVERNE INFORMACE®),
pokud takové informace nepatfi
mezi vyjimky dle ¢&lanku 9.2.3
nize.

Dohoda o miéenlivosti
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9.2.1

9.2.2

9.2.3

9.2.3.

9.2.3.

9.2.3.

9.2.3.

The Institution/Investigator agrees not to
reveal Confidential Information to third
parties, other than those persons 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 to the
Institution/Investigator’s confidential
information.

The Institution/Investigator agrees to use
the Confidential Information only for

fulfilling  its’/his or her respective
obligations under this Agreement. |If
requested by ICON, the
Institution/Investigator ~ shall  promptly

return all such Confidential Information to
ICON at the end of the Study or at any
such time as requested by ICON, (other
than items required under
Retention/Transfer of Clinical Study Site
File, Section 3.3.3 above).

The obligations of nondisclosure do not
apply when:

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

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

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

Regulations require disclosure to a court
of competent jurisdiction or government
authority, provided in such cases
Institution/Investigator  shall provide
Sponsor with prompt notice so that
Sponsor may seek a protective order or
other appropriate remedy. In the event
that such protective order or other remedy
is not obtained, Institution/Investigator, as
applicable, shall furnish only that portion

EU Master CTA V1 Czech V1

1 August 2013

Page 18 of 47

Zdravotnické zafizeni/Zkous$ejici souhlasi,
Ze nesdéli Davérné informace jinym tfetim
stranam nezZ osobam, které tyto Ddvérné
informace potfebuji znat, t. Clentim
NEK/SUKL, lékafim, sestram nebo
zaméstnanclm, jenz se pFfimo Ucastni
provadéni  Klinického hodnoceni; a
zabezpeéi DOvérné informace s takovou
péci, ktera je u Duavérnych informaci
zdravotnického zafizeni/zkouSejiciho
obvykla.

Zdravotnické zafizeni/ZkousSejici souhlasi,
Zze bude Duvérné informace uzivat pouze
za UuCelem plnéni svych pfislusnych
povinnosti vyplyvajicich z této Smlouvy.
Pokud o to ICON pozada, pfi dokonceni
Klinického hodnoceni nebo kdykoli, kdy o
to spole¢nost ICON pozada, Zdravotnické
zafizeni/Zkousejici neprodlené vrati tyto
veskeré D0vérné informace spole¢nosti
ICON (kromé polozek pozadovanych dle
¢lanku 3.3.3 vySe - Uchovavani/Pfevedeni
Evidence tykajici se Klinického hodnoceni
provadéného na Pracovisti).

Povinnosti zachovani mil&enlivosti se
nevztahuji na:

Informace, které byly zvefejnény nebo se
staly vefejné dostupnymi bez pochybeni
Zdravotnického zafizeni/Zkoudejiciho

nebo jakéhokoliv zaméstnance
Zdravotnického zafizeni.
Pfipady, kdy informace jsou

Zdravotnickému zafizeni/ZkouSejicimu
znamy pfed jejich obdrzenim od
spole€nosti ICON, jak dokazuji pisemné
zaznamy Zdravotnického
zafizeni/Zkousejiciho.

Informace, které byly pravoplatné ziskany
od tfeti strany, ktera je opravnéna je sdélit
a jez tyto informace neziskala porusenim

prav  Zadavatele nebo  povinnosti
mic¢enlivosti vi¢i Zadavateli.

Informace, jejichz sdéleni  soudim
pfislusné  jurisdikce nebo  vladnim

organim je vyzadovano Pravnimi pfedpisy
za predpokladu, ze v takovych pfipadech
zdravotnické  zafizeni/zkousSejici  bude
Zadavatele bezodkladné informovat, aby
Zadavatel mohl usilovat o ochranny pfikaz
nebo jiny vhodny pravni prostfedek.
V pfipadé, Ze takovy ochranny pfikaz &i
jiny pravni prostfedek neni ziskén,
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9.2.3.

9.3

9.3.1

9.3.2

10

10.1

of the Confidential Information which it is
legally required to disclose

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

Medical
Protection

Confidentiality and Data

Without prejudice to the generality of
Section 9.1 above the
Institution/Investigator specifically
acknowledges their obligations 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 the EU
Data Protection Directive 95/46/EC 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.

Investigator agrees, and Institution shall
ensure that all other individuals involved
in the performance of the Study shall
agree, to ICON and the Sponsor holding
and processing data relating to them, and
using such data in the course of ICON’s
and the Sponsor’s business, including the
submission of information about the
Investigator's qualifications, experience
and financial interests or the outcome in
the Study to Regulatory Authorities.
Investigator agrees, and Institution shall
ensure that all other individuals involved
in the performance of the Study shall
agree, to ICON or Sponsor making such
information available to any third parties,
including those located outside the
European Economic Area, in order to
further their business interests.

INTELLECTUAL PROPERTY

Ownership
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zdravotnické zafizeni/zkousejici (v
pfislusnych pfipadech) poskytne pouze tu
¢ast Davérnych informaci, kterou je ze
zakona povinno/povinen sdélit.

Informace, kjejichz sdéleni Zadavatel
a/nebo ICON udéli pfedchozi pisemny
souhlas.

Lékarska miéenlivost a ochrana osobnich
udaju

Aniz by byla dotéena obecna platnost
¢lanku 9.1 vyse, Zdravotnické
zafizeni/ZkousSejici bere specialné na
védomi své povinnosti z tohoto ¢&lanku
vyplyvajici a souhlasi, Ze bude jednat
v souladu se v3emi platnymi Pravnimi
pfedpisy souvisejicimi s |ékafskou
micenlivosti a ochranou osobnich (dajl
identifikujicich jednotlivce, v&etné, nikoliv
vSak vyluéné, ustanoveni smérnice EU
95/46/ES o ochrané osobnich udajli a
zakona ¢&. 101/2000 Sb., o ochrané
osobnich udaju, ve znéni pozdéjSich
predpis(. Zdravotnické zafizeni/Zkous$ejici
bude zejména dodrzovat vSechna takova
pravidla nebo povinnosti, na které
spoleCnost ICON nebo  Zadavatel
specialné upozorni Zdravotnické zafizeni/
ZkouSdejiciho, a které jsou v souladu
s Pravnimi pfedpisy podstatné.

ZkouSejici souhlasi a  zdravotnické
zafizeni zajisti, ze vS8echny dalSi osoby,
které se podileji na provadéni Klinického
hodnoceni, budou souhlasit stim, Zze
spole¢nost ICON a Zadavatel budou mit
v drzeni a budou zpracovavat udaje, jez
s nimi souviseji, a budou je pouzivat

vramci své d&innosti, a to véetné
predlozeni informaci o kvalifikaci,
zkuSenostech a finan€nich  zajmech
zkouSejiciho  nebo  vystupu  studie

Kontrolnim ufadim. Zkousejici souhlasi a
zdravotnickeé zafizeni zajisti, ze vSechny
dalS$i osoby, které se podileji na provadéni
Klinického hodnoceni, budou souhlasit s
tim, ze spoleCnost ICON nebo Zadavatel
zpfistupni takové informace jakymkoli
tfetim stranam, a to vC€etné téch, jez se
nachazeji mimo Evropsky hospodafsky
prostor, aby mohli prosazovat své
obchodni zajmy.

DUSEVNI VLASTNICTVi

Vlastnictvi
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10.2.1
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10.3.1

10.4

10.4.1
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111

Inventions whether or not patentable,
processes, know-how, trade secrets, data,

improvements, patents and/or other
intellectual property relating to the
Investigational Product or otherwise
arising from the Study, conceived,

generated or first reduced to practice, as
the case may be, during the term of this

Agreement (hereinafter called
“Inventions”), shall, without further
remuneration  for Institution and/or
Investigator, be the property of the
Sponsor.
Disclosure

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

Cooperation

The Institution/Investigator shall take all
such actions throughout the term of this
Agreement and thereafter as shall be
necessary in order to ensure that the
Inventions may be vested free of
encumbrance in the Sponsor in
accordance with Section 10.1.1 above.
The Institution/Investigator shall further
cooperate with the Sponsor, at the
Sponsor’s expense by promptly executing
any documents or carrying out any acts
that may be required to vest the rights in
or to Inventions in the Sponsor and
otherwise to enable the Sponsor fully to
protect its intellectual property.

Background Rights

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

TERM AND TERMINATION

Term

EU Master CTA V1 Czech V1

1 August 2013

Page 20 of 47

Patentovatelné i nepatentovatelné
vyndlezy, postupy, know-how, obchodni
tajemstvi, Gdaje, zlepSovaci navrhy,
patenty a/nebo jiné dusSevni vlastnictvi
souvisejici s Hodnocenym |é¢ivem ¢i jinak
vyplyvajici z Klinického hodnoceni,
zapocaté, vytvorfené Ci poprvé uplatnéné
v praxi v pribéhu trvani této Smlouvy,
podle toho, co je relevantni, (dale jen
,VYNALEZY”), budou, bez dal§i odmény
pro  Zdravotnické  zafizeni  a/nebo
Zkousejiciho, majetkem Zadavatele.

Sdéleni

Zdravotnické zarizeni/Zkousejici
neprodlené pisemné sdéli vytvofeni
jakéhokoliv Vynalezu spole¢nosti ICON
a/nebo Zadavateli.

Soucdinnost

Zdravotnické zafizeni/ZkouSejici vykona
v priibéhu trvani Smlouvy i po té veskeré
takové kroky, které budou nezbytné za
ucelem zaijisténi, ze Vynalezy budou moci
byt Zadavateli svéfeny bez zatizeni
vsouladu sc¢lankem  10.1.1  vySe.
ZkouSejici/Zdravotnické zafizeni bude
dale se Zadavatelem spolupracovat na
ucet Zadavatele a to tak, ze neprodlené
podepiSe jakékoliv dokumenty nebo
uskuteéni jakékoliv ukony, které mohou
byt vyZadovany za ucCelem udéleni prav
k Vynalezim Zadavateli ¢i  jinym
zplsobem, aby umoznil Zadavateli plné
chranit prava dusevniho vlastnictvi.

DalSi prava

Za ucelem vyloudeni pochybnosti vSechna
prava duSevniho vlastnictvi a prava
podobné povahy, ktera jsou pfed datem
uzavieni této  Smlouvy  vlastnéna
Zdravotnickym zafizenim/Zkousejicim,
Zadavatelem ¢&i spoleCnosti ICON a na
néz ma Zdravotnické zafizeni/ZkousSejici,
Zadavatel Ci spole¢nost ICON pfed datem
uzavieni této Smlouvy licenci, z{istanou ve
vlastnictvi pfislusné strany.

DOBA TRVANI SMLOUVY A UKONCENI
SMLOUVY

Doba trvani Smlouvy
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This Agreement will commence on the
Effective Date and remain in effect until
completion of the Study, closeout of the
Site and completion of the obligations of
the parties under this Agreement, unless
earlier terminated in accordance with this
Section 11.

Treatment of the Trial subjects may only
begin following the receipt of all the
favourable opinions from the Ethics
Committees, the SUKL approval, and any
other authorization required for the
initiation of the Study. Copies of the
approval from SUKL and of the favorable
opinions  from the Local Ethics
Committees and the Multicentre Ethics
Committee are attached as an Appendix
to this Agreement.

Termination by Institution/Investigator

The Institution/Investigator may terminate
the Study by notice in writing at any time
with  immediate effect, if in the
Institution/Investigator’s reasonable
discretion termination is required to
protect patient safety, e.g., because of the
occurrence of an unexpected or Serious
Adverse Event.

The Institution/Investigator may terminate
the Study 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.

Termination by ICON

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

Notification by the Sponsor to ICON to
terminate the Study.
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Tato Smlouva bude Gc€inna od data
ucinnosti a zdstane G¢inna do okamziku
dokoncéeni Klinického hodnoceni,
ukoncenich aktivit spojenych s timto
klinickym hodnocenim na Pracovisti a
splnéni  povinnosti stran vyplyvajicich
z této Smlouvy, pokud nebude ukoncéena
dfive v souladu s timto ¢lankem 11.

Lécba subjektd  hodnoceni nebude
zahajena, dokud nebudou obdrzeny
veSkera schvaleni etickych  komisi,
souhlas SUKL a jakakoliv jina povoleni
potfebna  k zahjeni  Studie.  Kopie
povoleni SUKL a schvaleni LEK a MEK
tvofi Pfilohu této Smlouvy.

Ukonéeni
zarizenim/zkousejicim

Zdravotnickym

Zdravotnické zafizeni/zkouSejici muze
Klinickou studii kdykoliv ukon¢it pisemnou
vypovédi s okamzitou uc€innosti, pokud je
na zakladé rozumného uvazeni
zdravotnického zafizeni/zkouSejiciho
takové ukonéeni vyzadovano za ucelem

ochrany bezpecnosti pacientll, napf.
zddvodu vzniku neoCekavané nebo
zavazné nezadouci pfihody.

Zdravotnické  zafizeni/zkouSejici muze

klinickou studii kdykoliv ukongit pisemnou
vypoveédi s okamzitou ucinnosti, jestlize se
ICON dopusti podstatného poruseni této
smlouvy a neprovede napravu toto
poruseni (pokud je napravitelné) ve lhuté
tficeti (30) dni od obdrZeni pisemné vyzvy
zdravotnického zafizeni/zkouSejiciho
pozadujici tuto napravu a specifikujici
vytykané poruseni.

Ukoncéeni spoleénosti ICON

ICON muze svym vilastnim jménem nebo
jménem Zadavatele ukoncCit Klinickou
studii pfed jejim dokonéenim doru¢enim
pisemné vypovedi Zdravotnickému
zafizeni/ZkouSejicimu s okamzitou
ucinnosti pro kterykoliv z nasledujicich
davodu:

Vyzva Zadavatele k ukon&eni Klinického
hodnoceni adresovana spole¢nosti ICON.
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Notification by a Regulatory Authority to
the Sponsor/ICON 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 the
Study may accordingly be terminated by
ICON prior to recruitment of the number of
Qualifying Participants stated in the
Protocol or Appendix 2 to this Agreement.

Determination by the Sponsor and/or
ICON that the Investigator, after
reasonable opportunity, is unable for any
reason, to satisfactorily perform the Study

as required in the Protocol and this
Agreement.
In the event that the

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

In the event 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 behalf or that of the
Sponsor to terminate this Study based on
Section 11.3 above, written notice of
its/their decision to exercise such right
shall be given to the
Institution/Investigator by registered mail,
overnight courier, or fax with immediate
effect.

Termination of this Agreement

In the event that the Study is terminated
then this Agreement shall automatically
terminate with immediate effect.
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k ukonc&eni
adresovana

Vyzva Kontrolniho ufadu
Klinického hodnoceni
Zadavateli/spole¢nosti ICON.

Aniz by byla dotéena obecnd platnost prav
spole€nosti ICON dle ¢lanku 11.3.1.1 této
Smlouvy, Zdravotnické zafizeni/ZkouSejici
bere na védomi, Ze Klinické hodnoceni
tvofi soucCast multicentrické Klinického
hodnoceni, pro kterou je nabor
uskuteChiovan kompetitivng, a Ze Klinické
hodnoceni mize byt tudiz spolecnosti
ICON ukonéeno pfed naborem takového
poctu ZpUsobilych subjektll hodnoceni,
ktery je uveden v Protokolu nebo pfiloze ¢.
2 této Smlouvy.

Rozhodnuti Zadavatele a/nebo
spolecnosti ICON, ze ZkouSejici, pfestoze
mu byla dana dostate€na moznost, neni
Z jakéhokoliv divodu schopen uspokojivé
proveést Klinickou studii tak, jak pozaduje
Protokol a tato Smlouva.

V pfipadé, Ze Zdravotnické
zafizeni/Zkousejici porusi tuto Smlouvu a
dosud toto poruseni
nenapravilo/nenapravil (pokud je

napravitelné) ve Ihuté tficeti (30) dni od
obdrZeni pisemné vyzvy spole€nosti ICON
pozadujici tuto napravu a specifikujici
vytykané poruseni.

V pfipadé nenapravitelného poruseni

podminek  Smlouvy. Dle  okolnosti
stanovenych v ¢lanku 6.2.1 vySe.

Ddvody k Ukonéeni

V pfipadé, Zze ICON hodla uplatnit svym
jménem nebo jménem Zadavatele sva
prava na ukongeni Klinického hodnoceni
na zakladé clanku 11.3 vySe, dorudi
Zdravotnickému zafizeni/ZkouSejicimu
pisemné ozndmeni o svém rozhodnuti
uplatnit tato prava, a to doporucenou
postou, expresni kuryrni sluzbou nebo
faxem, s okamzitou u&innosti.

Ukonceni této Smlouvy

V pfipadé, ze dojde k ukonc&eni Klinického
hodnoceni, pak tato Smlouva bude
automaticky ukoncena s okamzitou
ucinnosti.
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Obligations of the Institution/Investigator
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.

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

DEBARMENT CERTIFICATION

Representation

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

debarred or convicted of a crime for which
a person can be debarred under any
Regulations or by any Regulatory
Authority nor

threatened to be debarred or indicted for a
crime or otherwise engaged in conduct for
which a person can be debarred under
Regulations or by any Regulatory
Authority.
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Povinnosti Zdravotnického
zarizeni/Zkous$ejiciho po ukonéeni
Klinického hodnoceni

Po obdrzeni  vypovédi  ZkouSejici
neprodlené ukong¢i zarazovani
potencialnich pacientl do Klinického

hodnoceni a ukongi provadéni procedur u
pacientd, ktefi se jiz Klinického hodnoceni
Ucastni, v rozsahu, jenz je z |ékafského a
etického hlediska pfipustny.

V pfipadé pred€asného ukoncCeni této
Smlouvy Zadavatelem nebo spolecnosti
ICON dle ¢lankd 11.3.1.1 nebo 11.3.1.2
vySe a vzavislostt na povinnosti
Zdravotnického zarizeni/Zkousejiciho
zmirnit jakoukoliv ztratu, spoleénost ICON
uhradi jménem Zadavatele vSechny
naklady tfeti strany, které vznikly a staly
se k datu ukon&eni Smlouvy splatnymi a
rovnéz vSechny nezruSitelné vydaje treti
strany, které se stanou splatnymi po datu
ukongeni této Smlouvy a které vyplyvaji ze
zavazkl, jenz byly Zdravotnickym
zafizenim/Zkousejicim  pfi  provadéni
Klinického hodnoceni divodné a nezbytné
pinény pfed datem ukonc&eni a které byly
dohodnuty se Zadavatelem. Na Zadnou
dalS$i kompenzaci nema Zdravotnické
zafizeni nebo ZkouSejici narok.

POTVRZENI TYKAJICi SE VYLOUCENI
Z PUSOBENI VE FARMACEUTICKEM
PRUMYSLU

Prohlaseni

ZkouSejici prohladuje, Ze nikdy nebyl a
Zdravotnické zafizeni prohlasSuje, Zze jeho
zameéstnanci, ktefi budou poskytovat
sluzby Zadavateli nebo spole€nosti ICON,
nikdy nebyli:

vylou€en/vylouceni z pusobeni ve
farmaceutickém pramyslu nebo odsouzeni
za trestny €in, v disledku néhoz muze byt
osoba vylou€ena z pusobeni ve
farmaceutickém primyslu dle Pravnich
predpisl ¢i jakymkoli Kontrolnim Gfadem
ani

mu/jim nehrozilo vylou€eni z pusobeni ve
farmaceutickém prdmyslu nebo obvinéni
z trestného €inu, ani nebyli jinak u&astni
jednani, pro které jednotlivec mlze byt dle
Pravnich pfedpisu €i jakymkoli Kontrolnim
ufadem vyloucen.
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Disciplined by and/or banned by any
Regulatory Authority from carrying out
clinical trials.

Notification of Debarment

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 who has
been debarred or convicted of a crime for
which a person can be debarred.

Certification

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

INDEMNIFICATION AND INSURANCE

Sponsor Indemnity

Any Indemnification arrangements
between the Institution/Investigator by the
Sponsor (hereinafter called
“Indemnification Provison”), if applicable
and/or if requested, shall be by means of
an agreement between the
Institution/Investigator and the Sponsor
directly.

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

ICON NAME: ICON Clinical Research
S.r.0.
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potrestan/i jakymkoli Kontrolnim ufadem
nebo vylou€eni jakymkoli Kontrolnim
Ufadem z provadéni klinickych hodnoceni.
Oznameni o vylou€eni z plsobeni ve
farmaceutickém primyslu

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

Zavazek nezaméstnavat

Béhem trvani této  Smlouvy se
Zdravotnické  zafizeni zavazuje, Ze
nezameéstna Ci jinak smluvné nezavaze
jednotlivce, ktery bude poskytovat sluzby
spole€nosti ICON, ktery byl vylou¢en
z plsobeni ve farmaceutickém prdmyslu
nebo odsouzen pro trestny ¢in, nasledkem
néhoz muaze dojit k vylouceni jednotlivce.

Potvrzeni

Na zadost Zadavatele nebo spole€nosti
ICON Zdravotnické zafizeni/ZkouSejici
C¢as od Casu poskytne spolecnosti ICON
pisemné potvrzeni, Ze jedna v souladu
s pfedchozimi ustanovenimi.

NAHRADA SKODY A POJISTENI

Nahrada Skody Zadavatelem

Jakékoliv ujednani o nahradé Skody mezi
Zdravotnickym zafizenim/ZkouSejicim a
Zadavatelem (dale jen ,POSKYTNUTI
NAHRADY SKODY”), pokud se aplikuji
a/nebo budou vyZadana, budou ujednéna
pfimo  prostfednictvim  dohody mezi
Zdravotnickym zafizenim/ZkouSejicim a
Zadavatelem

Zadosti o Poskytnuti nahrady $kody by
meély byt zaslany pisemné nebo faxem
vedoucimu projektu spolec¢nosti ICON pro
Klinickou studii na nize uvedenou adresu,
ktery bude jednat jako spravce Poskytnuti
nahrady Skody jménem Zadavatele. Tyto
zadosti musi obsahovat jména vSech
stran, které maji byt odSkodnény.

ICON Clinical Research s.r.o.
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ICON ADDRESS: V Parku 2335/20,
14800 Praha 4- Chodov, Czech Republic

ICON PROJECT MANAGER:

Name: Migle Veitiene

Title: Senior Clinical Trial Manager
Company: ICON Clinical Research
Address: South County Dublin Business
Park, Leopardstown, Dublin

Postal Code: 18

Country: Ireland

Phone: +353 1 291 2242

E-mail: Migle.Veitiene@iconplc.com

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

Insurance

The Institution shall maintain general
liability insurance (including contractual
liability) at a sufficient level to cover the
Institution's liabilities under this
Agreement. The insurance coverage shall
not cover Clinical Trial insurance. The
Institution shall present a certificate of
such insurance at the Sponsor's and/or
ICON's request.

For the avoidance of any doubt, the
Institution's insurance policy is not an
insurance policy for the Study.

The Parties to the  Agreement
acknowledge that the Sponsor is
responsible for injury to health of the trial
subjects caused by the specific nature of
the medication. In accordance with
relevant Regulations, particularly Act No.
378/2007 Coll., as amended, the Sponsor
shall arrange for insurance of the trial
subjects in the event of injury to their
health resulting from the clinical Study
prior commencement of the clinical Study
and maintain this insurance during the
whole term of the clinical Study. The
insurance shall be concluded with an
entity authorized pursuant to appropriate
legal Regulations. In accordance with
relevant local Regulations the Sponsor
shall further arrange for liability insurance
for the Investigator and for the Sponsor
itself prior commencement of the clinical
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\Y Parku 2335/20, 14800 Praha 4- Chodov,
Ceska republika

ICON PROJECT MANAGER:

Jméno: Migle Veitiene

Funkce: Senior Clinical Trial Manager
Ridici spoleénost: ICON Clinical Research
Adresa: South County Dublin Business
Park, Leopardstown, Dublin

Postovni kéd: 18

Zemé: Ireland

Telefon: +353 1 291 2242

E-mail: Migle.Veitiene@iconplc.com

Za Ucelem vylouéeni pochybnosti ICON
neposkytne Zdravotnickému
zafizeni/ZkouSejicimu ani zadnému z
jejich zaméstnancli nebo zastupct zadnou
nahradu Skody na sv(j Ucet.

Pojisténi

Zdravotnické zafizeni bude
udrzovat pojisténi obecné odpovédnosti
(v€etné smluvni odpovédnosti) postacujici
ke kryti zavazk( Zdravotnického zafizeni
dle této smlouvy. Pojistné kryti se
nevztahuje na  pojisténi  klinického
hodnoceni. Na Zzadost Zadavatele a/nebo

ICON  predlozi Zdravotnické  zafizeni
osvéd€eni o  uzavieném takovém
pojisténi.

Pro vylou€eni vS§ech pochybnosti, pojistna

smlouva Zdravotnického zafizeni neni
pojistnou smlouvou pro klinické
hodnoceni.

Smluvni strany berou na védomi, Zze
Zadavatel odpovida za Skody na zdravi
subjektll hodnoceni zpusobené zvlastni
povahou Iéciva. V souladu s Pravnimi
predpisy, zvlasté zakonem ¢&. 378/2007
Sh., ve znéni pozdéjSich predpisu,
Zadavatel zajisti pfed  zahajenim
klinického hodnoceni na celou dobu
provadéni klinického hodnoceni smluvni
pojisténi subjektll hodnoceni pro pfipad
Skody vzniklé na zdravi v dusledku
provadéni klinického hodnoceni, a to u
osoby k tomu opravnéné podle
pfislusnych Pravnich predpist. V souladu
s Pravnimi pfedpisy, Zadavatel dale zajisti
pfed zahajenim klinického hodnoceni na
celou dobu provadéni klinického
hodnoceni smluvni pojisténi odpovédnosti
za Skodu pro ZkouSejiciho a Zadavatele, a
to u osoby ktomu opravnéné podle
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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 3 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
Investigational Product, materials or
treatment procedures that are to be
administered pursuant to the Study and
therefore ICON makes no warranties,
expressed or implied concerning the

Investigational Product, materials,
treatment procedures, results to be
obtained in administering the
Investigational Product, or the

Investigational Product's fithess for any
particular purpose.

Institution Indemnity

The Institution/Investigator acknowledges
that neither ICON nor the Sponsor will be
responsible for, and the
Institution/Investigator agrees, to the
extent allowed by law, to indemnify and
hold them harmless from, any loss, claim,
or demand arising from any injuries or
damages resulting from the
Institution/Investigator’s negligence,
failure to adhere to the Protocol, failure to
obtain informed consent, unauthorized
warranties, breach of this Agreement or
willful misconduct.

INSTITUTION COMPENSATION

Payments
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pfislusnych Pravnich predpisi. Kopie
potvrzeni o pojisténi zkouSejiciho a
Zadavatele je pfilohou €. 3 této smlouvy.

Odmitnuti odpovédnosti

Zdravotnické zafizeni/ZkouSejici bere na
védomi, Ze Zadavatel smluvné zavazal
spole€nost ICON kfizeni Klinického
hodnoceni. Spole€nost ICON
neuskuteCnila Zzadny nezavisly vyzkum
nebo analyzu tykajici se Hodnoceného
|éCiva, materialt nebo Ié¢ebnych postupd,
které maiji byt uskutecnény dle Klinického
hodnoceni, a proto ICON neposkytuje
zadné vyslovné &i skryté zaruky tykajici se
Hodnoceného lé¢iva, materiall, léEebnych
postupli a vysledkd, které mohou byt

ziskany v souvislosti s podavanim
Hodnoceného IéCiva nebo vhodnosti
Hodnoceného léCiva pro  jakykoliv

konkrétni ucel.

Nahrada Skody Zdravotnickym zarizenim

Zdravotnické zafizeni/ZkouSejici bere na

védomi, zZze ani ICON ani Zadavatel
nebudou odpovédni za jakoukoliv ztratu,
narok nebo pozadavek, které jsou

disledkem jakychkoliv vzniklych ujem a
Skod  vyplyvajicich ze  zanedbani,
nedodrzeni Protokolu, nesplnéni
povinnosti ziskat informovany souhlas,
neopravnénych zaruk, poruseni této
Smlouvy nebo UmysIiného nespravného
jednani  ze strany  Zdravotnického
zafizeni/ZkouSejiciho a  Zdravotnické
zafizeni/zkouSejici se zavazuje, Ze je v
pravné pripustném rozsahu odskodni v
souvislosti s jakoukoliv ztratou, narokem
nebo pozadavkem, které jsou disledkem
jakychkoliv  vzniklych udjem a $kod
vyplyvajicich ze zanedbani, nedodrzeni
Protokolu, nesplnéni povinnosti ziskat
informovany  souhlas, neopravnénych
zéruk, poruseni této Smlouvy nebo
umyslného nespravného jednani ze strany
Zdravotnického zafizeni/ZkouSejiciho.
ODMENA ZDRAVOTNICKEHO
ZARIZENI

Platby
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ICON shall pay the Institution on a per
patient basis for each Satisfactorily
Completed Case (as defined in Section
14.1.2 below) and shall pay invoiceable
procedural fees in accordance with
Appendix 2 to this Agreement. The
Institution shall ensure that such invoices
are sent to ICON within 60 days of the
expense being incurred.

For the avoidance of doubt, the Institution
will be solely responsible for discharging
all payments arising under this Agreement
to the Investigator J[or any co-
investigators] for the provision of the
Investigator services under this
Agreement.

A “Satisfactorily Completed Case” shall be
one in which a patient is a Qualified
Participant, has completed the specified
Study period, and has been evaluated in
accordance with the Protocol. If a patient
is discontinued for reasons stipulated in
the Protocol, the Institution shall be paid a
prorated rate for work completed in
accordance with Appendix 2.

Payments under Section 14.1.1 above will
be made within thirty (30) days 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

Beneficiary Address: Praha 4 - Krg,
Videnska 800, PSC 14059

Thomayerova

(Hereinafter called the ‘Payee’).

The Institution acknowledges and agrees
that the Payee is the proper payee under
this Agreement. If the Institution wishes to
be paid via bank transfer it/he/she must
complete the Beneficiary Form attached
at Appendix 4 hereto.

In the following limited circumstances
Value Added Tax or an equivalent sales
tax (“VAT”) shall be added to any sums
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ICON bude uskutecnovat platby
zdravotnickému zafizeni jednotlivé za
kazdého pacienta, a to za kazdy Uspésné
dokonéeny pfipad (ktery je definovan
v ¢lanku 14.1.2 nize) a bude uskuteciovat
platby za fakturovatelné poplatky za
provedené Ukony v souladu s Pfilohou €. 2
této Smlouvy. Zdravotnické zafizeni
zajisti, aby takové faktury byly zasilany
spol. ICON do 60 dnu ode dne vzniku
nakladu.

Za uCelem vylou€eni  pochybnosti,
Zdravotnické zafizeni bude vyhradné
odpovédné za vyplaceni vSech plateb dle
této Smlouvy ZkouSejicimu a vSem
Spoluzkousejicim za poskytovani sluzeb
ZkouSejiciho dle této Smlouvy.

L,USPESNE DOKONCENY PRIPAD" je
pfipad, v némz pacientem je ZpUsobily
subjekt hodnoceni, ktery dokoné&i dobu
uréenou pro Klinické hodnoceni a byl
v souladu s Protokolem zhodnocen.
Pokud pacient v Klinickém hodnoceni
nepokracuje zdavodd uvedenych v
Protokolu, bude Zdravotnickému zafizeni
uhrazen pomérny podil za dokoncenou
préaci v souladu s Pfilohou €. 2.

Platby dle ¢lanku 14.1.1 vy3Se budou
uskute¢nény ve Ihté tficeti (30) dni ode
dne, kdy ICON obdrzi Zaznam subjektu
hodnoceni vyplnény v souladu s ¢lankem
52 vySe. Konetna platba bude
uskute¢néna pouze tehdy, jakmile budou
vyfeSeny vSechny dotazy a nejasnosti
s ohledem na Udaje v zdznamech subjektl
hodnoceni.

Odména bude vyplacena:

Jméno pfijemce: Thomayerova hemocnice
Adresa prfijemce: Praha 4 - Kr¢, Videnska
800, PSC 14059

(dale jen ,PRIJEMCE PLATBY”).

Zdravotnické zafizeni bere na védomi a
souhlasi, ze Pfijemce platby je Fadnym
pfijemcem platby dle této Smlouvy. Pokud
si Zdravotnické zafizeni pFeje, aby mu
platby byly poukazovany bankovnim
pfevodem, musi vyplnit formulaf Bankovni
detaily pfijemce, ktery tvofi Pfilohu €. 4
této Smlouvy.

V dale uvedenych omezenych pfipadech
bude k veSkerym cCastkam uvedenym v
pfiloze 2 pfictena dan z pfidané hodnoty
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stated in Appendix 2:

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

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

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

Instituition VAT Number: CZ00064190.

For the avoidance of doubt all charges
and/or fees or any other similar
administrative charges, relating solely to
the payments of the Institution, imposed
by the Institution’s banks shall be for the
account of the Institution and ICON will
have no responsibility for paying such
charges and/or fees.

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 Protocol have occurred,
either for visits at which Protocol
variations occurred or for any subsequent
visits.

Return of 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 to the Protocol in
accordance with Appendix 2 to this
Agreement. Any funds not due under this
calculation, but already paid, shall be
returned to ICON, within thirty (30) days of
the date of termination of the Study.

Pass-through Costs
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(,DPH®) nebo ekvivalentni daf z prodeje:

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

tanj, kde zdravotnické zafizeni uvedlo své
DIC (viz nize),

a po obdrzeni platné faktury s uvedenou
DPH. VSechny ostatni dané jsou zahrnuty
do &astek, uvedenych v pfiloze 2.
DIC zdravotnického
CZ00064190.

zafizeni:

Za ucelem vylou€eni pochybnosti budou
vSechny poplatky anebo jakékoliv jiné
administrativni  poplatky, se vztahem
vyhradné k platbam Zdravotnického
zafizeni, uloZzené bankou Zdravotnického
zarizeni k tizi Zdravotnického zafizeni a

spole¢nost ICON nebude mit Zzadnou
zodpovédnost za  platbu  takovych
poplatkd.

Neuskuteénéni platby

Pokud neni pisemné dohodnuto jinak,
ICON neuskute¢ni zadnou platbu za

pacienty, které ZkouSejici zafadil do
Klinického hodnoceni porusenim
Protokolu (ij., pacienty, ktefi nejsou

Zpusobilym subjektem hodnoceni).

Pokud neni pisemné dohodnuto jinak,
ICON neuskute¢ni zadnou platbu tykajici
se pacientl, v souvislosti s nimiz doslo
k poruSeni Protokolu, bud pfi vizitach,
bé&hem nichz v Protokolu vznikly odchylky
nebo pfi jakychkoliv naslednych vizitach.

Vraceni finanénich prostredkl v pfipadé
predéasného Ukonéeni

Pro pfipad, Ze je Klinické hodnoceni
z jakéhokoliv  dlvodu pferuseno, se
smluvni strany dohodly, Ze &astky hrazené
nebo k uhrazeni dle ¢lanku 14 budou
stanoveny pomérné na zakladé skutecné
fadné vykonané prace dle Protokolu
v souladu s Pfilohou €. 2 této Smlouvy.
Jakékoliv finan¢ni prostfedky, které dle
této kalkulace nejsou splatné, ale byly jiz
zaplaceny, budou spole¢nosti ICON
vraceny ve |hdté (30) dni od data
ukonéeni Klinického hodnoceni.

Prabézné naklady
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15.1

15.1.1

15.2
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ICON agrees to pay the pass-through
costs set out in Appendix 2 in arrears
upon production by the Institution of
adequate written evidence that such costs
have been incurred.

All costs

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

Budget Non-Disclosure

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

GENERAL PROVISIONS

Assignment

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

Waiver

A waiver by either party of any term or
condition of this Agreement in any
instance shall not be deemed or
construed to be a waiver of such term or
condition for any similar instance in the
future or any subsequent breach hereof.
All  rights, remedies, undertakings,
obligations and agreements contained in
this Agreement are cumulative and none
of them shall be a limitation of any other
remedy, right, obligation or agreement.
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ICON souhlasi, ze bude hradit vzniklé
odpovidajici naklady stanovené v pfiloze
¢. 2 na zakladé predlozeni adekvatniho

pisemného potvrzeni ze strany
Zdravotnického  zafizeni, Zze takové
naklady vznikly.

VesSkeré naklady

Platby uvedené vyse, které jsou pFesnéji
popsany v Pfiloze &. 2 pfedstavuji veSkeré
naklady souvisejici s Klinickym
hodnocenim a zadné dalsi financni
prostfedky nebudou hrazeny po jeho
ukonceni ani jinak.

Nezverejnéni rozpoctu

V rozsahu pfipustném dle Pravnich
predpisti a dalSich platnych zakon( bude
Zdravotnické zarizeni/Zkousejici
povazovat veskeré informace o rozpoctu
za duvérné a tyto informace projedna
vyhradné se spole¢nosti ICON a/nebo
Zadavatelem. Jakékoliv projednani této
Smlouvy nebo podminek  rozpoctu
Zdravotnickym zafizenim a jakoukoliv treti
stranou mulze byt spoleénosti ICON
povazovano pro Ucely ¢lanku 11.3.1.5
vySe za nenapravitelné poruseni.

OBECNA USTANOVENI

Postoupeni

Zdravotnické zafizeni/ZkouSejici nesmi
postoupit sva prava a/nebo prevést své
povinnosti vyplyvajici z této Smlouvy bez
predchoziho pisemného souhlasu
spolecnosti ICON, pficemz jeho udéleni
nebude bezdivodné zamitnuto.
Spole€nost ICON je opravnéna prevést
tuto Smlouvu na Zadavatele bez souhlasu
Zdravotnického zafizeni/ZkouSejiciho.

Vzdani se

Vzdani se nékteré podminky této Smlouvy
kteroukoliv stranou v jakémkoliv pfipadé
nebude povazovano za vzdani se této
podminky v jakémkoliv podobném pFipadé
v budoucnu ¢&i za nasledné poruSeni této
Smlouvy. VeSkera prava, opravné
prostfedky, ujednani, povinnosti a dohody
obsaZené v této Smlouvé jsou kumulativni

a neomezuji Zzadny dalSi opravny
prostfedek, pravo, povinnost nebo
dohodu.
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Notices

Notices under this Agreement shall be in
writing and considered sufficient if
delivered personally, sent by registered
mail with return receipt, sent by
recognized overnight courier service, or
by telefax transmission, addressed as
follows:

If to ICON

ICON Clinical Research s.r.o.

V Parku 2335/20, 148 00 Praha 4 -
Chodov, Czech Republic

If to the Institution/Investigator

Investigator:

XXX

Thomayerova nemocnice, Videriska 800,
Praha 4

Attention: XXX

Tel: XXX
FAX: +420 261 082 206

Institution:

Thomayerova nemocnice

Praha 4 - Krg, Videriska 800, PSC 14059
Attention: doc. MUDr. Zdenék Benes,
CSc., feditel

Tel: +420 261 081 111
FAX: +420 241 721 260

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
Institution/Investigator and ICON, it being
understood that the Institution/Investigator
is an independent contractor, and has no
authority to bind ICON, nor ICON'’s
representatives, in any way.
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Oznameni

Oznameni dle této Smlouvy budou
ucinéna pisemné a budou povazovana za
fadna, pokud budou doru¢ena osobné,
odeslana doporucenou postou s
doru€enkou, expresni kuryrni sluzbou
nebo faxem na nize uvedené adresy:

Pokud budou adresovana spole€nosti
ICON
ICON Clinical Research s.r.o.

V Parku_ 2335/20, 148 00 Praha 4 -
Chodov, Ceska republika

Pokud budou adresovana Zdravotnickému
zafizeni/Zkousejicimu
ZkouSejici:

XXX

Thomayerova nemocnice, Videnska 800,
Praha 4

K rukém: XXX

Tel: XXX
FAX: +420 261 082 206

Zdravotnické zafizeni:

Thomayerova nemocnice

Se sidlem: Praha 4 - Kr¢, Videriska 800,
PSC 14059

K rukam: doc. MUDr. Zdenék Benes,
CSc., feditel

Tel: +420 261 081 111

FAX: +420 241 721 260

Castedna neplatnost

Neplatnost ¢i nevymahatelnost jakéhokoliv

ustanoveni této Smlouvy nebude mit
v zadném pfipadé vliv na jeji dalSi
ustanoveni.

Vztah smluvnich stran

Nic v této Smlouvé nebude vykladano jako
vytvoreni jakéhokoliv sdruzeni, konsorcia,

spole¢ného podniku, zaméstnaneckého
poméru nebo vztahu zmocnitele a
zmocnénce mezi zdravotnickym

zafizenim/zkouSejicim a  spole€nosti
ICON, &imz se rozumi, ze Zdravotnické
zafizeni/ZkouSejici je nezavisly smluvni
partner a neni vZzadném pfipadé
opravnén(o) zavazovat spole¢nost ICON
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Governing Law

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

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 in the form of
amendments signed by all the parties
hereto.

Counterparts

This Agreement shall be executed in 3
(three) counterparts and each party shall
obtain one counterpart.

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 confidentiality and
Confidential Information, proposed or
actual inspections by a Regulatory
Authority, publications, intellectual
property, indemnification and use of
names and any provision required to
interpret and enforce the parties' rights
and obligations under this Agreement to
the extent required for the full observation
and performance of this Agreement shall
survive any termination of this Agreement.

Arbitration
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ani jeji zastupce.

Rozhodné pravo

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

Uplnost Smlouvy

Tato Smlouva predstavuje Uplnou dohodu
a ujednani mezi smluvnimi stranami
pokud jde o jeji pfedmét a ma prfednost
pfed vSemi dokumenty, ustnimi souhlasy
¢i ujednanimi mezi spolecnosti ICON a
Zdravotnickym zafizenim/ZkouS$ejicim.
Podminky této Smlouvy mohou byt
doplfiovany a ménény pouze pisemnou
formou v podobé dodatkl ke smlouvé s
podpisy vsech smluvnich stran.

Pocet vyhotoveni

Tato Smlouva bude vyhotovena ve tfech
paré a kazda ze smluvnich stran obdrzi po
jednom vyhotoveni.

Trvani

Ustanoveni této Smlouvy souvisejici
s povinnostmi, které z ni vyplynou nebo se
budou aplikovat po ukonéeni této
Smilouvy, v&etné, nikoliv v3ak vyluéné,
povinnosti souvisejicich s mi€enlivosti a
davérnymi informacemi, inspekcemi
Kontrolniho Ufadu, zvefejnénim informaci,
duSevnim vlastnictvim, nahradou Skody a
uzivanim jména obchodni firmy a
jakymikoli dalSimi ustanovenimi, ktera jsou
nezbytna pro vyklad a uplatfiovani prav a
povinnosti  smluvnich stran dle této
Smlouvy vrozsahu pozadovaném za
ucelem komplexniho dodrzovani a plnéni
této Smlouvy, budou trvat i po ukonceni
Smilouvy.

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

Translation Inconsistency.

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

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
Sponsor to be in breach of their
responsibilities through any act as
described in this Section.

In performing 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
(ii) shall comply with all applicable anti-
corruption and anti-bribery laws and
regulations. The non-ICON contracting
party/parties shall notify ICON and
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Smluvni strany se dohodly, ze pravni
vztahy a poméry vzniklé z této smlouvy se
fidi platnymi zékony a predpisy Ceské
republiky. Smluvni strany se zavazuji pfi
provadéni  klinického hodnoceni  si
vzajemné pomahat a pfipadné spory a
rozdilnost nazorll na postup a zplsob
praci feSit smirnym jednanim obvyklym u
smluvnich stran. Smluvni strany berou na
védomi a souhlasi, ze projednani a
rozhodovani pfipadnych spord, které
nebudou vyfeSeny smirem, bude feSeno s
pomoci pfislusnych soudnich organu
Ceské republiky, nedohodnou-li se na
rozhod¢im Fizeni.

Rozpory v prekladu Smlouvy

Originalni anglicka verze Smlouvy byla
pfelozena do &eského jazyka.V pripadé
jakychkoli rozpord mezi Ceskou a
anglickou verzi smlouvy ma pfrednost
Ceska verze.

Protikorupéni ustanoveni

Strany berou na védomi, ze spolecnost
ICON azadavatel studie jsou povinni
dodrzovat vesSkeré platné protikorupéni
zakony a pfedpisy, mimo jiné americky
zakon proti korup&nim praktikdm
v zahranié€i (Foreign Corrupt Practices Act
(FCPA)) abritsky zakon proti korupci
a uplatkarstvi (UK Bribery Act), a zavazuiji
se, Ze se nedopusti jednani vymezeného
vtomto oddile, které by znamenalo
poruSeni povinnosti ze strany spole¢nosti
ICON ¢i zadavatele.

Smluvni strany mimo spole¢nost ICON
(a jejich zaméstnanci a zastupci) potvrzuiji,

Ze pfi  provadéni studie asluzeb
sjednanych v této smlouvé (i) pfimo ani
nepfimo nenabidnou, nepfislibi

a neschvali jakoukoli platbu ani jakykoli
hodnotny dar, tedy mimo jiné Uplatky, dary
a pozornosti, statnim Urednikdm,
regulaénim organdm ani komukoli jinému
s cilem podvodné ovlivnit, motivovat Cdi
odménit jejich jednani, rozhodnuti nebo
benevolenci za u€elem dosazeni nedestné
vyhody, napfiklad ziskani zakazky Cci
prodlouzeni spoluprace, ze takovéto
platby ¢i dary od uvedenych subjektd
nepfijmou aze se takového jednani
v souvislosti se studii nedopustili ani
v minulosti a (ii) Ze budou dodrZzovat
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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 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.

Third Party Beneficiary

The Institution/Investigator  expressly
agrees that the Sponsor is a third-party
beneficiary to the Agreement and that the
Sponsor may enforce its rights under the
Agreement.

ICON hereby represents and warrants
that it hasnot entered into, and shall not
enter into any other separate contract
regulating its mutual rights and obligations
in connection with the Study constituting
the subject-matter of this Agreement,
without the participation of the Institution,
the Principal Investigator. Should it be
discovered that ICON has entered into
such a separate contract, this shall
constitute  grounds  for immediate
termination of this Agreement and the
closure of the Trial site subject to the
provisions of Clause 14 The State
Institute for Drug Control and the relevant
Ethics Committees shall be informed of
the breach of the terms of the Agreement
and the closure of the Trial site.

The following appendices shall constitute
an integral part of this Agreement:
Appendix 1 - Deadlines

Appendix 2 - Fees/Costs

Appendix 3 - Compensation for Loss and
Damage (Letter of Indemnity)/Insurance
Appendix 4 - Recipient's Bank Details
Appendix 5 - Favourable Opinion from the
Multicentre Ethics Committee

Appendix 6 - Favourable Opinion from the
Ethics Committee
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veSkeré platné protikorupéni zakony
a predpisy. Tyto ostatni smluvni strany se
dale zavazuji, Ze budou o jakémkoli
poruSeni povinnosti definovanych v tomto
oddile, onémz se dozvi, bezodkladné
informovat spole¢nost ICON i zadavatele
studie.

Smluvni strany mimo spole¢nost ICON
v zajmu zajisténi dodrZzovani platnych
protikorupénich zakonu a predpisl(
uznavaiji, ze spole¢nost ICON je po celou
dobu platnosti této smlouvy opravnéna
provadét Setfeni €i audit téchto ostatnich
smluvnich  stran, akontrolovat tak
dodrzovani podminek stanovenych
vtomto oddile. Ostatni smluvni strany
budou v prabéhu Setfeni ¢i auditu, jejichz
naCasovani je zcela v kompetenci
spolecnosti ICON, pIné spolupracovat.

Opravnéna treti strana

Zdravotnické zafizeni/ZkouSejici vyslovné
souhlasi s tim, Ze Zadavatel je
opravnénou tfeti stranou této Smlouvy a
Ze mulze vymahat sva prava z této
Smlouvy vyplyvajici.

ICON prohladuje, Ze v souvislosti se
Studii, kterd je pfedmétem této Smlouvy,
neuzaviel a neuzavfie bez Uucasti
Zdravotnického zafizeni s  Hlavnim
zkousejicim  zadnou  dal$i  smlouvu
upravujici  jejich vzajemna prava a
povinnosti. V pfipadé zjisténi, ze ICON
uzavrel takovou dal§i Smlouvu, bude toto
divodem k okamzitému ukonceni této
smlouvy a k uzavieni feSitelského centra
podléhajici rezimu dle ¢lanku 14 této
smlouvy. PoruSeni smlouvy a uzavfeni
feSitelského centra bude oznameno
Statnimu ustavu pro kontrolu IéCiv a
pfisludnym etickym komisim.

Nedilnou soucasti
nasledujici pfilohy:
Pfiloha €. 1 — Stanoveni Ihat

Priloha €. 2 - Poplatky/naklady

Pfiloha & 3 — Nahrada Skod (Dohoda o
odSkodnéni)/pojisténi

PFiloha €. 4 — Bankovni detaily pfijemce
PFiloha €. 5 - Souhlas Etické komise pro
multicentrick& klinick& hodnoceni

Pfiloha €. 6 — Souhlas Etické komise
Pfiloha ¢. 7 — Povoleni Statniho Gstavu

této smlouvy jsou
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15.14

15.14.

15.14.

15.14.

15.14.

15.14.

Appendix 7 - Authorization from the State
Institute for Drug Control of the Czech
Republic

Appendix 8 - Extract from the Commercial
Register for ICON and Corporate Power
of Attorney from the Sponsor

Appendix 9 - Informed Consent Form from

the Trial Subject related to his/her
Enrolment in the Study
Legal obligation under the Act no.

340/2015 Coll.

The Institution/ICON agrees that if
required by applicable laws, this
Agreement will be registered pursuant to
the Act no. 340/2015 Coll. The
Institution/ICON acknowledge that this
Agreement contains information which is
regarded as trade secrets (as designated
in Section 15.14.2 below) according to
applicable laws.

The Institution/I[CON declare that in
relation to the Act no. 340/2015 Coll the
following information is regarded as
sensitive information and therefore a
trade secret under applicable law:
information relating to the Protocol and
information contained in: (Appendices
1,2,3,5,6,7,8 and 9) and will be redacted.

Upon signature of the Agreement by the
Parties, trade secrets will be redacted by
ICON/Sponsor as set forth in Section
15.14.2. The Institution shall register the
redacted Agreement within [thirty days] of
the Effective Date and shall notify
Sponsor and ICON immediately of such
registration.

Any breach of any obligation under this
Section 15.14 by the Institution or its
representatives shall entitle ICON to
terminate this Agreement in accordance
with the provisions of Section 11.3.1.

The Parties declare that in relation to the
Act no. 340/2015 Coll. The minimal
monetary value of this Agreement is CZK
211.602,50 if the Patient Recruitment is
successful.
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pro kontrolu IéCiv

Pfiloha ¢. 8 — Vypis z Obchodniho
rejstfiku spole¢nosti ICON a povéfeni od
zadavatele

Pfiloha & 9 - Formulaf pisemného
informovaného souhlasu subjektu
hodnoceni se zafazenim do Studie

Zakonna povinnost dle zakona ¢.

340/2015 Sb.

Zdravotnické zafizeni/spoleénost ICON
souhlasi s tim, Ze pokud to vyzaduji
pfislusné pravni predpisy, bude tato
Smlouva zaregistrovana v souladu se
zakonem ¢&. 340/2015 Sb. Zdravotnické
zafizeni/spole¢nost ICON bere na védomi,

Ze tato Smlouva obsahuje informace,
které jsou podle platnych préavnich
predpisi povazovany za  obchodni

tajemstvi (jak je definovano ve ¢lanku
15.14.2 nize).

Zdravotnické zafizeni/spoleénost ICON
prohladuje, Ze ve vztahu k zakonu ¢.
340/2015 Sh., budou nasledujici
informace povazovany podle platnych
pravnich predpisti za citlivé, a tudiz za
obchodni tajemstvi: informace souvisejici
s protokolem a informace obsazené v:
(pfiloze 1,2,3,5,6,7,8 a 9) budou
redigovany.

Po podpisu smlouvy smluvnimi stranami

bude spole¢nost ICON/Zadavatel
redigovat obchodni tajemstvi, jak je
stanoveno ve ¢lanku 15.14.2.

Zdravotnické zafizeni zaregistruje
upravenou smlouvu do [tficeti dni ] od data
ucinnosti a okamZité o takové registraci
uvédomi Zadavatele/spole¢nost ICON.

Jakékoli poruseni jakéhokoli zavazku
podle tohoto ¢lanku 15.14 Zdravotnickym
zafizenim nebo jeho zastupci da
spole¢nosti ICON pravo ukongit smlouvu v
souladu s ustanovenimi ¢lanku 11.3.1

Smluvni strany prohlasuji, Zze ve vztahu k
zakonu ¢&. 340/2015 Sb. penézni hodnota
této Smlouvy je zavisla na pocétu Subjektl
hodnoceni v  Klinickém  hodnoceni.
Minimalni penézni hodnota této Smlouvy
je 211.602,50 K&, pokud je Nabor pacientl
uspésny.
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IN WITNESS WHEREOF, the parties
have caused this Agreement to be
executed by their duly authorized
representatives to be effective as of the
date first written above.

ICON CLINICAL RESEARCH LIMITED

Date:

Name: PharmDr. Pavel Lebesle MBA
Sr. Director Project Management

Signature:

INSTITUTION:

Date:

Name: doc. MUDr. Zdenék Bene§, CSc.,
Director

Signature:

INVESTIGATOR:

Date:

Name: XXX

Signature:
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NA DUKAZ TOHO byla tato Smlouva
podepsana fadné zmocnénymi zastupci
smluvnich stran a nabyva u&innosti datem
podpisu posledni smluvni strany (viz
datum uc&innosti na Str. 1).

ICON CLINICAL RESEARCH LIMITED

Datum:

Jméno: PharmDr. Pavel Lebesle MBA
Sr. Director Project Management

Podpis:

ZDRAVOTNICKE ZARIZENi:
Datum:

Jméno: doc. MUDr. Zdenék Benes, CSc.,
feditel

Podpis:

ZKOUSEJICi:

Datum:

Jméno: XXX

Podpis:
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APPENDIX 1 PRILOHAC. 1
TIMELINES STANOVENI LHUT

XXX
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APPENDIX 2
FEES/COSTS
EXHIBIT A

Protocol No. MBCT206

Payment Terms and Conditions

Study Site: Thomayerova nemocnice,
Pneumologicka klinika 1. LF UK a TN, Videnska
800, 140 59 Praha 4 — Krc

Principal Investigator: XXX

Payee: Payment will be made by electronic funds
transfer to Thomayerova nemocnice, Videnska
800, 140 59 Praha 4 - Krc (“Payee”) in CZK
according to the terms of this Exhibit A.

The INSTITUTION/INVESTIGATOR acknowledges
and agrees that the Payee designated herein is the
proper Payee for this Agreement. All payments
made by ICON on behalf of SPONSOR as set forth
herein shall be payable solely to Payee as detailed
in the attached Beneficiary Details Form. Any such
payments made to Payee which are due to any
other party performing services in connection with
the study shall be a matter solely between Payee
and such party.

VAT Number: CZ00064190
Payee is NOT required to charge VAT on services
provided.

Per Subject Costs: Payments will be made on a
per subject, per visit basis for visits completed, as
detailed in the Payment Schedule, excluding Study
level costs and invoiceable items given below.
Payment for partially completed randomized
subjects, i.e. early terminations, will be made on a
per visit basis for work completed, in accordance
with the Payment Schedule.

Ongoing Payments: Ongoing Payments will be
made quarterly on a per subject, per visit basis for
visits completed. INSTITUTION shall receive [85%]
of each payment due and [15%] shall be withheld
until Study completion and resolution of all site
queries, constituting the Final Payment.

Final Payment: Final payment will include the
cumulative withheld amounts of monies earned
upon final acceptance by ICON/SPONSOR of the

EU Master CTA V1 Czech V1
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PRILOHA €. 2
POPLATKY/NAKLADY
PRILOHA A

Protokol €. MBCT206

Platebni podminky

Pracovisté studie: Thomayerova nemocnice,
Pneumologicka klinika 1. LF UK a TN, Videnska
800, 140 59 Praha 4 — Kr&

Hlavni zkousejici: XXX

Prijemce platby: Platba bude provedena formou
elektronického prevodu penéznich prostredki
na Thomayerova nemocnice, Videnska 800, 140
59 Praha 4 — Kré (,pfijemce platby“) v K¢ v souladu
s podminkami této pfilohy A.

ZDRAVOTNICKE ZARIZENIi/ZKOUSEJICi berou
na védomi a souhlasi, ze pfijemce platby uvedeny
v tomto dokumentu je fadnym pfijemcem platby
pro potfeby této smlouvy. VSechny platby
provedené spole¢nosti ICON jménem
ZADAVATELE, jak je uvedeno v tomto dokumentu,
budou splatné vyhradné pfijemci platby v souladu
s pfipojenym formulafem Bankovni Udaje pFijemce
platby.  VeSkeré takové platby provedené ve
prospéch pfijemce platby, které jsou splatné
jakékoli jiné strané poskytujici sluzby v souvislosti
se studii, jsou vyhradné pfedmétem vypofadani
mezi pfijjemcem platby a takovou stranou.

DIC: CZ00064190 ]
Pfijemce platby NEMUSI za poskytnuté sluzby
uctovat DPH.

Naklady na subjekt: Platby budou provedeny
za jednotlivé subjekty, za jednotlivé uskutecnéné
navstévy v souladu s harmonogramem plateb;
nebudou do nich zahrnuty naklady na Grovni studie
a fakturovatelné polozky uvedené nize. Platby
zarandomizované subjekty, které Castecné
absolvovaly studii, tj. pfed€asné ukoncily ucast,
budou provedeny na zakladé navstév
za provedenou praci v souladu s harmonogramem
plateb.

Pribézné platby: Pribézné platby budou
provedeny Ctvrtletné za jednotlivé subjekty,
za jednotlivé uskute€néné navstévy.

ZDRAVOTNICKE ZARIZENI obdrzi [85 %] kazdé
splatné platby, [15 %] bude zadrZzeno do dokongeni
studie a do vyreSeni vSech dotazli/namitek
pracovisté a bude tvofit zavérecnou platbu.

Zavérecna platba: ZavéreCna platba bude
zahrnovat souet zadrzenych finanénich c&astek
ziskanych po konecném pfijeti eCRF spole¢nosti
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eCRF, all data clarifications issued, the receipt and
approval of any outstanding regulatory documents
as required by ICON/SPONSOR, the return of all
unused supplies to ICON/SPONSOR, and upon
satisfaction of all other applicable conditions set
forth in this Clinical Study Agreement (hereinafter
the “Final Payment”).The Payee will have up to
sixty (60) days from the Final Payment (date of
Final Payment check or EFT) to submit any
outstanding invoices, or payment discrepancies, for
reimbursement consideration. If the money already
paid to the Payee by ICON exceeds this final
payment amount, the difference shall be returned
by the Payee to ICON promptly.

Payment Terms

Invoices should clearly identify the following:

[ Investigator Name

[ Study Trial Alias

[ Description of Items e.g. Study
and/or Invoiceable Procedures

[ Contact Name: [name and/or title, phone
number, and e-mail] for any queries

Visits

All invoices submitted by Payee shall be made out
to

ICON CLINICAL RESEARCH LTD
South Country Business Park
Leopardstown

Dublin, 18 Ireland

VAT: IE8201978R

Study Code: 3082/0004

and mailed to ICON at the address set forth below:

ICON/ZADAVATELEM, objasnéni vSech vydanych

udaji, obdrzeni a  schvéleni  jakychkoli
nevyfizenych zakonnych dokument( podle potfeb
spole¢nosti ICON/ZADAVATELE, vraceni
vesSkerych nepouzitych material(

ICON/ZADAVATELI a po splnéni vSech dalSich
pfislusnych podminek stanovenych v této smlouvé
o klinické studii (dale jen ,zavérec¢na platba®).
Pfijemce platby bude mit az Sedesat (60) dni od
zavéreCné platby (datum Seku zavérecné platby
nebo elektronického prevodu penéznich
prostfedkt) na predlozeni jakychkoli nezaplacenych
faktur ¢i nesrovnalosti v platbach k posouzeni
proplaceni. Pokud finanéni &astka jiz uhrazena
pfijemci platby spole¢nosti ICON pFevySuje Castku
této zavére€né platby, pfijemce platby bezodkladné
vrati rozdil spole€nosti ICON.

Platebni podminky

Na fakturach je nutné jasné uvadét:

B jméno Zkousejiciho,

U alternativni nazev studie

\ popis polozek, napf. navstévy v ramci
studie a/nebo fakturovatelné ukony,

\ jméno kontaktni osoby: [jméno a/nebo titul,
telefonni Cislo a e-mail] pro ucely jakychkoli dotaz(.

VSechny faktury zaslané pfijemcem platby musi byt
vystaveny na spoleénost

ICON CLINICAL RESEARCH LTD
South Country Business Park
Leopardstown

Dublin 18, Irsko

DIC: IE8201978R

Kéd studie: 3082/0004

a zaslané spole¢nosti ICON na adresu uvedenou
nize.

CRA will confirm contact details in a letter or email
to the site outside of the contract.

Please reference the INVESTIGATOR name,
Protocol number: MBCT206 and ICON Study
number: 3082/0004 on all invoices. Failure to send
invoices to this address and failure to include
INVESTIGATOR name, Protocol number and ICON
Study number may result in payment delay.
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Name: Attn. 3082/0004 Team Jméno: K rukam 3082/0004 Team
Address: | Address and CRA name to be Adresa: Adresa a jméno monitora
confirmed by email klinické studie bude potvrzeno
Teleph. contact details to be confirmed e-mailem
by email Telefon: Kontaktni Udaje budou
eMail CRA email contact to be potvrzeny e-mailem
confirmed by email E-mail: E-mailovy kontakt na monitora
klinické studie bude potvrzen e-
mailem

Monitor klinické studie pracovisti potvrdi kontaktni
Udaje dopisem nebo e-mailem mimo tuto smlouvu.
Na vSech fakturach prosim uvadéjte jméno
ZKOUSEJICIHO, &islo protokolu: MBCT206 a &islo
studie ICON: 3082/0004. Pokud nebudou faktury
zaslany na tuto adresu a nebudou obsahovat jméno
ZKOUSEJICIHO, ¢islo protokolu a &islo studie
ICON, muze dojit ke zpozdéni platby.
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APPENDIX 3 PRILOHA C. 3
INDEMNITIES/INSURANCE NAHRADA SKOD/POJISTENI
XXX
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APPENDIX 4 PRILOHA C. 4
BENEFICIARY TEMPLATE BANKOVNI DETAILY PRIJEMCE
m Payee/ Beneficiary Details Form
A Symbol of Excellence EU (EX hibit 2)
Protocol Number Site No. ICON Study No.
Payee Contact Information
Payee Name Date
Payee Description (tick)[x |Institution | |Principal Inv | |Sub-|nv |Other:
VAT/ GST Registration No.|CZ00064190
Have you received prior payments from ICON? No x |Yes

Payee Address and Contact Details
Street|Videriskd 800
City|Prague Post Code|140 59
Country (Tax Country) State/ Province |Czech Republic
Email address*) marketa.lajnerova@ftn.cz; jaroslava.skalova@ftn.cz Phone # (code)
* Note: Payment notification & information relating to payments will be electronically sent to the email address above
Principal Investigator Name| | Degree|
Primary Special Therapeutic
Beneficiary Account Details
Bank Account Holder (Name)|[Thomayerova nemocnice
Bank Account Number [36831041/0100 | Mandatory for countries outside EU.
IBAN Number (mandatory) [CZ7701000000000036831041

Swift code should have 8 or 11 digits. First 2 IBAN digits must

SWIFT / BIC Code (mandatory) [KOMBCZPP match 5th and 6th SWIFT/BIC digits

Reference (if applicable) |valid until 31.12.2016
Bank Name [Komer¢ni banka | Currency of Payment:|CZK
Bank Address
Street|Nuselska 94
City|Praha 4 [ Post Code[140 00
Country|Czech Republic State/ Province
Correspondent Bank Details (if applicable)*
*fill out only if payment has to be routed though an intermediary bank

Correspondant Bank Name Street
Correspondant Account Number City|
Correspondant ABA Number State/ Province
Correspondant SWIFT / BIC Code Post Code
Correspondant Bank Code Country

ICON's standard payment method is 'electronic/ wire' unless bank account is not compatible.
Payee must be the owner of the bank account listed below. Above information is required for payments. Incomplete information may delay payments.

1, the undersigned beneficiary, hereby declare that the information provided in this Beneficiary Details Form is both true and correct. |
acknowledge that the information | have provided herein: (i) may constitute personal data; and (ii) serves to enable ICON to make
payment/s to me in accordance with the Clinical Study Agreement for the Study in which | am participating in as a Clinical Investigator or
member of the study team.

Furthermore, | consent to the processing of my personal data by the Sponsor, ICON and/or its affiliates for the above mentioned purposes
and grant my consent for the transfer of my personal data to ICON and/or its affiliates, Sponsor(s), regulatory authorities, auditors and
study related personnel. | understand and agree that my personal information may be moved outside the jurisdiction to which | am in to
another jurisdiction or to a jurisdiction outside the United States and which may not provide the same level of personal data protection or
have any data protection legislation in place. ICON will take all reasonable security precautions to protect your personal data against all
unlawful forms of processing.

Payee Signature Date

Payee Name (Print)

ICON Internal Use Only

Oracle Supplier Number Set-up required

ICON Site Code Invoice Required

Comp ID Code ICON Contract Party
TaxCode Currency Conversion

SOW Template Tax Docs Rcwd/ Describe:

Billing Frequency

Verified by Date

Paymentterms| | Net30 [ | Net60 [ [ Net90 [ ] Other (DDIMMMIYYYY)
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m Payee/ Beneficiary Details Form

A Symbol of Excellence EU (EXth it 2)
Protocol Number Site No. ICON Study No.
Payee Contact Information
Payee Name Date
Payee Description (tick) [x |Institution | |Principal Inv | |Sub-|nv |Other:
VAT/ GST Registration No.|CZ00064190
Have you received prior payments from ICON? No x |Yes

Payee Address and Contact Details
Street|Videfiska 800
City|Prague Post Code[140 59
Country (Tax Country)|Czech Republic State/ Province [Czech Republic
Email address*|marketa.lajnerova@ftn.cz; jaroslava.skalova@ftn.cz Phone # (code)
* Note: Payment notification & information relating to payments will be electronically sent to the email address above
Principal Investigator Name [ | Degree]
Primary Specialty Therapeutic
Beneficiary Account Details
Bank Account Holder (Name) | Thomayerova nemocnice
Bank Account Number |20001-36831041/0710 | Mandatory for countries outside EU.
IBAN Number (mandatory) [CZ42 0710 0200 0100 36831041

Swift code should have 8 or 11 digits. First 2 IBAN digits must

SWIFT / BIC Code (mandatory) |CNBACZPP match 5th and 6th SWIFT/BIC digits

Reference (if applicable) |valid from January 1, 2017
Bank Name [Ceska narodni banka [ currency of Payment:JCzK
Bank Address
Street|Na Prikopé 28
City|Praha 1 [ Post Code[115 03
Country|Czech Republic State/ Province
Correspondent Bank Details (if applicable)*
*fill out only if payment has to be routed though an intermediary bank

Correspondant Bank Name Street
Correspondant Account Number City
Correspondant ABA Number State/ Province
Correspondant SWIFT / BIC Code Post Code
Correspondant Bank Code Country|

ICON's standard payment method is 'electronic/ wire' unless bank account is not compatible.
Payee must be the owner of the bank account listed below. Above information is required for payments. Incomplete information may delay payments.

1, the undersigned beneficiary, hereby declare that the information provided in this Beneficiary Details Form is both true and correct. |
acknowledge that the information | have provided herein: (i) may constitute personal data; and (ji) serves to enable ICON to make
payment/s to me in accordance with the Clinical Study Agreement for the Study in which | am participating in as a Clinical Investigator or
member of the study team.

Furthermore, | consent to the processing of my personal data by the Sponsor, ICON and/or its affiliates for the above mentioned purposes
and grant my consent for the transfer of my personal data to ICON and/or its affiliates, Sponsor(s), regulatory authorities, auditors and
study related personnel. | understand and agree that my personal information may be moved outside the jurisdiction to which | am in to
another jurisdiction or to a jurisdiction outside the United States and which may not provide the same level of personal data protection or
have any data protection legislation in place. ICON will take all reasonable security precautions to protect your personal data against all
unlawful forms of processing.

Payee Signature Date

Payee Name (Print)

ICON Internal Use Only

Oracle Supplier Number Set-up required

ICON Site Code Invoice Required

Comp ID Code ICON Contract Party
TaxCode Currency Conversion

SOW Template Tax Docs Rcwd/ Describe:

Billing Frequency

Verified by Date

Paymentterms J Net 30 |_| Net 60 |_| Net 90 |_| Other (DDIMMM/YYYY)
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APPENDIX 5 PRILOHAC.5

Favourable Opinion from the Multicentre Ethics Souhlas Etické komise pro multicentricka klinicka
Committee hodnoceni

XXX
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APPENDIX 6 PRILOHAC. 6
Favourable Opinion from the Ethics Committee Souhlas Etické komise
XXX
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APPENDIX 7 PRILOHA C. 7
Authorization from the State Institute for Drug Povoleni Statniho ustavu pro kontrolu |éCiv
Control of the Czech Republic

XXX
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APPENDIX 8 PRILOHAC. 8
Extract from the Commercial Register for ICON and Vypis z Obchodniho rejstfiku spole¢nosti ICON a
Corporate Power of Attorney from the Sponsor povéfeni od zadavatele

XXX
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APPENDIX 9 PRILOHA C. 9
Informed Consent Form from the Trial Subject Formulaf pisemného informovaného souhlasu
related to his/her Enrolment in the Study subjektu hodnoceni se zafazenim do Studie

XXX
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