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CLINICAL INSTITUTION AGREEMENT
- BIPARTITE

This Agreement (“Agreement”) is entered into
this 2011,

by and between

ICON Clinical Research Limited
(hereinafter called “ICON”) with a

VAT number IE 8201978R,

company ID / Registry No.: 201978 and

a place of business at South County Business
Park, Leopardstown, Dublin 18, Ireland,
represented by Pavel Lebesle, PharmDr,
MBA.,

and

Detskd4  fakultnd nemocnica  KoSice
(Paediatric Univesity Hospital KoSice),

with a place of business at Trieda SNP 1, 040
01 Kogice, Slovak Republic,

ID #: 00606715,

VAT #: 2027777880,

Bank details: Statna pokladnica,

Account No.: 7000280825/8180

IBAN: SK50 8180 0000 0070 0028 0825
SWIFT/BIC: SPSRSKBA,

Represented by Peter Krcho, MD, PhD,
Director

(hereinafter called the “Institution”).
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 of the
producers of pharmaceutical products.

ICON’S client, Merck Serono S.A.-Geneva, 9
Chemin des  Mines, 1202  Geneva,
Switzerland, the sponsor of this clinical trial
(hereinafter known as the “Sponsor”) is
developing an investigational product called
Sapropterin  Dihydrochloride ~ (Kuvan®)
Phenylketonuria (PKU) (hereinafter called the
“Investigational Product”) for use in patients
with Phenylketonuria (PKU).

The Sponsor has appointed Merck KGaA, a
company established under the laws of
Germany and having its registered offices
Frankfurter Str. 250, Darmstadt, Germany, to
act as its legal representative in the European
Union within the meaning of Article 19 of the
EC Directive 2001/20.

The Institution and its staff, including without
limitation the principal investigator, are
experienced in the evaluation and treatment of
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ZMLUVA.  ©
KLINICKEHO

DVOJSTRANNA
TATO ZMLUVA (dalej len ,Zmluva®“) sa

uzatvara dia Ao mo)e Lo 77
2011,
medzi /C—\ /L”/[’A"f(

ICON Clinical Research Limited

(dalej len ,,ICON®),

DIC IE 8201978R

I1C: 201978

so sidlom South County Business Park,
Leopardstown, Dublin 18, Irsko,

zastipeny PharmDr. Pavlom Lebeslom, MBA,

Detska fakultna nemocnica KoSice,

so sidlom Trieda SNP 1, 040 01 Kosice,
Slovenska Republika,

ICO: 00606715

DIC: 2027777880,

Bankovné spojenie : Statna pokladnica

Cislo uétu: 7000280825/8180

IBAN: SK50 8180 0000 0070 0028 0825
SWIFT/BIC: SK50 8180 0000 0070 0028
0825

Zastipena MUDr. Peter Krcho,PhD., riaditel’
(d’alej len ,,Zdravotnicke zariadenie®)

SITUACIA

ICON je zmluvnd vyskumna organizicia,
ktorej hlavnou <&innostou je navrhovanie,
zahajovanie a riadenie klinickych skuSani na
Cloveku a poskytovanie dalSich suvisiacich
sluzieb v zastapeni vyrobcov
farmaceutickych produktov.

Klient spolo¢nosti ICON ako zadéavatel
klinickej 8tadie - Merck Serono S.A.-Geneva,
9 Chemin des Mines, 1202 Geneva,
Switzerland (d’alej len ,Zadéavatel*™) vyvija
lie¢ivo ur¢ené na klinické skudanie s nazvom
Sapropterin Dihydrochloride (Kuvan®) (d’alej
len ,Skudané Lie¢ivo”) za ucelom jeho
aplikacie u pacientov s indikaciou
fenylketonuria (PKU).

Zadavatel urcil spolo¢nost Merck KGaA,
spolo¢nost’ zriadent podl'a nemeckého prava,
se sidlom Frankfurter Str. 250, Darmstadt,
Némecko, ako svojho opravneného zastupcu v
Evropskej Unii v zmysle ¢lanku 19 smernice
2001/20/EC.

Zdravotnicke zariadenie a jeho zamestnanci,

vratane, nie viak vylué¢ne, Skusajuceho, maju
skisenosti so skusanim a lietbou pacientov
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patients with Phenylketonuria (PKU).

ICON, acting throug the power of attorney,
wishes to engage the Institution to conduct a
clinical study to evaluate the Investigational
Product, and the Institution wishes to conduct
such a clinical study.

The study will be conducted at the premises of
the institution:

Detska fakultna nemocnica Kogice (Childrens'
Faculty Hospital KoSice), Trieda SNP 1, 040
01 Kosice, Slovakia,

at the following departments:

Metabolic ambulance of Detskd fakultna
nemocnica Kogice, Childrens” policlinic,
Treida SNP 1, 04011 Kosice, Slovakia

and

Centre for long-term follow-up of PKU
patients, in the Detské centrum prof. Th.
Hellbriggeho pri DFN Kosice (Prof. Th.
Hellbriigge Childrens’ centre at the Childrens’
Faculty Hospital Ko$ice), Obrancov mieru 18,
040 01 Kogice (detached department and
organisational part of the DFN Kogice),

(site) by principal investigator Ludmila
Poto¢iidkova, MD (hereinafter called “the
Investigator™).

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)

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

EDA

The Food and Drug Administration of the
United States Department of Health and
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s indiké4ciou fenylketonuria (PKU).
Spoloénost ICON ako splnomocnnec ma
zaujem zmluvne zaviazat® Zdravotnicke
zariadenie, k  zabezpefeniu  klinického
skudania za U&elom zhodnotenia Sku¥aného
lietiva a Zdravotnicke zariadenie ma zaujem
toto klinické skisanie vykonat'.
Stidia bude prebiehat v
zdravotnickeho zaradenia:

prevadzke

V Detskej fakultnej nemocnici Kogice, Trieda
SNP 1, 040 01 KoSice, Slovenska republika,

Na pracoviskdch:

Metabolickd ambulancia, v Detskej fakultnej
nemocnici Ko$ice, Detska poliklinika, Trieda
SNP 1, 040 01 Ko3ice

a

Centrum pre dihodobé sledovanic pacientov s
PKU, v Detskom centre prof. Th.
Hellbriiggeho pri DFN Kosice, Obrancov
mieru 18, 040 01 Kodice (detaSované
pracovisko a sti¢ast DFN KofSice),

v&ele shlavnym  skddajucim MUDr.
Ludmilou  Poto&nakovou  (d’alej len
“sktigajuci”).

TYMTO BOLO DOHODNUTE
NASLEDOVNE:

DEFINICIE

Pojmy pouZité vtejto Zmluve budii mat
nasledujici vyznam:
Zaznam subjektu sk(3ania

Zéznam vo formate pripravenom
Zadavatelom alebo spolo¢nostou ICON
vsilade splatnymi Pravnymi predpismi

(ktoré st definované nizdie ), vypliany
Skugajicim, ktory dokumentuje podavanie
Skusaného lieiva ucastnikom, a zarovei
vietky testy a pozorovania sUvisiace
s Klinickou 3tadiou (ktoré sa definované
nizsie).

Priru¢ka pre skugajuceho

Sabor informacii poskytovany Zadavatefom,
ktory obsahuje sthrnné klinické a neklinické
udaje o skd3anom lieCive, ktoré sa vztahuju
ku klinickému skaSaniu na subjektoch a
obsahuje informéacie o v3etkych kiinickych
skiganiach uskute¢nenych v priebehu vyvoja
skudaného lieciva.

FDA
Americky arad pre potraviny a licky (The
Food and Drug Administration of the United
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Human Services.

Informed Consent Form

The form prepared by ICON/the Sponsor in
conformance with the valid Regulations (as
hereinafter defined), in consultation with the
Sponsor, ICON, and the IEC/SUKL (as
hereinafter defined), approved by the IEC/
SUKL and signed by all participants before
they begin to participate in the Study.

Investigational Product

The Investigational 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 contained in Protocol
number EMR700773-003, Version 3.0 dated 9
Jun 2010, [and which is attached as Appendix
1 to this Agreement] and together with any
amendments (as agreed by the parties) made
thereto is incorporated herein by reference as
part of this Agreement. The protocol is in
accordance with valid Regulations as defined
hereto below.

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.

Regulations
Any relevant legislation directly or indirectly

related to the conduct of the Study including
but not limited to (as applicable) Act No.
140/1998 Coll., on Drugs and Medical Aids,
as amended, Act No. 576/2004 Coll., on
healthcare  and healthcare-provisioning
services, as amended, the Clinical Trials
Directive 2001/20/EC and its transforming
legislation in the relevant countries of the
European Union, the ICH GCP Guideline
(January 1997) (“GCP”), and/or any other
relevant applicable legislation issued by any
Regulatory Authority and For the avoidance
of doubt such legislation, codes or guidance
shall include provisions related to the
protection and privacy of the personal data of

States Department of Healm

A Symbol of Excellence

Services).
Formulér informovaného suhlasu

Formular pripraveny spolo¢nostou
ICON/Zadavatel'om v stlade s
platnymi Pravnymi  predpismi  (ktoré su
definované niz3ie) na zéklade konzulticie so
Zadavatel'om, spolo¢nost'ou ICON
a NEK/SUKL (ktoré su definované niZie),
ktory bol NEK/SUKL schvéileny a bol
podpisany vietkymi subjektmi pred zahajenim
ich ucasti na Klinickom skua3anf.

Skasané lieCivo

Skasané  lie¢ivo, ktoré je predmetom
Protokolu (ako je definované nizsie).

NEK (Nezavisla eticka komisia)

Vybor, komisia alebo ind skupina formalne
vytvorena za G¢elom kontroly, schvalovania,
zahajovania a  vykonavania  kontroly
biomedicinckych vyskumov na ¢loveku.
SUKL

Statny ustav pre kontrolu lietiv

Protokol

Plan klinického sku3ania (vratane ciela, planu,
metodologie, Statistickej rozvahy a
usporiadania $tudie) obsiahnuty v Protokole
Cislo EMR700773-003, verzia 3.0, datovana
9. juna 2010, [ktory tvori prilohu &. 1 tejto
Zmluvy] spolo¢ne so vsetkymi dodatkami
(ktoré boli medzi stranami uzavreté), ktory je
zapracovany do tejto Zmluvy ako jej sucast.
Protokol je uplne vsilade s platnymi
Pravnymi predpismi (ktoré su definované
nizdie).

Sposobily subjekt skusania

Akykol'vek mozny subjekt, ktory pri vstupe
do liecebnych etap Klinického skusania spina
vietky kritéria pre zaradenie do klinického
skudania a nespliia ani jedno z vylu€ujucich
kritérii, ktoré su stanovené v Protokole a
podpisal platny Formular informovaného
stthlasu schvaleny NEK/SUKL.

Pravne predpisy

Akékol'vek relevantné pravne predpisy,
najmd zakon &. 140/1998 Z.z. o liekoch a
zdravotnickych ~ poméckach v zneni
neskorsich predpisov, zdkon ¢. 576/2004 Z.z.
o  zdravotnej  starostlivosti,  sluzbach
siivisiacich s poskytovanim  zdravotnej
starostlivosti v zneni neskor$ich predpisov,
zakony, vyhlasky a nariadenia vlady priamo ¢i
nepriamo suvisiace s vykonavanim Klinického
ski3ania vratane, nie viak vylu¢ne (pokial je
to relevantné), Smernice 2001/20/ES pre
klinické sk3anie lie¢iv a fiou transformovane;j
legislativy v prislusnych krajinach Eur6pskej
Unie, ICH Smernice pre spravnu klinicki prax
(januar 1997) (d’alej len ,GCP”), alebo iné
relevantné platné pravne predpisy vydané

individuals. ktorymkol'vek Kontrolnym udradom . Za
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Regulatory Authority

Any governmental agency, administrative
agency or professional body having authority
under applicable law to regulate, and/or apply
Regulations to the conduct of clinical trials
and all ancillary matters related thereto, and/or
the national or multinational authority
responsible for granting regulatory approval in
a particular country or multinational group of
countries including without limitation the
European Medicines Agency (“EMEA”), the
FDA and the SUKL.

Scrious Adverse Event
As defined at 1[.50 of ICH GCP: Any
untoward medical occurrence that at any dose:

A) results in death,

B) is life-threatening,

C) requires inpatient hospitalisation or
prolongation of existing hospitalisation,

D) results in persistent or significant disability
/ incapacity,

E) is a congenital anomaly / birth defect.

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

Site

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

Study

The clinical study known as EMR700773-003
A Phase [Ib, Multicentre, Open-Label,

Randomized, Controlled Study of the
Efficacy, Safety, and Population
Pharmacokinetics of Sapropterin
Dihydrochloride (Kuvan®) in

Phenylketonuria (PKU)} Patients <4 Years
Old. SPARK (Safety Paediatric efficAcy
phaRmacokinetic with Kuvan®) to be
conducted according to the Protocol.

It is a I1Ib phase study.

CONDUCT OF STUDY
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ucelom vyli¢enia pochybnosti, tieto pravne
predpisy zahfiiaji ustanovenia  suvisiace
s ochranou a zabezpedenim ddvernosti
osobnych udajov jednotlivcov.

Kontrolny firad

Akykol'vek vladny, spravny alebo profesny
orgén, ktory ma podla platnych pravnych
predpisov  oprdvnenie regulovat  alebo
uplatiiovat’ Prdvne prepisy o vykonavani
klinického sku3ania a vietky dalie zaleZitosti
s tym sivisiace alebo nérodny &i nadnarodny
organ zodpovedny za udel'ovanie regulatného
suhlasu v prisludnej krajine alebo nadnérodne;j
skupine krajin vratane, nie vSak vylu¢ne,

Eurépskej liekovej agentiry (European
Medicines Agency) (dalej len ,EMEA™),
DA and SUKL.

Zavaznd neziaduca udalost’
Ako je definované ¢Jankom 1.50 pokynu ICH
GCP (Spravna klinickd praks): Akykol'vek

neoakdvany lekérsky nalez, ktory
v akejkolvek déavke:

vedie ku smrti

ohrozuje Zivot,

vyZaduje  hospitalizciu  pacienta  alebo
prediZzenie doterajiej hospitalizacie,

vedie ktrvalej & vyznamnej zdravotnej

nespdsobilosti / invalidite,

vyvolava kongenitdlnu anomaliu / vrodenu
vadu.

Zavazné zdravotné udalosti, ktoré nemusia
viest' ku smrti, ohrozovat’ Zivot &i vyZadovat
hospitalizdciu, mézu byt povazované za
zavaznu neziaducu udalost’ v pripade, ked’ na
zéklade prislu§ného lekarskeho posudku mbzu
ohrozit’ subjekt a tak vyzadovat lekérsky &i
chirurgicky zdkrok za G¢elom odvratenia
nasledkov uvedenych vtejto definicii. K
prikladom tychto lekarskych udalosti patri
alergicky astmaticky zachvat, ktory vyzaduje
intenzivne oSetrenie na pohotovosti ¢i doma,
d’alej krvna dyskrazia alebo zachvaty, ktoré
nemaju za nésledok hospitalizaciu pacienta.
Pracovisko

Akékol'vek miesto ¢i miesta, kde Skuiajuci
vykonava Klinické skusanie v siilade s touto
Zmluvou.

Klinické skusanie - Predmet Zmluvy

Klinické skulanie zname ako EMR700773-
003 A Phase IIIb, Multicentre, Open-Label,

Randomized, Controlled Study of the
Efficacy, Safety, and Population
Pharmacokinetics of Sapropterin
Dihydrochloride (Kuvan®) in

Phenylketonuria (PKU) Patients <4 Years
Old. SPARK (Safety Paediatric efficAcy
phaRmacokinetic with Kuvan®), ktoré sa
vykonava podla Protokolu Ide o IlIb etapu
klinického skugania.

VYKONAVANIE KLINICKEHO

p. 4/30
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Compliance

The Institution shall ensure that the Study is
conducted in accordance with the Protocol, the
Regulations, this  Agreement,  written
instructions of ICON and/or the Sponsor and
the terms of the approval for the Study from
the IEC and conditions stated in permission of
SUKL or, where permission is not required,

conditions determined in the respective
announcement.
The Protocol shall be considered final

following approval by the designated 1EC and
when SUKL issues the respective permission,
or where applicable, does not refuse the
clinical trial. Sponsor and ICON can amend
the Protocol at any time in line with all
applicable laws and Regulations.

Serious Adverse Event Reporting

The Institution acknowledges the Investigator
shall fully acknowledges the terms of this
Agreement and represents to fully comply
with adverse event provisions of the Protocol.
In the event of any omission of or in such
provisions or in the event of the conflict of
such provisions with the Regulations, then the
Regulations shall apply in relation thereto.

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

Clinical Study Site File

Creation of Clinical Study Site File

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

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

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

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

D) The current curriculum vitae of the
Investigator and all other Site personnel listed

048-064 EU CTA VI [Version FINAL]
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zadanymi podmienkami

Zdravotnicke zariadenie zaisti, Ze sa Klinické
skusanie bude vykonavat v silade s
Protokolom, Pravnymi predpismi, touto
Zmluvou, pisomnymi pokynmi spolo¢nosti
ICON a/lebo Zadéavatela a podmienkami
stihlasu NEK s vykonanim Klinického
skadania a  podmienkami  uvedenymi
v stthlasnom stanovisku SUKL, alebo, pokial

suhlas nie je poZadovany, podmienkami
prisluiného vyjadrenia.
Protokol bude povazovany za finalny,

akondhle dojde k udeleniu suhlasu zo strany
prisluinej NEK a sthlasu vydaného SUKL,
alebo pokial nie je Klinické skusanie
zamietnuté. Zadavatel'a [ICON mozu, v zhode
zo vietkymi platnymi predpismi, kedykolvek
dopnit/upravit’ Protokol (dodatkom).

Hlasenie zavaznej neotakavanej neziaducej
udalosti

Zdravotnicke zariadenie berie na vedomie, Ze
Skusajuci bude oboznameny s obsahom tejto
zmluvy a zavidzuje sa konat’ tplne v silade s
ustanoveniami  Protokolu o neziaducich
udalostiach. V nejasnom pripade alebo v
pripade rozporu tychto ustanoveni s Pravnymi
predpismi budid mat v tejto suavislosti
prednost’ Pravne predpisy pred ustanoveniami
tejto zmluvy.

Zdravotnicke zariadenie berie na vedomie, Ze
Ska3ajuci sa zavizuje , Ze bude taktiez v
sulade s Pravnymi predpismi vzdy okamzite
informovat’ NEK/SUKL o kazdej zavaznej
neZiaducej udalosti, ku ktorej doslo v priebehu
Klinického skusania.

Evidencia tykajica sa Klinického sku3ania
vykonavaného na Pracovisku

Vytvorenie evidencie tykajucej sa Klinického
skudania vykondvaného na Pracovisku

Pred  zahdjenim  Klinického  skusania
Skusajuci so suhlasom svojho zamestnavatel'a
a v spolupraci so spolo¢nostou ICON zalozi
evidenciu, ktord bude zahriiat' niz8ie uvedené
dokumenty (d’alej len “Evidencia Tykajuca Sa

Klinického Skusania Vykonavaného Na
Pracovisku™). Kopia prvotnej Evidencie
tykajuice;j sa Klinického skusania
vykonavaného na Pracovisku bude

bezodkladne zaslana spolo¢nosti ICON:
Zoznam mien, titulov a povolani kazdého
¢lena NEK a

Pisomné schvalenie Protokolu a Formulare
informovaného sthlasu zo strany NEK/SUKL
a

Schvéleny Formular informovaného suhlasu
zo strany NEK/SUKL a

Aktudlny Zivotopis Skusajuceho a ostatnych
zamestnancov Pracoviska, ktori vykonavaju

p. 5/30
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performing a Study-related function; and

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

F) The Case Report Forms, the safety reports,
etc.

G) Permission of SUI%L or notification on
announcement made to SUKL

Maintenance of the Clinical Study Site File

During the Study, Institution acknowledges
the Investigator shall in accordance with the
terms of this Agreement, and with the
permission of the Institution, 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 reports and approvals, and
C) An up-to-date log of all Site visits, and

D) General correspondence relating to the
Study, and

E) Investigational ~ 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

The Institution agrees and shall ensure that the
Investigator 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

aktkolvek funkciu sdvisiacu s Klinickym
ski¥anim a
Dokumentacia  tykajuca sa  finandnej

a majetkovej nezdvislosti, ktora je definovana
v &lanku 5.5 niZsie; a
Zaznamovy  list
hla3enic atp.
Schvélenic SUKL alebo ohlasenie Klinického
skii$ania zaslané na SUKL.

Vedenie Eviddencie tykajucej sa Klinického
skiSania vykonavaného na Pracovisku
Zdravotnicke zariadenie berie na vedomie, Ze
v priebehu Klinického skudania Skudajuci
bude viest’ Evidenciu tykajicu sa Klinického
skidania  vykonavaného na Pracovisku v
silade s podmienkami tejto Zmluvy so

pacienta, bezpelnostné

sthlasom  zdravotnickeho  zariadenia a
evidenciu bude aktualizovat priddvanim
nasledujucich  dokumentov, ktoré  bez

ometkania poskytne spolo&nosti [CON:
Vietky dodatky k Protokolu a zaznam tykajici
sa akychkolvek planovanych odchylok od
tohto Protokolu vratane dodatkov Protokolu a
hlaseni.

V3etku korespondenciu s NEK/SUKL, vratane
pravidelnych hlaseni a sthlasov/stanovisiek.
Aktudlnu  knihu  v3etkych navitev na
Pracovisku a

V3eobecnu kore3pondenciu vztahujicu sa ku
Klinickému ska3aniu a

Doklady o dopotitatelnosti  /
Skisaného lietiva, a

Daldie dokumenty, materidly ¢i informacie,

evidencii

ktoré bude I[CON alebo ICON menom
Zadavatel'a  priebezne  pozadovat &
poskytovat'.

Schvélenie SUKL alebo ohlasenic Klinického
skuZania zaslané na SUKL

Zdravotnicke zariadenie siihlasi a zaisti, Ze
Ska%ajuci  umoZni  spolo¢nosti  ICON,
Zadavatel'ovi alebo akémukol'vek
Kontrolnému Gradu pristup na Pracovisko

ku vietkym informéciam suvisiacim
s Klinickym  skd3anim  po¢as  obvyklej
pracovnej doby alebo ako vyZaduju Pravne
predpisy.

Uchovévanie/Prevedenie Evidencie tvkajlcej

The Institution shall grant such archiving
capacities to cnable the Investigator to retain
records and documents pertaining to the
conduct of the Study and the distribution of
the Investigational Product in accordance with
the requirements of 4.9 of GCP. The
Institution shall, on behalf of the Investigator
shall preserve all documentation about the
conduct of the clinical study and
documentation related to the trial subjects
until sponsor or ICON inform the Investigator

048-064 EU CTA V1 [Version FINAL]
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sa_Klinického skd3ania vykonavaného na
Pracovisku

Zdravotnicke zariadenie poskytne Sj’$ajicemu
také archivainé kapacity, aby Skusajuci
mohol uchovavat zadznamy a dokumenty
vztahujice sa k vykondvaniu Klinického
skigania a distribucii Sku3aného liediva
v stilade s poZiadavkami ¢lanku 4.9 Sprévnej
klinickej praxe. Zdravotnicke zariadenie v
zastpeni skusajuceho sa zavdzuju uschovat’
celt dokumenticiu o vykonani klinického
skigania aj dokumentaciu vztahujucu sa k
subjektom ski3anta az do doby, kym
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352
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354
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that further preservation is not necessary, but
at least for 15 years from the date the clinical
study is completed. If any source data are kept
on computer files only, for the purpose of
source data verification, the Investigator shall
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.

Should the principal investigator leave his or
her practice at the Institution before the
periods referred to in 4.9 of GCP have
expired, the Investigator in cooperation with
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 Institution shall ensure that:

The Investigator shall include only Qualified
Participants in the Study, meeting all selection
criteria for enrolment into the study.

the Investigator shall only use the most recent
Informed Consent Form approved by the
Sponsor, ICON, 1IEC 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 and shall educate and acquaint the
Qualified Participants with all aspects,
eventual risks and consequences, and
procedures of study drug application.

The Institution acknowledges that the
Investigator will imediately report in writing
every enroled study participant to his/her
respective health-insurance company.

Study Website
The Institution hereby consents to its address,

as described in this Agreement (specifying the
department involved in the conduct of the
Study), to be published by Sponsor and/or
ICON on the Study website (~hereinafter the
"website"-) and to be distributed through any
Study communication centre involved in the
Study. Furthermore, the Institution agrees to
provide an email-address (as set out below) to
be displayed on the Study website or handed
to interested patients via a communication
centre to enable them to register with their

048-064 EU CTA V1 [Version FINAL]
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sana v obchodnim rejstiiku vedenem Méstskym soudem v Praze oddil (

zadavatel alebo ICON oznami

alebo zdravotnickemu zarladérﬁyff'i&)'d’ilgme"ence

uschovavanie dokumentacie nie je nutné,
najmenej viak po dobu 5 rokov od datumu
ukon&enia klinického skusania. Identifika¢né
kody subjektov skusania bude Skusajici
uschovavat’ najmenej po dobu 15 rokov. Pre
pripad, Zze pdvodné udaje budi dostupné len
v elektronickej podobe, Skusajuci zaisti pre
ucely ich overenia vytlacky tych dat, ktoré sa
tykaju subjektov skudania a si vyznamné pre
klinické skusanie. Tieto vytlatky buda
obsahovat’ datum a podpis skusajuceho a buda
riadne uschované.

Pokial' Skusajuci ukon&i vykon ¢&innosti v
Zdravotnickom zariadeni pred uplynutim doby
uvedenej v ¢&lanku 4.9 GCP, Skusajuci vo
spolupraci so Zdravotnickym zariadenim
pisomne wur¢ia  ind osobu, ktord bude
zodpovedna za vedenie zdznamov Klinického
skidania. Spolo¢nost ICON bude svojim
vlastnym menom alebo menom Zadavatel'a
opravnena schvilit' ¢i zamietnut' navrhovanu
osobu.

Subjekty skidania

Skusajici do Klinického skusania sa zavizuje
zaradit’ iba spoOsobilé subjekty, ktoré spliiaju
kritéria pre zaradenie do Studie.

Skudajuci pouzije vyhradne najnovsi Formuléar
informovaného stihlasu schvéleny
Zadavatel'om, spolo¢nostou ICON, NEK a
SUKL.

Pred zaradenim Spésobilych subjektov do
Klinického skusania Skusajici skontroluje so
Sposobilymi  subjektmi  skuSania  v3etky
podrobnosti a poziadavky Protokolu a
Formulare informovaného suhlasu a pouci
potencionélnych uchéadzatov o zaradenie do
klinickej 3tudie o vsetkych skuto¢nostiach,
pripadnych rizikach, nasledkoch a postupoch
pri podavani lie¢iva.

Zdravotnicke zariadenie berie na vedomie, ze
Skusajuci sa zavdzuje okamzite pisomne
oznamit' kazdého zaraden¢ho pacienta do
tejto klinickej 3tpudie jeho prisludnej
zdravotnej poistovni.

Webovi stranka Stidie

Zdravotnicke zariadenie tymto udeluje sihlas
pre zadavatela a/lebo pre ICON s publikaciou
svojej adresy, ako je uvedena v tejto Zmluve
(s urtenim oddelenia podielajicom sa na
vykonavani Studie), na webovej stranke 3tadie
(dalej len "web $tudie") a na jej uvadzani v
akychkol'vek prezentaénych / informacnych
centrach pre tuto 3Studiu. Zdravotnicke
zariadenia d'alej suhlasi s poskytnutim
kontaktnej emailovej adresy (pozri niz8ie). Ta
bude uvedenda na webe Studie alebo,
prostrednictvom 3tudijnych prezentaénych /

p. 7/30

viozka 130386



SLOVAKIA BIPARTITE INSTITUTION BILINGUAL TEMPLATE

4.1
4.1.1

42
4.2.1

52
5.2.1

website. The Institution confirms that this e-
mail address is agreed with the main
investigating physician and shall ensure that
his/her successor, as applicable agrees to
same.

Institution email:

potocnakova@dfnkosice.sk

RESOURCES AND MATERIALS
Resources

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

Materials

ICON shall provide or the Sponsor shall
provide, prior to the study initiation at the site,
to the Investigator the required quantities of
the Investigational Product, and any other
Study materials required (e.g. Case Report
Forms) for the Study, as set forth in the
Protocol.

CERTAIN COVENANTS OF
PARTIES

Patient Recruitment

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

Case Report Forms

The Institution acknowledges the Investigator
shall complete Case Report Forms, provided
by the Sponsor or ICON promptly, legibly and
accurately.  Institution acknowledges the
[nvestigator shall give these forms and make
available any source documents related to the
Study, to representatives of Sponsor or {(CON
at periodic monitoring visits or otherwise
promptly upon request by ICON and/or
Sponsor. Such ICON monitoring visits and
data  collection shall be  conducted
approximately every 10 to 26 weeks

THE

048-064 U CTA VI {Version FINAL]

[site number 2] {Dr. Ludmila Poto¢tidkova — DFN Kosice, SK| | Version] [20 May 2011] version K — FINAL

informagnych centier, poskytnutd pacientom
s0 zaujmom o G&ast’ v §tudii tak, aby sa mohli
zdravotnickemu  zariadeniu  zaregistrovat’.
Zdravotnicke zariadenie tymto potvrdzuje, Ze
niz3ie uvedena emailova adresa je poskytnuta
po dohode s hlavnym skuaZajicim a jeho / jej
pripadnym zastupcom.

Email zdavotnickeho zariadenia:
potocnakova@dfnkosice.sk

ZDROJE A MATERIALY

Zdroje

Zdravotnick¢  zariadenie suhlasi s
poskytnutim vhodného personalu (zoznam
zamestnancov je prilohou k tejto zmluve),
zariadenia a daldich zdrojov, ktoré su
potrebné kriadnemu plneniu  povinnosti
Skugajuceho  a Zdravotnickeho  zariadenia
vsilade stouto Zmluvou a Protokolom.
Skusajuci  zaisti dostupnost koordinatora
Klinického skd3ania, kvalifikovaného na
zéklade  dosiahnutého  vzdelania alebo
skusenost{ s riadenim vietkych
administrativnych  funkcii na Pracovisku
(vritane, nie v¥ak vyluéne, pravidelnych

sch6dzok so spolo¢nostou ICON alebo
zastupcami Zadévatela) (dalej len
»Koordinator  Klinického  Skdaania™).Ak
koordinator nebude dostupny, tito ulohu
prebera ski3ajici..

Materialy

ICON poskytne alebo zaisti, aby Zadavatel
poskytol skusajicemu pred zahdjenim

klinického skuSania pozadované mnoZstvo
Skaganého lie¢iva a akykolvek d'aldi material

pre Klinické skt3anie (napr. Zaznamy
subjektu  skudania), ako je uvedené
v Protokole.

URCITE ~ ZARUKY  ZMLUVNYCH
STRAN

Nabor pacientov
Zdravotnické zariadenie zaisti, Zze Skusajuci

vyvinie maximalne Gsilie k tomu, aby ziskal
vyhradne Spdsobilé subjekty skuania a aby
vedome neprijal subjekty, ktoré podla jeho
najlepdiecho odborného usudku dostatoéne
nespliiuju kritérid stanovené pre Sposobily
subjekt ska3ania.

Zaznamy subjektu skudania

Zdravotnicke zariadenie berie na vedomie, Ze
Sku3ajaci vyplni Zaznamy subjektu skt$ania,
ktoré mu Zadavatel’ alebo ICON poskytne, a
to bez omeskania, v <itatenej podobe a
presne. Zdravotnicke zariadenie berie na
vedomie, Z¢ Skiu3ajuci na zéklade ziadosti
ICON alebo Zadavatela ticto zaznamy bez
omedkania  odo3le zastupcom Zadavatela
alebo Spolo¢nosti ICON a spristupni im
akékol'vek zdrojové dokumenty suvisiace
s Klinickym  skdsanim pri  pravidelnych
kontrolnych névstevach alebo inak. Tieto
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kontrolné navstevy spoloénosm

tidajov sa budi uskutotiovatAprititie kaEdgellence

depending on study period.

10-26 tyzden, v zavislosti od toho o ktoré
etapu klinickej studie ide.

522 The Institution shall ensure that the Zdravotnické zariadenie zaisti, ze Skusajuci
Investigator shall fully assist, in a timely poskytne zastupcom spolo¢nosti ICON uaplnu
manner, ICON representatives in resolving a v€asnu sia¢innost' pri rieSeni akychkol'vek
any discrepancies, errors or missing nezrovnalosti, chyb ¢i chybajucich informacii
information in Case Report Forms. The v Zaznamoch subjektu skusania. Zdravotnicke
Institution shall ensure that the Investigator zariadenie zaisti, Ze SkuSajici poskytne
shall help ICON in conducting audits of spolotnosti ICON pomoc pri uskuto¢fiovani
original case records, laboratory reports, auditov pdvodnych pripadovych zdznamov,
and/or raw data sources underlying data laboratérnych sprav, alebo nespracovanych
recorded in the Case Report Forms. Such zdrojovych udajov, ktorych zékladom st udaje
audits shall be conducted with due regard for uvedené v Zaznamoch subjektu skusania.
patient confidentiality in accordance with the Tieto audity budi uskuto¢fiované s patri€nym
Regulations including without limitation zohladnenim dévernosti idajov o pacientoch
Article 80(2), Act No. 576/2004 Coll., on (v_zmysle § 80 ods. 2 zdk. 576/2004 Z.z. o
healthcare  and _ healthcare-provisioning zdravotnej starostlivosti, sluzbach suvisiacich
services, as amended.. s poskytovanim zdravotnej starostlivosti v

zneni neskor3ich predpisov).
. 53 Publication Zverejnenie
5.3.1 The parties acknowledge that the Sponsor Zmluvné strany berii na vedomie, Ze vSetky

Zaps:

ina

shall retain ownership of all Study results and
all original Case Report Forms that result from
this Study. However, the Investigator shall
have publication or presentation privileges
provided that the Institution shall ensure that
the Investigator submits such manuscript
and/or abstract to the Sponsor for review and
comment sixty (60) days prior to submission
for publication or sixty (60) days prior to
presentation. Sponsor shall have the right to
request that Institution delete or modify any of

vysledky Stidie a vietky Zaznamové listy
pacientov, ktoré budi vysledkom Studie,
zostavaji majetkom Zaddavatel'a. Skusajuici
bude mat  pravo publikovat’  alebo
prezentovat, av3ak len za predpokladu, Ze
Zdravotnicke  zariadenie  zabezpec&i, Ze
Ska3ajuci predlozi prezenticiu a / alebo
abstrakt Zadéavatel'ovi k revizii a komentarom
Sest'desiat (60) dni pred zaslanim k publikécii
alebo 3estdesiat (60) dni pred prezentaciou.
Obstaravatel bude mat' pravo vyziadat' si

Sponsor’s proprietary information contained vynechanie alebo zmenu akychkolvek
therein. Investigator and Institution shall act patentovanych / dbvernych  informécii

upon any such request in good faith and shall,
to the extent consistent with the principles of
academic freedom, accede to Sponsor’s
request. If Investigator and Institution do not
agree to the deletion or appropriate
modification of such information, Investigator
and Institution shall postpone submission of
the manuscript for publication or presentation
for sixty (60) days from the date the
Institution and/or Institution notifies Sponsor
that Investigator will not make such deletions
or modifications for the purpose of providing
Sponsor the opportunity to file a patent
application or seek legal remedies. The
Institution shall ensure that the Investigator
further agrees to delete information identified
by ICON or the Sponsor as Confidential
Information (as hereinafter defined), prior to
submitting such manuscript and/or abstract for
publication or presentation, or defer
publication or presentation of such manuscript
and/or abstract at the request of ICON or the
Sponsor, to permit the filing of any desired
patent applications by the Sponsor. The

048-064 EU CTA V1 [Version FINAL]
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v obchodnim rejstifku vedeném Méstskym soudem v Praze oddil C

uvedenych v takom navrhu / abstrakte. V
pripade takejto ziadosti budi Skusajuci a
Zdravotnicke zariadenia postupovat’ v dobrej
viere a v rozsahu kompatibilnom s principmi
akademickej slobody takejto Ziadosti vyhovie.
Ak v3ak Skusajici a Zdravotnicke zariadenia
nebudi suhlasit s vynechanim alebo
prislusnou modifikaciou takejto ddévernej
informécie,  SkuSajuci a  Zdravotnicke
zariadenia  odlozia zaslanie navrhu k
publikacii ¢i odlozia prezentaciu o 3est'desiat
(60) dni odo dna, kedy Skusajuci a / alebo
Zdravotnicke zariadenia oznami Zadavatel'ovi,
ze Skudajici nesthlasi s vynechanim alebo
prislusnou modifikaciou takejto dovernej
informacie, a to za ulelom umoZnenia
Zadavatelovi zaziadat si o patent alebo
zabezpecit' si pravny opravny prostriedok.
Zdravotnicke  zariadenie  zabezpeci, Ze
Vyskumnik vyhovie poziadavke na
vynechanie ~ /  vymazanie informacii
oznacenych ICONom alebo Zadavatel'om ako
Déverna informacia (ako je definované niziie)
pred zaslanim prezentacie a / alebo abstraktu k
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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).

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

Institution acknowledges the Investigator shall
complete and return to ICON or the Sponsor
in a timely manner, financial certification or
disclosure forms, as applicable, provided to
Investigator by ICON or the Sponsor. The
Institution acknowledges that 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. All sub-Investigators, performing a
Study-related function (as per appendix to the
Agreement) shall complete and return all
financial certification/disclosure forms as
described in this Section 5.5.

Conflict

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

048-064 EU CTA V1 [Version FINAL]
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publikacii alebo pred prezenticiou alebo
odloZi publikaciu alebo prezentaciu na Ziadost’
ICON alebo Zadavatela, za ciclom umoznit’

Zadéavatelovi  zazitadat o  akykol'vek
poZadovany patent. Obstaravatel bude mat
prdvo  publikovat  Stidiu. V  pripade

multicentrického klinického hodnotenia (¢o
pre uely tejto zmluvy znamend, Ze sa ho
zidastiiuje viac ako jedno Studijné centrum),
nesmie Zdravotnik zariadenia / Vyskumnik
publikovat alebo prezentovat' akékol'vek
vysledky ziskané v ich 3tudijnom centre pred
prvou publikaciou celkovych vysledkov. Ak
sa publikacia tyka analyz podskupin
vysledkov / dat z multicentrického klinického
hodnotenia, takato publikécia musi obsahovat
odkazy na relevantné prezentacie celkovych
vysledkov.

Zdravotnickemu zariadeniemu sa zakazuje bez
pisomného sihlasu  dotknutého subjektu
pouZit  obchodné meno  Zadavatcla ¢&i
spolo¢nosti ICON akoj verejnu informéciu.
Dodrzanie lehoty

Zdravotnicke zariadenie zaisti, Z¢ Skasajici
dokon¢i Klinické skuganie v silade s lehotou
stanovenou v Prilohe ¢. 2 tejto Zmluvy (ktora
mdZe byt v priebehu ski3ania spolo¢nostou
ICON rozumne upravena pisomnou formou).
Potvrdenie o finan&nej a __majetkovej
nezavislosti

Zdravotnicke zariadenie berie na vedomie, Ze
Skuzajiaci v&as vyplni a odovzda spolofnosti
alebo Zadéavatel'ovi potvrdenie alebo certifikat
o finannej alebo majetkovej nezavislosti
{podra toho, ktory formular je pozadovany),
ktory Skusajucemu poskytla spolo¢nost ICON
alebo Zadavatel. Zdravotnicke zariadenie
berie na vedomie, Ze Sku$ajuci na zdklade
pokynu spolo¢nosti ICON alcbo Zadavatela
taktiez vyplni a odovzda spolo€nosti ICON
alebo Zadavatelovi vSetky aktualizované
potvrdenia alebo certifikaty o finan&nej alebo
majetkovej nezavislosti, a to ako  polas
vykonavania Klinického sku¥ania, tak po dobu
jedného roku po fiom. Vetci spolupracovnici
Skugajiceho ( podla prilohy k tejto Zmluve),
ktor{ vykonavaju funkciu  savisiacu
s vykonavanim Klinického skidania , vyplnia
a odovzdajd potvrdenia alebo certifikaty
o finan¢nej alebo majetkovej nezévislosti
uvedené v tomto ¢lanku 5.5.

Konflikt

Zdravotnicke zariadenie zaisti, Zze Skua3ajuci
nebude pocas trvania tejto Zmluvy vykonavat
Ziadne iné klinické skuganie, ktoré by mohlo
nepriaznivo ovplyvnit priebeh tejto klinickej
stadie a obmedzit schopnost’ SkuaSajuceho
plnit' svoje povinnosti vyplyvajuce ztejto
Zmluvy.
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INVESTIGATOR
Right to Enter Agreement
The Institution warrants and represents that:

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

the Investigator is permitted to perform
services pursuant to this Agreement as an
Institution’s employee, and

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

B) for the duration of the Study, or the
duration of this Agreement, whichever is the
longer, the Institution shall ensure that the
Investigator shall not be involved in such
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.

Unavailability of the Investigator

The Investigator is essential to the Study being
conducted under this Agreement. The
Investigator shall oversee the entire Study, in
his or her temporary absence the Investigator
shall designate these responsibilities to a
qualified sub-Investigator, who shall be
identified in writing, after agreement with
ICON. When the Investigator’s absence is
anticipated to exceed seven (7) days, ICON
shall be notified in writing of the designated
sub-Investigator who shall assume the Study
responsibilities. ICON on its own behalf or
that of the Sponsor may approve or reject any
proposed sub-Investigator. ~ Such approval
shall not be unreasonably withheld. Should a
permanent substitution for the Investigator be
required, the Institution shall notify ICON in
writing, in accordance with Section 15.3. The
Institution may not permanently substitute
other investigators, or make substantial
changes in the level of effort asserted by the
Investigator, without the prior written
approval of ICON in the absence of which
ICON shall be entitled to invoke the
provisions of Section 11.3.1.6 below.

INVESTIGATIONAL PRODUCT
Receipt of the Investigational Product
The Institution acknowledges that the
Investigator shall verify receipt of the
Investigational Product by signing the
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SKUSAJUCI

Pravo uzavriet zmluvu
Zdravotnicke zariadenie zaru¢uje a prehlasuje,
ze:

Je opravnené uzavriet' tito Zmluvu a

Ziskalo vSetky suhlasy vyzadované k
uzavretiu tejto Zmluvy, a pokial' je to
relevantné, ich kopie su pripojené Kk tejto
Zmluve a

Skusajici je opravneny k vykonu c&innosti
podla tejto Zmluvy ako zamestnanec
Zdravotnického zariadenia a
Podmienky tejto Zmluvy
sicasnymi  zavdzkami
Zdravotnického zariadenia
Po dobu vykonavania Klinického skusania
alebo trvania tejto Zmluvy, podl'a toho, ktora
znich trva dlh8ie, Zdravotnicke zariadenie
zaisti, ze sa Sku$ajuci nebude zucastiovat
takého Klinického skusania, alebo ¢innosti,
ktoré by mu branili zucastiiovat sa tohto
Klinického skuSania, ani sa nebude inak
zO&astiovat’ ¢innosti, ktoré by boli v rozpore
s vykonavanim Klinického ska3ania.
Nedostupnost’ Skudajiceho

Pritomnost’ Sku3ajuceho je nevyhnutna pre
vykonavanie Klinického skusania podla tejto
Zmluvy. Skusajici bude dohliadat’ na priebeh
celého Klinického sku$ania. 'V pripade
doCasnej  nepritomnosti  Skusajuceho
skugajuci zabezpet¢i  delegaciu  tejto
zodpovednost’ na kvalifikovaného
spolupracovnika SkuSajuceho, ktory bude
uréeny pisomne po dohode s ICON..
V pripade, ked" sa predpoklada, Ze
nepritomnost’ Skusajiceho presiahne sedem
(7) dni, bude spolo¢nost ICON pisomne
informovana o navrhnutom spolupracovnikovi
Skua3ajiaceho, ktory prevezme zodpovednost
suvisiacu s Klinickym skt$anim. ICON moéze
svojim menom alebo menom Zadavatela
schvalit alebo odmietnut’ akéhokol'vek
navrhnutého  spolupracovnika.  Schvalenie
nebude odoprené bezddévodne. Pokial' bude
pozadovana stala nahrada Skusajiceho, bude
Zdravotnicke zariadenie informovat’
spolo¢nost’ ICON pisomne v sulade s ¢lankom
15.3. Zdravotnicke zariadenie nesmie trvalo
nahradit d'alSich Ska3ajucich alebo bez
predchadzajiceho pisomného suhlasu
spolo¢nosti ICON zasadne ovplyviiovat usilie
vynalozené Skusajicim. V pripade, Ze tento
sihlas nebude udeleny, bude spolo¢nost
ICON opravnena pouzit' ustanovenie ¢lanku
11.3.1.6, nizsie.

SKUSANE LIECIVO

Dodanie Skusaného lie¢iva

Zdravotnicke zariadenie berie na vedomie, Ze
Skasajuci potvrdi dodanie Sku3aného lieCiva
podpisanim prisludného dokumentu

sa zhoduju so
Skusajiceho a
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7.2.1

722

723

7.3
7.3.1

7.4
7.4.1

8.1
8.1.1

appropriate document(s)/form(s) provided by
the Sponsor, ICON or a supplier designated by
the Sponsor or [CON.

Administration/Distribution of the

(prislusnych  dokumentov) /formuldra(ov)
poskytutych  Zadéavatel'om, spolognostou
ICON alebo dodavatelom, ktorého Zadavatel
alebo spolotnost’ ICON uréi.
Podavanie/Distribicia Skusaného liediva

Investigational Product
The Institution acknowledges that the

Investigator shall document the administration
and distribution of the Investigational Product
to Study participants on the appropriate
sections of the Case Report Form and any
dispensing record.

The Institution acknowledges that the
Investigator  shall only dispense the
Investigational ~ Product to  Qualified
Participants.

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 wuse of the
Investigational Product other than those set
forth in the Protocol.

Storage of the Investigational Product

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

Return of the Investigational Product
The Institution acknowledges that the

Investigator  shall return all  unused
Investigational Product, as well as any
containers, whether containing  unused

Investigational Product or not, in accordance
with the instructions of the Sponsor 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 shall on reasonable prior

notice, permit authorized personnel of the
Sponsor, ICON and any Regulatory Authority
to inspect the facilities that the Investigator
proposes to use for the Study; both before the
Study begins and during the trecatment phase
of the Study.

If, in accordance with GCP, the Sponsor’s, or
ICON Standard Operating Procedure’s or
standards, the facilities are determined not to
be adequate for the proper conduct of the
Study, and the Investigator does not remedy
such inadequacies within a period, stipulated
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Zdravotnicke zariadenie berie na vedomie, Ze
Skisajici bude dokumentovat’ podédvanic a
distribiciu  Skudaného lie¢iva subjektom
skuania v prislu§nych ¢astiach Zaznamu
subjektu skusania a akychkol'vek zdznamoch
o davkovani.

Zdravotnicke zariadenie berie na vedomie, ze
Skadajici bude Skasané lie¢ivo podéavat
vyhradne Spdsobilym subjektom skagania.

Skusané lie¢ivo bude pouZivané vyhradne pre
Géely stanovené v Protokole. Zadavatel’ alebo
ICON  musi vopred udelit sihlas
s akymkol'vek inym uZivanim SkaSaného
lietiva, neZ ktoré je uvedené v Protokole,

Skladovanie Sku3aného lieiva

Zdravotnicke zariadenie zaisti, Ze Skuaajici
bude vietky Sku3ané lietivd skladovat
bezpetne, tak ako je stanovené v Protokole,
vkaZdom pripade v3ak bud’ v nemocni¢nej
lekarni, kde kvalifikovany lekamik dohliada
na vydaj alebo v miestnosti s obmedzenym
pristupom, a tieto Sku3ané lie¢iva budu
vydavané pod priamym dohladom
Skugajuceho.

Vrétenie Skifaného lie¢iva

Zdravotnicke zariadenie berie na vedomie, Ze
po  ukonZeni Klinického skigania alebo
kedykol'vek, ked’ to Zadavatel’ alebo JCON
nariadi, SkiSajici vrati vsetky nepouzité
Skusané lieCiv4, ako i akékol'vek balenia,
ktoré obsahuji & neobsahuji nepouzité

Skagané  lie¢ivo, vsilade s pokynmi
Zadavatel'a alebo spolo&nosti ICON.
MONITOROVANIE 70 STRANY
SPOLOCNOSTI ICON

In3pekcia na Pracovisku

Zdravotnické zariadenie na zaklade

primeraného predchadzajiceho upozornenia
vopred umoZni  oprdvnenym  osobam
Zadavatel'a, spolo€nosti ICON a akéhokolvek
Kontrolného dradu, skontrolovat’ zariadenia,
ktoré  Skuadajaci  navrhuje  k vykonaniu
Klinického sku3ania, a to ako pred zahdjenim
Klinického sku$ania, tak i v priebehu lie¢ebnej
etapy Klinického skuania.

Pokial' je vy$§ie uvedené zariadenie podla
GCP, standardnych pracovnych postupov a
$tandartov  Zadavatela alebo spolo¢nosti
ICON oznalené za neadekvatne k riadnemu
vykonaniu Klinického skusania
a Zdravotnicke zariadenie neurobi népravu

p. 12730




SLOVAKIA BIPARTITE INSTITUTION BILINGUAL TEMPLATE

tychto nedostatkov v lehom

dokumentoch uvedenych vy¥j5wdbskarhibgellence

in the above documents, 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.

kedy mu tieto nedostatky boli oznamené,
moze ICON podla vlastného uvéaZenia
odmietnut’ zahajenie Klinického sku3ania
alebo rozhodnut' o jeho prerudeni a ukongit
tuto Zmluvu bez akejkol'vek d’alej povinnosti
voti Zdravotnickemu zariadeniu.

8.13 The Institution shall notify ICON promptly if Zdravotnicke zariadenie bude bezodkladne
the Regulatory Authority requests permission informovat ICON v pripade, Ze Kontrolny
to inspect the Investigators’ research records turad bude poZzadovat kontrolu zédznamov
concerning the Study. If the inspection occurs, ~Skusajiceho  tykajucich  sa  Klinického
the Institution acknowledges that the skaSania. Pokiall ddjde ku kontrole,
Investigator shall provide the Sponsor or Zdravotnicke zariadenie berie na vedomie, Ze
ICON with copies of all Regulatory Authority ~Skusajici poskytne Zadavatelovi alebo
materials, correspondence, statements, forms spolo¢nosti ICON képie vSetkych materialov
and records that the Investigator receives. Kontrolného uradu, korespondenciu,

vyjadrenia, formuldre a zdznamy, ktoré
Skusajuci obdrzi.
8.2 Records Zaznamy
8.2.1 The Institution shall allow authorized Zdravotnicke zariadenie umoZni opravnenym
. personnel of ICON, the Sponsor and any osobam spolo¢nosti ICON, Zadavatela
Regulatory Authority to monitor the Study, aakéhokolvek Kontrolného tradu
and all records required by the Regulations monitorovat’ priebeh Klinického skaSania a
during normal business hours or as agreed v3etky pisomnosti poZadované Pravnymi
with the Investigator and Institution, for predpismi v priebehu beZnej pracovnej doby
performing this Study, and to: dia dohody o prevadenie tejto Studie medzi
Sk’'3ajucim a Zdravotnickym zariadenim a
umozni

8.2.1.1 Inspect Case Report Forms for completeness skontrolovat plnost Zéaznamov subjektu
and detailed compliance with the Protocol; skuSania a podrobni zhodu s Protokolom a
and

8212 Review Investigational Product accountability ~Skontrolovat uplnost a presnost dokladov
records for completeness and accuracy, and o dopotitatelnosti / evidencii Skusaného

lie¢iva a

82.13 Inspect source documents, including but not Skontrolovat' zdrojové dokumenty, vrétane,
limited to, medical/hospital/clinic records, nie v8ak vylu¢ne, zdravotnej dokumentécie z
relevant to the preparation of the Case Report klinického ski3ania relevantnych pre pripravu
Form. Any inspection by ICON of source Zéznamu subjektu sku3ania. Akakolvek
documents shall be performed with due regard inSpekcia zdrojovych dokumentov zo strany
for mandatory health workers” confidentiality spolo¢nosti ICON bude vykonana s dodrzanim

. regarding the enroled patients and their health. povinnej ml¢anlivosti o  skuto&nostiach
tykajucich sa zaradeného pacienta a jeho
zdravia..

9 CONFIDENTIALITY MLCANLIVOST

9.1 Confidential Information Ddverné informécie

9.1.1 The Institution agrees to hold all information Zdravotnicke zariadenie suhlasi, Ze bude
disclosed to it by the Sponsor or ICON, dodrziavat bezvyhradnu ml&anlivost
developed by him or her regarding the autajenie ohl'adom vietkych informacii, ktoré
Investigational Product, which information is sa dozvedelo od Zadavatel'a alebo spolo¢nosti
not already in the public domain and is ICON, ktoré¢ v suvislosti s Skusanym lie¢ivom
deemed trade secret information by the vy3li najavo, a ktoré neboli doposial
Sponsor or ICON, in the strictest confidence, zverejnené a zo strany Zadavatela a
and shall not disclose the same to any third spolo¢nosti ICON st povaZované za obchodné
party without the express written permission tajomstvo, pricom tieto informacie bez
of the Sponsor or ICON. vyslovného pisomného suhlasu Zakladatel'a

alebo spolo¢nosti ICON neoznami Ziadnej
tretej strane.

9.1.2 All proprietary or confidential information, So v3etkymi majetkovymi alebo dévernymi

including, without limitation, information
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informaciami, vratane, nie v3ak vyluc¢ne,
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9.2.1

922

923

9231

9232

9.2.33

9234

contained in the Protocol, the Clinical
Investigator Brochure and published data that
ICON and/or Sponsor consider(s) confidential
shall be treated as confidential. All such
information developed in respect to the
Sponsor or ICON or the Study by the
Institution/Investigator including the study
results, or disclosed to ithim/her by the
Sponsor or ICON, shall be treated as
confidential (hereinafter collectively called
“Confidential Information”), unless such
information falls within exceptions listed
under Section 9.2.3 below. For the avoidance
of doubt, any information falling under 9.1.1
shall be considered Confidential Information
under this Agreement.

Agreement Not to Disclose

The Institution agrees not to reveal such
Confidential Information to third parties, other
than those employees with a need to know,
e.g., members of the IEC/ SUKL, and
physicians, nurses or employees directly
involved in conducting the Study; and shall
safeguard the Confidential Information with
the degree of care normally afforded
Confidential Information.

The Institution agrees to use this information
only for fulfilling its/his or her respective
obligations under this Agreement. If
requested by ICON, the Institution shall and
shall ensure that the Investigator shall
promptly return all such Confidential
Information to ICON or the Sponsor at the end
of the Study, (other than items required under
Retention/Transfer of Clinical Study Site File,
Section 3.4 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 or any Institution employee.

The Institution knows the information before
receipt from ICON, as evidenced by its
written records.

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

Regulations require disclosure to a court of
competent  jurisdiction or  government
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informacii obsiahnutych v Protokole, Prirucke
pre Skusajiceho a zverejnenych adajov, ktoré
ICON alebo Zadavatel’ povaZuje za dovemé,
sa bude zaobchddzat ako s dévernymi
informéciami. So vietkymi takymi
informaciami, vratane vysledkov Studie, ktoré
vy$li najavo v siivislosti so Zadavatel'om,
spolotnostou  ICON  alebo  Klinickym
ski$anim alebo ktoré sa dozvedelo/dozvedel
od Zadavatela alebo spolo¢nosti ICON, sa
bude zaobchadzat’ ako S
dévernymi informaciami (d’alej spolo¢ne len
»Doverné Informacie®), pokial' sa nejedna o
vynimky podla ¢&lanku 9.2.3, nizdie. Pre
vylatenie pochybnosti bude so v3etkymi
informéciami, patriacimi pod €lanok 9.1.1,
zaobchédzano ako s Dévernymi informaciami
podla tejto Zmluvy.

Dohoda o mi¢anlivosti

Zdravotnicke zariadenie suhlasi, Z¢ neoznami
tieto DOverné informdcie inym tretim stranam,
nez zamestnancom, ktori tieto Doéverné
informécie potrebuji poznat, tj. ¢&lenom
NEK/SUKL, lekdrom, sestrAm  alebo
zamestnancom, ktorf sa priamo zuastfiuju
vykondvania  Klinického  skaania; a
zabezpecia Doverné informécie na takej
urovni ochrany, ako sa pre zabezpelenie
dévernosti informacii bezne vyZaduje.
Zdravotnicke zariadenie suhlasi, ze bude také
informdcie uzivat’ vyhradne za G¢elom plnenia
svojich prislu§nych povinnosti vyplyvajicich
z tejto Zmluvy. Pokial’ 0 to ICON poziada, pri
dokonteni Klinického skia¥ania  Skusajici
bezodkladne vrati vSetky tieto Déverné
informacie  spolo¢nosti  ICON  a/lebo
Zadéavateli (okrem poloZziek pozadovanych
podl'a &lanku 34, vy§sie -
Uchovévanie/Prevedenie Evidencie tykajucej
sa Klinického skiania vykonavaného na
Pracovisku).

Povinnosti _zachovania
Informacie, ktoré boli zverejnené alebo sa stali
verejne dostupnymi bez zavinenia
Zdravotnickeho zariadenia alebo
ktoréhokol'vek zamestnanca Zdravotnickeho
zariadenia.

Pripady, ked’ su informéacie Zdravotnickemu
zariadeniu zname pred ich obdrzanim od
spolo¢nosti  ICON, tak ako preukazuji
pisomné zaznamy Zdravotnickeho zariadenia.
Informaécie, ktoré boli pravoplatne ziskané od
tretej strany, ktord je opravnend ich oznamit a
ktora tieto informacie neziskala poru3enim
prav Zadavatela a spolo¢nosti I[CON alebo
povinnosti ml&anlivosti vo¢i Zadavatelovi a
spolo¢nosti ICON.

midanlivosti  sa

Informacie, ktorych oznamenie
kompetentnym  sidom  alebo  vladnym
p. 1430
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organom, je vyzadované Havm

authority.

9.2.3.5 The Sponsor and/or ICON grants prior written K zverejneniu je nutny predchypibpisofifmgcellence
permission for disclosure. sithlas Zadavatel'a a/alebo ICONu.

9.2.3.6 The results of the Study are disclosed to third Vysledky Klinického sku3ania, ktoré si tretim
parties in accordance with the provisions of strandm ozndmené v silade s ustanoveniami
Section 5.3 above. ¢lanku 5.3 vyssie.

9.3 Mandatory Confidentiality (according Povinna ml¢anlivost’ (v zmysle § 80 ods. 2
toArticle 80(2), Act No. 576/2004 Coll., on zak. 576/2004 Z.z. o zdravotnej starostlivosti,
healthcare and healthcare-provisioning sluzbach  sivisiacich s poskytovanim
services, as amended) and Data Protection zdravotnej starostlivosti v zneni neskor3ich

predpisov) a ochrana osobnych udajov

9.3.1 Without prejudice to the generality of Section Bez toho, aby bola dotknut4d obecna platnost’
9.1 above the Institution shall and shall ensure ¢&lanku 9.1 vy33ie, Zdravotnicke zariadenie
that the Investigator specifically berie vyslovne na vedomie svoje povinnosti a
acknowledges their obligations under and SkuSajici berie vyslovne na vedomie svoje
agrees to comply with all applicable povinnosti vyplyvajuce ztohto <¢&lanku a
Regulations relating  to mandatory suhlasi, Ze bude konat’ v silade so vietkymi
confidentiality of health worker and the platnymi Pravnymi predpismi suavisiacimi
protection of data capable of identifying spovinnou ml¢anlivostou zdravotnickeho
individuals including without limitation the pracovnika, ochranou osobnych 1dajov
provisions of Council Directive 95/46/EC of identifikujucich jednotlivca, vratane, nie viak

. the European Parliament and of the Council of vylu¢ne, ustanoveni Smernice Eurépskeho
24 October 1995 on the protection of parlamentu a Rady 95/46/ES zo dina 24.
individuals with regard to the processing of oktébra 1995, o ochrane osobnych udajov v
personal data and on the free movement of sdvislosti so spracovanim osobnych tdajov a
such data. The Institution will in particular vol'nym pohybom tychto udajov. Zdravotnicke
observe any such disciplines or obligations zariadenie bude dodrzovat predovietkym
specifically brought to the attention of the v3etky pravidla alebo povinnosti, na ktoré ho
Institution or the Investigator by ICON or the spolo¢nost’ ICON alebo Zadavatel' vyslovne
Sponsor, and which are stipulated by valid upozorni, a ktoré¢ si upravené v platnych
Slovak Regulations. pravnych predpisoch na izemi SR.

10 INTELLECTUAL PROPERTY DUSEVNE VLASTNICTVO

10.1 Ownership Vlastnictvo

10.1.1 All Study results, as well as all inventions V3etké vysledky Stadie, rovnako ako
whether or not patentable, processes, know- patentovatelné i nepatentovatel'né vynalezy,
how, trade secrets, data, improvements, procesy, know-how, obchodné tajomstvo,
patents and/or other intellectual property Wdaje, zlepSovacie navrhy, patenty alebo iné
relating to the Investigational Product or dulevné vlastnictvo suvisiace so SkuSanym
otherwise arising from the Study, conceived, lie¢ivom, ¢&i inak vyplyvajuce z Klinického
generated or first reduced to practice, as the ska3ania, zapocaté, vytvorené C¢i prvykrat
case may be, during the term of this uplatnené v praxi v priebehu trvania tejto

. Agreement (hereinafter called “Inventions”), Zmluvy, podla toho, ¢o je relevantné, (d'alej
shall, without further remuneration for len, Vynélezy”), budi, bez d'alej odmeny pre
Institution or for Investigator, be the property Zdravotnicke zariadenie a/alebo Skusajuceho,
of the Sponsor. majetkom Zadavatel'a.

10.2 Disclosure Ozndmenie

10.2.1 The Institution shall and shall ensure that the Zdravotnicke zariadenie a/alebo Skusajuci
Investigator shall promptly disclose to ICON bezodkladne pisomne ozndmi spolo¢nosti
and/or the Sponsor, in writing, any Invention.  ICON  alebo  Zadavatelovi  vytvorenie

akéhokol'vek Vynélezu.

10.3 Cooperation Sacinnost’

10.3.1 The Institution shall take all such actions Zdravotnicke zariadenie vykona v priebehu

10

dnda v

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
shall further cooperate with the Sponsor, at the
Sponsor’s expense by promptly executing any
documents or carrying out any acts that may
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trvania Zmluvy i po jej ukon&eni nutné kroky
za ucelom zaistenia, Zze Vynalezy budi moct’
byt Zadavatelovi odovzdané bez zat'aZenia
v sulade s ¢lankom 10.1.1, vyssie.
Zdravotnicke  zariadenie  bude  dlalej
spolupracovat’ so Zadavatelom a to tak, Ze
bezodkladne podpise dokumenty alebo
uskuto&ni ukony, ktoré moézu byt' vyzadované
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10.4
10.4.1

11.2

11.2.1

11.3
11.3.1

11.3.1.1

11.3.1.2

11.3.1.3

be required to vest the rights in or to
Inventions in the Sponsor and otherwise to
cnable 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 [CON
prior to the date of this Agreement shall
remain that party’s property.

TERM AND TERMINATION

Term

This Agreement will remain in effect until
completion of the Study, closeout of the Site
and completion of the obligations of the
parties under this Agreement or earlier
termination in accordance with this Section
1.

Termination by [nstitution

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

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
[nstitution with effect immediately upon
notice for any of the following reasons:

Notification by the Sponsor to ICON to
terminate the Study.

Notification by a Regulatory Authority to the
Sponsor/ICON to terminate the Study.

Without prejudice to the generality of the
rights of ICON under Section 11.3.1.1 of this
Agreement, the Institution shall acknowledge
and the 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
[CON prior to recruitment of the number of
Qualifying Participants stated in the Protocol
or Appendix 3 to this Agreement.

The Institution shall randomize approximately
four (4) paticnts into the clinical study; in
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za ufelom udelenia prav k Vynalezom
Zadavatel'a, &i inym spdsobom, aby umoZnil
ZadévateTovi plne chranit’ prava duSevného
vlastnictva.

Dal3ie prava
Za ulelom vyla¢enia pochybnosti, vietky

prava dulevného vlastnictva a prava podobnej
povahy, ktoré si pred datumom uzatvorenia

tejto  Zmluvy vlastnené Zdravotnickym
zariadenim, Sko03ajicim, Zadavatel'om ¢&i
spolo¢nostou ICON a na ktoré mad

Zdravotnicke zariadenie, Skusajici, Zadavatel’
¢i  spolo¢nost ICON pred datumom
uzatvorenia tejto Zmluvy licenciu, ostana vo
vlastnictve prisluinej strany.
DOBA TRVANIA
UKONCENIE ZMLUVY
Doba trvania Zmluvy
Této Zmluva bude

ZMLUVY A

platnd do okamihu

dokon¢enia Klinického sktisania, uzavretia
Pracoviska aspincnia  povinnosti  stran
vyplyvajicich ztejto Zmluvy, alebo do

okamihu jeho predtasného ukonéenia v stlade
s ¢ldnkom 11.

Ukonéenie Klinického skusania
Zdravotnickym zariadenim

Zdravotnicke zariadenie moé2¢  Klinické
skusanie kedykol'vek ukongit' pisomnym

odstupenim od zmluvy s G¢innostou ku diiu
pisomného oznamenia o odstapeni, pokial je
na zakiade zvazenia Ska3ajuceho takéto
ukon&enic vyZzadované za ucelom ochrany
bezpe&nosti pacientov, napr. z ddévodu vzniku
neofakavane] alebo Zavaine) neZiaducej
udalosti.

Ukongenie spolo¢nost'ou ICON

[CON moéZe svojim vlastnym menom alebo
menom Zad4vatela ukonéit’ Klinické skusanie
pred jeho dokon&enim doru¢enim pisomného
oznamenia  Zdravotnickemu zariadeniu s
platnostou okamihom dorucenia takéhoto
pisomného ozndmenia pre ktorykolvek z
nasledujucich dévodov:

Vyzva Zadavatela k ukonéeniu Klinického
ski3ania adresovana spolo¢nosti ICON.
Vyzva Kontrolného tradu k ukongeniu
Klinického skudania adresovana
Zadavatel'ovi/spolo¢nosti ICON.

Bez toho, aby bola dotknutd v3eobecnd
platnost’ prav spolo¢nosti ICON podla ¢lanku
11.3.1.1 tejto  Zmluvy, Zdravotnicke
zariadenie a Skugajici berd na vedomie, Ze
Klinické skusanic tvor{ sakast’
multicentrického klinického skd3ania, pre
ktoré sa nabor uskuto¢huje na zaklade
vyberového konania, a e klinické skufanic
moZe byt spolo&nost'ou ICON ukonéené pred
naborom takého poc¢tu Spdsobilych subjektov
skusania, ktory je uvedeny v Protokole alebo
prilohe &. 3 tejto Zmluvy.
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Zdravotnicke zariadenie wam

Slovakia approximately twelve (12) patients
skusania priblizné Styroch (4)SpaechaitolExgellence

shall be randomized in total; both subject to

competitive enrolment.

pracovisku v DFN Kosice. V ramci
Slovenskej republiky bude do tohoto
klinického skusania zaradenych priblizne 12
pacientov; podl'a kompetitivneho naboru.

11.3.1.4  Determination by the Sponsor and/or ICON Rozhodnutie Zadavatel'a a/alebo spolo¢nosti
that the Institution, after reasonable ICON, Ze Zdravotnicke zariadenie, napriek
opportunity, is unable for any reason, to poskytnutiu primeranej moZnosti, nie je
satisfactorily perform the Study as required in  z akéhokol'vek dbvodu schopné uspokojivo
the Protocol and this Agreement. vykonat' Klinické skasanie tak, ako pozaduje
Protokol a tato Zmluva.
11.3.1.5 In the event that the Institution commits a V pripade, Zze Zdravotnicke zariadenie porusi
breach of this Agreement and has not tito Zmluvu a zatial' nedo$lo k naprave tohto
remedied that breach (if remediable) within porudenia (pokial' je napraviteIné) v lehote
thirty (30) days of receipt of written notice tridsiatich (30) dni od obdrzania Pisomnej
from ICON requiring remedy and specifying vyzvy spolotnosti ICON pozZadujicej tato
the breach complained of. napravu  a  Specifikujiucej  uskuto&nené
porusenie.
11.3.1.6  Under the circumstances set out in Section V  pripade nenapravitelného porusenia
6.2.1 above. podmienok  Zmluvy. Podla  okolnosti
. stanovenych v ¢lanku 6.2.1 vyssie.
11.4 Reasons for Termination Dovody k Ukonéeniu
11.4.1 In the event that ICON wishes to exercise its V pripade, ze ICON hodla uplatnit’ svojim
right on its behalf or that of the Sponsor to menom alebo menom Zadavatel'a svoje prava
terminate this Study based on Sections na ukon¢enie Klinického ski3ania na zaklade
11.3.1.1 or 11.3.1.2 above, written notice of ¢&lankov 11.3.1.1 alebo 11.3.1.2, vys3ie, doruéi
its/their decision to exercise such right to Zdravotnickemu  zariadeniu pisomné
terminate the agreement shall be given to the oznamenie o odstupeni od zmluvy - o svojom
Institution by registered mail, overnight rozhodnuti uplatnit' tieto prava, a to
courier, or fax with effect immediately on doporu¢enou postou, expresnou kuriérnou
receipt of such notice. sluzbou alebo faxom potvrdenym po3tovou
zasielkou, pricom ucinky odstiipenia nastdvaju
okamihom doru¢enia takéhoto oznamenia
zdravotnickemu zariadeniu..
11.5 Termination of this Agreement Ukonéenie tejto Zmluvy
11.5:1 In the event that the Study is terminated then V pripade, Ze déjde k ukoné&eniu Klinického
this Agreement shall automatically terminate sku3ania, bude tito Zmluva automaticky
with immediate effect. ukonéend s okamzitou Gi¢innost'ou.
11.6 Obligations __of _ the  Institution _after Povinnosti Zdravotnickeho zariadenia po
Termination ukonéeni Klinického ski3ania
. 11.6.1 Immediately upon receipt of a notice of Po  obdrzani  vypovede  Zdravotnicke
termination, the Institution shall ensure that zariadenie zaisti, Ze Skusajici bezodkladne
the Investigator shall stop entering potential ukonéi zarad’ovanie potenciélnych pacientov
patients into the Study and shall cease do Klinického ski3ania a ukonéi vykonavanie
conducting procedures, to the extent medically procedur u pacientov, ktori sa uz Klinického
and ethically permissible, on patients already skuSania z&astiuji, vrozsahu, ktory je
entered into the Study. z lekarskeho a etického hl'adiska pripustny.
11.6.2 In the event of early termination of this V pripade predtasného ukonéenia tejto

Agreement by the Sponsor or ICON pursuant

Zmluvy Zadavatelom alebo spolo&nostou

to Sections 11.3.1.1 and 11.3.1.2 above, and ICON podla &lankov 11.3.1.1 a 11.3.1.2,
subject to an obligation on the Institution to vy3ie a  vzavislosti na  povinnosti
mitigate any loss, ICON shall use reasonable Zdravotnickeho zariadenia zmiernit’

endeavours to procure that the Sponsor shall
pay all third party costs incurred and falling
due for payment up to the date of termination,
and also all non-cancellable third party
expenditure falling due for payment after the
date of termination which arises from
commitments reasonably and necessarily
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Zapsana v obchodnim rejstfiku vedeném Maéstskym soudem v

Praze oddil (

akukol'vek stratu, spolo¢nost’ ICON zaisti, aby
Zadavatel' uhradil V3etky néklady tretej
strany, ktoré vznikli a stali sa splatnymi
k datumu ukon¢enia Zmluvy a rovnako vietky
nezruditelné vydaje tretej strany, ktoré sa
stani splatnymi po datume ukonéenia tejto
Zmluvy a ktoré vyplyvaji zo zavizkov, ktoré
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12.1.1.1

12.1.1.2

12.1.13

12.3
12.3.1

12.4
124.1

13
13.1
13.1.1

incurred by the Institution for the performance
of the Study prior to the date of notice of
termination, and agreed with the Sponsor. No
further compensation shall be payable to
Institution.

DEBARMENT CERTIFICATION

Representation
The Institution represents that it has never

been and the Institution represents that it has
not been aware that the Institution’s
employees (including the Investigator), 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
nor

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

Disciplined by and/or banned by a Regulatory
body from carrying out clinical trials.

Notification of Debarment

The Investigator agrees that he/she shall notify
the Sponsor or [CON 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, shall the institution
become aware of such fact, has been debarred
or convicted of a crime for which a person can
be debarred.

Certification

Upon written request by Sponsor or ICON, the
Institution, on behalf of the Investigator, shall
certify to ICON in writing the Institution’s
compliance with the foregoing provisions.

INDEMNIFICATION AND INSURANCE

Sponsor Indemnity

[Any] Indemnification arrangements between
the Institution by the Sponsor (hereinafter
called “Indemnification  Provision™), if
applicable and/or if requested, shall be by
means of an agreement between the Institution
and the Sponsor directly.
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boli Zdravotnickym zariadenim dévodne
anevyhnutne  plnené  pri vykonavani
Klinického skiania pred datumom ukongenia
a ktoré boli dohodnuté so Zadavatclom. Na

Ziadnu d'al3iu kompenziciu nema
Zdravotnicke zariadenie narok.

POTVRDENIE TYKAJUCE SA
VYLUCENIA Z POSOBENIA VO

FARMACEUTICKOM PRIEMYSLE
Prehlasenie

Zdravotnicke zariadenic prehlasuje, 7¢ nikdy
nebolo a 7¢ nemé vedomost’ o tom, aby jeho
zamestnanci/Skua3ajuci, ktori budu poskytovat
sluzby Zadavatelovi alebo spolo¢nosti ICON,
boli:

Vylagené/vylugeni z psobenia vo
farmaceutickom priemysle alebo obvineni
z trestného &inu, v dosledku ¢oho mdze byt
osoba vylidend z posobenia \7
farmaceutickom priemysle podla Pravnych
predpisov, ani

mu/im nehrozilo vyla&enie zpdsobenia vo
farmaceutickom priemysle alebo obvinenie
ztrestného ¢inu, ani sa inak nezacastnili
konania, pre ktoré moze byt jednotlivec podla
Pravnych predpisov vylugeny

potrestané/{  Kontrolnym  uradom  alebo
vyliaZeni Kontrolnym uradom z vykonavania
klinického sku3ania.
Ozndmenie o vyluceni
farmaceutickom priemysle
Skaajuci suhlasi, Zc bude informovat’
Zadavatel'a alebo spolo¢nost’ ICON v pripade
takého vylaCenia, obvinenia, obZalovania ¢&i
ich hrozby.

Zéavizok nezamestndvat

Potas trvania tejto Zmluvy sa Zdravotnicke
zariadenie zavizuje, Z¢ nezamestnd ¢i inak
zmluvne nezaviaZe jednotlivea, ktory bude
poskytovat’ sluzby spolo¢nosti ICON, ktory
bol vyli¢eny z pdsobenia vo farmaceutickom
priemysle alebo odsideny pre trestny &in,
nasledkom ¢&oho moze dojst” k vyladeniu
jednotlivca, ak mu tato skutofnost bude
znama a oznamena.

Potyrdenie

Na Ziadost Zadavatela alebo spolo&nosti
ICON Zdravotnicke zariadenie v zastipeni
Skugajucim poskytne spolo¢nosti ICON na jej
pisomni vyzvu pisomné potvrdenie, Ze kona
v stlade s predchadzajicimi ustanoveniami.
NAHRADA SKODY A POISTENIE
Nahrada 8kody Zadavatel'om

[Akékol'vek] dohody o nahrade skody medzi
Zdravotnickym zariadenim a Zadavatel'om
(dalej len ,Poskytnutie Nahrady Skody™)
budid dohodnuté priamo prostrednictvom
dohody medzi Zdravotnickym zariadenim a
Zadéavatcl'om [priloha ¢&. 4 tejto Zmluvy].

z pbsobenia__vo
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Ziadosti o Poskytnutie nahradym

13.1.2 Requests for Indemnification Provision should
be made in writing or faxed to the ICON byt zaslané pisomne alebo fakcnywedhcdmucellence
project manager for the Study at the address projektu spolo¢nosti ICON pre Klinické
below, who shall act as the administrator of ski3anie na nizSie uvedeni adresu, ktory bude
the Indemnification Provision on behalf of the konat' ako spravca Poskytnutia ndhrady $kody
Sponsor. Such requests must include the menom Zadéavatela. Tieto Ziadosti musia
names of all parties to be indemnified. obsahovat’ oznacenie v3etkych stran, ktoré

maji byt odskodnené.
Direct address od ICON project manager (France office)/ priama adresa na veduceho projektu
spolo¢nosti ICON (franciska kancelar)
ICON Clinical Research SARL
20 rue Troyon
92316 Sevres
France
c/o:
ICON PROJECT MANAGER:
Elena Zaffaroni
OR / ALEBO
. Local ICON office — if request addressed at this contact, matter will be duly forwarded

internally /
miestna kancelar ICON — ak bude Ziadost adresovana na tito adresu, bude riadné preposlana v
ramci spolo¢nosti
ICON Clinical Research, s.r.o.
V Parku 2335/20
148 00 Praha 8
Czech Republic
Attention/K rukdm: PharmDr. Pavel Lebesle, MBA
FAX: +420239 016 367
Telephone: +420 272 124 000

13.1.3 For the avoidance of doubt ICON shall not Za ucelom vylicenia pochybnosti ICON
provide any indemnification on ICON’s own neposkytne Zdravotnickemu
account to the Institution/Investigator or any zariadeniu/Ski3ajucemu ani Ziadnemu z jeho
of their servants or agents. zamestnancov alebo zastupcov Ziadnu nahradu

$kody na jeho ucet.
. 13.2 Insurance Poistenie

13.2.1 The Institution maintains the insurance of the Zdravotnicke zariadenie ma uzatvorenu
funds and properties of the State, which are Poistni zmluvu iba na poistenie hnuteného a
under administration and managed by the nehnutreného majetku 3tatu, ktory je v spréave
Institution. tohto zdravotnickeho zariadenia.
The background, facilities and capacities of Zézemie zdravotnickeho zariadenia __ je
the Institution are sufficient and adequate to dostato&né pre umoznenie priebehu klinickej
enable the study to be performed in the 3tidie v jeho prevadzke.
Institution’s premises.

13.2.2 The parties to the Agreement acknowledge Zmluvné strany berd na vedomie, Ze

Zapsana v

that the Sponsor is responsible for injury to
health of the trial subjects caused by the
Investigational ~ Product. In  accordance
with relevant Regulations and Act No.
140/1998 Coll., on Drugs and Medical Aids,
as amended, the Sponsor shall arrange for
insurance of the trial subjects in the event of
injury to their health resulting from the Study
prior commencement of the Study and
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obchodnim rejstfiku

vedeném Méstskym soudem v Praze oddil (

Zadavatel' zodpoveda za 3kody na zdravi
subjektov skuSania spdsobené 3Jpecifickou
povahou lie¢iva. V sulade s Pravnymi
predpismi, najmd zakonom &. 140/1998 Z.z. o
liekoch a zdravotnickych poméckach, v zneni
neskorsich predpisov, Zadavatel' zabezpeci
pred zahajenim klinického skuania na celu
dobu  vykonavania  klinického  sku3ania
zmluvné poistenie subjektov skuSania pre
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13.3
13.3.1

13.4
13.4.1

14

14.1
14.1.1

maintain this insurance during the whole term
of the Study. The insurance shall be concluded
with an entity authorized pursuant to
appropriatc legal regulations. A notarized
copy of the insurance of the trial subjects
forms Appendix 4 to this Agreement. In
accordance with relevant local Regulations the
Sponsor shall further arrange for liability
insurance for the Investigator and for the
Sponsor itself prior to commencement of the
Study and maintain this insurance during the
whole term of the Study. The insurance shail
be concluded with an entity authorized
pursuant to appropriate legal regulations. A
copy of the insurance of the Investigator and
the Sponsor forms Appendix 4 to this
Agreement.

Disclaimer

The Institution acknowledges 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
trcatment  procedures that are to be
administered pursuant to the Study and
therefore ICON makes no warrantics,
cxpressed or implied concerning  the
[nvestigational Product, materials, treatment
procedures, results to be obtained in
administering the Investigational Product, or
the Investigational Product‘s fitness for any
particular purpose.

Institution Indemnity

The Institution shall acknowledge and the
Investigator acknowledges that neither [CON
nor the Sponsor will be responsible for, and
the Institution 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’s or 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
ICON shall pay on a per paticnt basis for cach

Satisfactorily Completed Casc (as defined in
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pripad 3kody vzniknutej na zdravi v dosledku
vykonavania klinického skisania, a to u osoby
ktomu oprivnenej podla  prislusnych
Prdvnych predpisov. Kodpia potvrdenia o
poisten{ subjektov sku3ania v osvedgencj
forme je prilohou ¢&. 4 tejto zmiuvy. V siilade
s Prévnymi  predpismi, Zadavatel dalej
zabezpeti pred zahdjenim klinického skugania
na celu dobu vykonavania klinického sku3ania
zmluvné poistenie zodpovednosti za §kodu pre
Skusajuccho a Zadavatela, a to u osoby
ktomu opravnenej podla  prisludnych
Pravnych predpisov. Képia potvrdenia o
poisteni Ska3ajiceho a Zadavatel'a je prilohou
¢&. 4 tejto zmluvy.

Odmietnutie zodpovednosti

Zdravotnicke zariadenie berie na vedomie, Ze
Zadévatel zmluvne zaviazal spolo¢nost’ ICON
k riadeniu Klinického ski3ania. Spolo¢nost’
ICON neuskuto¢nila Ziadny nezavisly vyskum
alebo analyzu tykajucu sa Skusancho lieciva,
materialov alebo lie¢ebnych postupov, ktoré
maju byt uskuto¢nené podla Klinického
sku3ania, a preto ICON neposkytuje Ziadne
vyslovné & skryté zaruky tykajice sa
Skudaného lie¢iva, materidlov, lie¢ebnych
postupov a vysledkov, ktoré mézu byt ziskané
v stvislosti s podavanim Skudaného lie¢iva
alebo vhodnosti Skia3aného licgiva pre
akykol'vek konkrétny tcel.

Néhrada 8kody Zdravotnickym zariadeniam
Zdravotnicke zariadenia a skiajuci beri na
vedomie , 2e ani ICON ani Zadavatel nebudu
zodpovedni za Ziadnu stratu, narok alebo
poziadavku, ktoré su doésledkom akychkol'vek
vzniknutych ujem a $kéd vyplyvajucich zo
zanedbania, nedodrZania Protokolu,
nesplnenia povinnosti ziskat' informovany
stihlas, neopravnenych zaruk, porudeni tejto
Zmluvy alebo umyselného nespravneho
konania z0 strany Zdravotnického
zariadenia/Skd3ajiccho  a  Zdravotnicke
zariadenic sa zavizuje, Z¢ ich vpravne
pripustnom rozsahu odskodni v stvislosti
s akoukol'vek  stratou, narokom  alebo
poziadavkom, ktoré st dosledkom
akychkol'vek vzniknutych ujem a 3kod
vyplyvajiucich zo zanedbania, necdodrzania
Protokolu, nesplnenia povinnosti  ziskat
informovany suhlas, neopravnenych zaruk,
porufeni tejto Zmluvy alebo udmysclného

nespravneho jednania z0 strany
Zdravotnickeho zariadenia/Skusajiccho.
ODMENA ZDRAVOTNICKEHO
ZARIADENIA

Platby

ICON bude uskuto¢iovat’ platby jednotlivo za
kazdého pacienta, a to za kazdy Uspeine
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dokonceny pripad (ktory m

v &lanku 14.1.2 nizsie) v silade SyPritshiai Ex@ellence

Section 14.1.2 below) in accordance with
Appendix 3 to this Agreement.

14.1.1.1

The Parties hereby agree that the above
consideration is inclusive of any and all costs

tejto Zmluvy.
Zmluvné strany prehlasuji a suhlasia, Ze
vyssie uvedené plnenie je kone¢né a vratane

due to the Institution in respect of the Study, v3etkych pripadnych nakladov
including but not limited to hospital Zdravotnickeho =zariadena, vratane, avSak
administrative costs. nielen administrativnych vydajov

Zdravotnickeho Zariadenia.

14.1.1.2  For the avoidance of doubt, it is hereby Za a¢elom vylagenia pochybnosti sa tymto
recalled that all payments due to the zdbraziuje, Ze vietky platby Skusajicemu za
Investigator for the performance of the Study vykonanie Stadie v priestoroch
within the Institution’s facilities (covering Zdravotnickeho  zariadenia  (zahriujuce
Investigator fees, medical and nursing staff odmeny Skusajuceho, farmaceuta,
costs, patients evaluation costs, patients spoluskidajicich a sestier, naklady na
traveling costs, laboratory tests and costs nabor/vySetrenie pacientov, cestovné vydaje
related to all other procedures required under pacientov, naklady na laboratérne testy a na
the Protocol), shall be paid directly to such ostatné procediry vyzadované Protokolom),
Investigator under a separate contract with budi  poskytnuté priamo  Skusajicemu
Investigator. prostrednictvom  osobitej  zmluvy  so

Skusajucim.

. 14.1.2 A “Satisfactorily Completed Case™ shall be ,Uspesne Dokon&eny Pripad” je pripad,
one in which a patient is a Qualified vktorom pacient je Sposobily subjekt
Participant, has completed the specified Study skuSania, ktory dokon¢i dobu uréent pre
period, and has been evaluated in accordance Klinické skusanie a bol v sulade s Protokolom
with the Protocol. If a patient is discontinued zhodnoteny. Pokial' pacient v Klinickom
for reasons stipulated in the Protocol, the skuSani nepokratuje z dovodov uvedenych v
Institution shall be paid a prorated rate for Protokole, bude Zdravotnickemu
work completed in accordance with Appendix zariadeniu/Skusajicemu uhradeny umerny
3 podiel za dokonéenii pracu v sulade s Prilohou

¢.3;

14.1.3 Payments under Section 14.1.1 above will Platby podPa &ldnku 14.1.1, vy3Sie budd
be made on a quarterly basis following uskutofnené 3tvrt'rotne odo dia, Kkedy
receipt by ICON of the Case Report Form ICON obdrzi Zaznam subjektu skid3ania
completed in accordance with Section 5.2 vyplneny v silade s¢ldnkom 5.2, vysSie.
above. Final payment will not be made until Kone¢na platba bude uskutofneni len
all queries are resolved. vtedy, pokial’ budu vyrieSené Vietky otazky

a nejasnosti.

14.1.4 Payment should be made payable to: Odmena bude sa bude vyplacat’:
Beneficiary name / Meno prijemcu: Detska fakultnd nemocnica KoSice
Beneficiary address / Adresa prijemcu: Trieda SNP 1, 040 01 KoSice, Slovakia

. (hereinafter called the “Payee”). The (d’alej len ,Prijemca Platby”). Zdravotnicke
Institution acknowledges and agrees that the zariadenie berie na vedomie a suhlasi, ze
Payee is the proper Payee under this Prijemca platby je riadnym prijemcom platby
Agreement. If the Institution wishes the podla tejto Zmluvy. Pokial' si Zdravotnicke
Payee to be paid via bank transfer it must zariadenie/Skusajuci praje, aby mu platby boli
complete the Beneficiary Form attached at poukazované bankovym prevodom, musi
Appendix 5 hereto. vyplnit' formular uzivatela uétu, ktory tvori

Prilohu ¢&. S tejto Zmluvy.

14.1.5 The VAT regime shall be governed by the Sadzba/rezim DPH sa riadi podla platnych
valid regulations of the Slovak Republic. pravnych predpisov Slovenskej Republiky.

14.1.6 For the avoidance of doubt all charges and/or Za ¢elom vyligenia pochybnosti budi vietky
fees imposed by the Institution’s banks shall poplatky uloZené bankami Zdravotnickeho
be for the account of the Institution, ICON =zariadenia hradené z a&tu Zdravotnickeho
will have no obligation to discharge the same =zariadenia, ICON nebude mat Ziadnu
or any other similar administrative charges. povinnost’ tieto poplatky alebo iné podobné

administrativne poplatky hradit’.

14.2 Non-Payment Neuskutoénenie platby

14.2.1 Unless otherwise agreed in writing ICON Pokial' nie je pisomne dohodnuté inak, ICON

Zapsana v

shall make no payment for patients whom the
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14.2.2

14.4
14.4.1

14.5
14.5.1

14.6
14.6.1

15
15.1
15.1.1

Institution or 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 3 to
this Agreement. Any funds not due under this
calculation, but already paid, shall be returned
to ICON, within thirty (30) days of the date of
termination of the Study.

Pass-through Costs

[CON agrees to pay the pass-through costs sct
out in Appendix 3 in arrears upon production
by the Institution of adequatc written cvidence
that such costs have been incurred.

All costs

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

Budget Non-Disclosure

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

GENERAL PROVISIONS

Assignment

The Institution may not assign its rights and/or
delegate its obligations under this Agreement
without the prior written consent of ICON and
Sponsor, which consent shall not be
unrecasonably withheld. 1CON shall have the
power to assign this Agreement to the Sponsor
without the Institution’s consent.

048-064 EU CTA VI [Version FINAL]

[sitc number 2] [Dr. Ludmila Pototddkova — DFN Kogice, SK] [Version] [20 May 2011] version K - FINAL

ktorych  Zdravotnicke  zariadenie alebo
Skusajuci zaradil do Klinického skidania
porudenim Protokolu (t.j., pacientov, ktori nie
st Spdsobilym subjektom skiidania).

Pokial’ nie je pisomne dohodnuté inak, [CON
neuskuto¢ni  ziadnu platbu tykajicu sa
pacientov, v suvislosti s ktorymi dolo
k porudeniu Protokolu, bud’ pri vizitach, pocas
ktorych v Protokole vznikli odchylky alebo pri
akychkol'vek naslednych vizitach.

Vratenie finanénych prostriedkov v pripade
pred¢asného Ukondenia

Pre pripad, Z2e je  Klinickd  3tudia
z akéhokol'vek dovodu prerudend, sa zmluyné
strany dohodli, Ze ¢iastky hradené alebo
splatné podla ¢lanku 14, budd stanovené
pomeme na zdklade skutone a riadne
vykonanej prace podla Protokolu v silade
s Prilohou & 3 tejto Zmluvy. Akékolvek
finan&né prostriedky, ktoré nie st podla tejto
kalkul4cic splatné, ale boli uz zaplatené, budu
spolo¢nosti ICON vratené v lehote tridsiatich
(30) dni od datumu ukoncenia Klinického
skt3ania.

Zodpovedaijlice ndklady

ICON suhlasi, 7 bude hradit vznikntuté
ndklady stanovené v prilohe ¢&. 3 na zéklade
predloZenia adekvatncho pisomného
potvrdenia zo  strany  Zdravotnickeho
zariadenia, Ze také naklady vznikli.

Celkov¢ néklady

Platby uvedené vyssie, ktoré su podrobnejsie
popisané v Prilohe & 3 predstavuji celkové
naklady savisiace s Klinickym ski3anim a
Jiadne daldie finantné prostriedky nebudu
splatné po jeho ukon&eni ani inak.
Nezverejnenie rozpoctu

Vrozsahu pripustnom podla Pravnych
predpisov a daldich platnych zikonov bude
Zdravotnicke zariadenie povazovat' akékol'vek
informéacie o rozpote za dbéverné a ticto
informacie prejednd vyhradne SO
spolo¢nostou ICON alebo Zaddvatelom.
Akékol'vek prejednavanic tejto Zmluvy alebo
podmienok rozpottu Zdravotnickym
zariadenim s akoukofl'vek tretou stranou moze
byt spolognostou ICON povaZovan¢ za
nenapravitelné porudcnie pre ulely ¢lanku

11.3.1.5, vyssie.

VSEOBECNE USTANOVENIA

Postupenic

Zdravotnicke zariadenie nesmie postupit’ svoje
prava alebo previest svoje povinnosti
vyplyvajuce z tejto Zmluvy bez
predchadzajuceho pisomné¢ho stthlasu

spolotnosti ICON a/lcbo Zadavatel'a, pri¢om
jeho udelenic nebude bezdovodne zamictnuté.
Spolognost ICON je opravnend previest' tito
Zmluvu na Zadavatela bez  suhlasu
Zdravotnickeho zariadenia/Ski3ajuceho.
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15.2
15.2.1

15.3

15.3.1

15.3.1

15.3.1.2

154
154.1

15.5
15.5.1

15.6
15.6.1

Waiver

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

Notices

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

If to ICON

ICON Clinical Research, s.r.o.

V Parku 2335/20

148 00 Praha 8

Czech Republic

Vzdanie sa

ktoroukol'vek stranou v akomkol'vek pripade
nebude povazované za vzdanie sa tejto
podmienky v akomkol'vek podobnom pripade
v budicnosti, ¢i za nasledné porudenie tejto
Zmluvy. VSetky prava, opravné prostriedky,
dohody, povinnosti a dohody obsiahnuté
v tejto Zmluve si kumulativne a Ziadne z nich
nie je obmedzenim pre akykol'vek d'alsi
opravny prostriedok, pravo, povinnost' alebo
dohodu.

Oznédmenia

Oznamenia podla tejto  Zmluvy buda
uskuto¢nené pisomne a budi povazované za
dostatujice, pokial' budi doru¢ené osobne,
odoslané doporu¢enou podtou s doru¢enkou,
expresnou kuriérnou sluzbou alebo faxom na
niz8ie uvedené adresy:

Pokial’ budu adresované spolo¢nosti ICON

Attention/K rukdm: PharmDr. Pavel Lebesle, MBA

FAX: +420 239 016 367
Telephone: +420 272 124 000
If to the Institution

Name / meno:
Address/adresa:

Attention/Do pozornosti:

Tel.:

FAX:

Severability

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

Relationship of Parties

Nothing herein shall be construed as creating
any association, partnership, joint venture,
employment or the relationship of principal
and agent between the Institution and ICON, it
being understood that the Institution is an
independent contractor of ICON.

Governing Law
This Agreement, and all disputes and/or

claims arising under this Agreement, shall be
interpreted and governed by the valid laws of
Slovakia without regard to conflict of laws
principles.

Any disputes shall come under the sole
jurisdiction of the courts of Slovakia.

The original English version of this
Agreement has been translated into Slovakian.
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v obchodnim rejstiiku vedeném Méstskym

soudem v Praze oddil (

Pokial budi adresované Zdravotnickemu
zariadeniu

Detska fakultnid nemocnica KoSice

Trieda SNP 1, 040 01 Kogice, Slovak
Republic

MUDr. Peter Krcho, PhD, riaditel
0421556402882

0421556420326

Ciastoéné neplatnost’
Neplatnost’ ¢i nevymahatel'nost’ akéhokol'vek

ustanovenia tejto  Zmluvy nebude mat
v ziadnom pripade vplyv na jej dalsie
ustanovenia.

Vztah zmluvnych stran

Ni¢ vtejto Zmluve nebude vykladané ako
vytvorenie akéhokol'vek zdruzenia, konzorcia,

spolo¢ného  podniku,  zamestnaneckého
pomeru alebo vztahu splnomocnitela a
splnomocnenca medzi Zdravotnickym

zariadenim a ICONom, ¢im sa rozumie, Ze
Zdravotnicke zariadenie je nezavisly zmluvny
partner ICONu.

Rozhodné pravo

Tato Zmluva a v3etky spory a néaroky znej
vyplyvajuce budi vykladané a budu sa riadit’
pravom platnym na Gzemi Slovenskej
republiky bez ohladu na principy koliznych
pravnych noriem. Spory budd rozhodovat’
sidy v Slovenskej republike.

Pévodna anglickd verzia Zmluvy bola
prelozena do slovenského jazyka. V pripade
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15.7
15.7.1

15.8
15.8.1

15.9
159.1

In the event of inconsistency or discrepancy
between the English version and the Slovakian
language version of this Agreement, the
Slovakian language version shall prevail.
Entire Agreement

This Agreement sets forth the entire
Agrcement and understanding between the
partics hereto as to the subject matter hereof
and has priority over all documents, verbal
consents or understandings made between
ICON and the Institution. None of the terms of
this Agreement may be amended or modified
except in writing signed by the parties hereto.
Counterparts

This Agreement will be executed in three (3)
counterparts, each of which shall be an
original as against any party whose signature
appecars thereon, but all of which together

shall constitutc but one and the same
instrument.

Survival

Sections in this Agreement relating to

obligations which have accrued or have
application beyond the term of this Agreement
including without limitation those relating to
confidentiality and Confidential [nformation,
publications, intellectual property,
indemnification and use of namcs and any
provision required to interpret and enforce the
partics' 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.
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akychkol'vek rozporov medzi slovenskou a
anglickou verziou Zmiuvy ma prednost
slovenska verzia

Uplnost” Zmluvy
Tato Zmluva predstavuje uaplnti dohodu a

dohodu medzi zmluvnymi stranami, pokial
ide 0 jej predmet a ma prednost’ pred vietkymi
dokumentmi, astnymi sthlasmi ¢i dohodami
medzi spolo€nostou ICON a Zdravomickym
zariadenim. Podmienky tejto Zmluvy mézu
byt dopifiané a menené vyhradne pisomnou
formou s podpismi zmluvnych strén.

Potet vyhotoveni

Tato Zmluva bude vyhotovena v pocte troch
(3) vyhotoveni, z ktorych kazdé bude voti
ktorejkol'vek zmluvnej strane, ktorda ho
podpisala, predstavovat’ original, pri¢om
kazdé ztychto vyhotoveni spolotne buda
predstavovat’ jeden a ten isty dokument.
Trvanic

Clanky tejto Zmluvy suvisiace
s povinnostami, ktorych pocet sa zvysil, a
ktoré¢ platia i po ukongeni tcjto Zmluvy,
vratane, nie viak vylu¢ne, povinnosti
suvisiacich s ml¢anlivostou a ddévernymi
informaciami, zverejnenim informdcif,
dufevnym vlastnictvom, nahradou 3kody a
vyuZivanim obchodného mena a akymikol'vek
d'aldimi ustanoveniami, ktoré su nutné pre
vyklad a uplatiovanie prav a povinnosti
zmluvnych stran  podla tejto  Zmluvy
v rozsahu pozadovanom za  ucelom
komplexného dodrZiavania a plnenia tejto
Zmluvy, budi trvat’ i po ukonéeni Zmluvy.
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| .CON,

A Symbol of Excellence

IN WITNESS WHEREOF, the parties have
caused this Agreement to be executed by their
duly authorized representatives to enter into
force as of the date first written above. This
Agreement becomes effective the following
day after it’s publication in the Central
Registry of Agreements. The Institution
attaches the signatures of it's authorised
signatory as the second party in line and

NA DO6KAZ TOHO bola tito Zmluva
podpisand riadne opravnenymi zastupcami
zmluvnych stran a nadobida platnost’
datumom podpisu poslednej zmluvnej strany
(viz datum ucinnosti na Str. 1). Tato zmluva
nadobida a¢innost’ nasledujicim dfiom po dni
jej zverejnenia v Centralnom registri  zmluav.
DFN Kosice podpisuje tito zmluvu ako druha
v poradi.

hereby fully executes the Agreement, after
ICON's signature being attached as first.

ICON Clinical Research S.1.0.
Parku 2325/20 148 00 Praha 4 - Chodov

Czech Republic

85 DIC  CZ28171588
Fax +420 239 018 357

A Symbol of Excellance

ICON CLINICAL RESEARCH LIMITED

20 DAY 20

Date/ Datum:

D —

PharmDr. Pavel Lebesle, MBA / Senjor Director,€finical Operations

ICON Signatory/ Zastupca spolo¢nosti ICON

INSTITUTION/ ZDRAVOTNICKE ZARIADENIE:

Date/Datum: V‘Zé 07\7//} ‘((; /7

MUDr. Peter Krcho, PhD,
Director / riaditel

Institution Signatory/ Zastupca Zdravotnickeho zariadenia

AN,

¢ \;i\ a Kodlce \

Detakd fakultng Nemo

Im da SNP |

040 11 Ko8ice \

| e —
———
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