CONTINUATION-PV

CLINICAL STUDY AGREEMENT

This Clinical Study  Agreement  (the
“Agreement”) is made and entered into as of the

day of , 2016 (the “Effective
Date”), by and between:

Fakultni nemocnice Kralovské Vinohrady
(University Hospital Kralovske Vinohrady)
Srobarova 1150/50, 100 34 Praha 10, Czech
IN: 00064173, TIN: CZ00064173,
represented by Assoc. Prof. Robert Grill, MD,
Ph.D., MHA, director, Specific symbol: 52069
Reference number: KH 60/2014

(the “Institution”)

Republic,

and

PSI CRO Czech Republic s. r. o.

V Parku 2343/24, 148 00 Praha 4 - Chodov,
Czech  Republic, IN: 28196775, TIN:
CZ28196775, registered in Business Register,
Municipal Court in Prague, section C, folio
132148, represented by Petr Vaculik, MD,
Country Manager, and Petr Sedldk, PhD, by
Power of Attorney (“PSI”)

PREAMBLE:

WHEREAS AOP Orphan Pharmaceuticals AG,
WilhelminenstraRe 91/II f, A-1160, Wien, Austria,
VAT No. ATU 57344706 (the “Sponsor”) is
conducting a clinical study (the “Study”) of the
product AOP2014 (the “Study Drug”);

WHEREAS the Study shall be conducted in full
compliance with the Sponsor's protocol
CONTINUATION-PV “An open-label,
multicenter, phase llIb study assessing the long-
term efficacy and safety of AOP2014 in patients
with  Polycythemia Vera who previously
participated in the PROUD-PV study” and any
amendments thereto (the “Protocol”);
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SMLOUVA O KLINICKEM
HODNOCENI

Tato Smlouva o klinickém hodnoceni (dale jen
.,.Smlouva“) se sepisuje a uzavira .

2016 (dale jen ,Datum uéinnosti®)
mezi:

Fakultni nemocnici Kralovské Vinohrady

Srobarova 1150/50, 100 34 Praha 10, Ceska
republika, 1C: 00064173, DIC: CZ00064173,
zastoupenou Doc. MUDr.
Ph.D., MHA, feditelem,
Specificky symbol: 52069
Cislo jednaci: KH 60/2014

Robertem Grillem,

(dale jen ,Zdravotnické zafizeni”)
a

PSI CRO Czech Republic s. r. o.

V Parku 2343/24, 148 00 Praha 4 — Chodov,
Ceska republika, IC: 28196775, DIC:
CZz28196775, zapsanou v Obchodnim rejstfiku,
vedeném Méstskym soudem v Praze, oddil C,
vlozka 132148, zastoupenou na zakladé plné
MUDr. Petrem Vaculikem, Country
Manager, a PhDr. Petrem Sedlakem (dale jen
LPSI%)

moci

PREAMBULE:

VZHLEDEM K TOMU, ze AOP Orphan
Pharmaceuticals AG, WilhelminenstralRe 91/11 f,
A-1160, Viden, Rakousko, DIC: ATU 57344706
(dale jen ,Zadavatel®) klinickou studii (dale jen
LStudie®) pfipravku znamého jako AOP2014
(dale jen ,Studijni 1ék”);

VZHLEDEM K TOMU, ze Studie bude
provedena v souladu s Protokolem Zadavatele
klinické studie CONTINUATION-PV pod nazvem
,Oteviena multicentricka studie faze llb
hodnotici dlouhodobou ucinnost a bezpeénost
AOP2014 u pacientl s polycytemii vera, ktefi se
UCastnili studie PROUD-PV” a viemi jeho
dodatky (dale jen ,Protokol®);

1/23

CONFIDENTIAL/DUVERNE



CONTINUATION-PV

WHEREAS the Sponsor has engaged PSI as a
contract research organization to set up and
conduct the Study in the Czech Republic;

WHEREAS PSI desires to engage the Institution
and the Investigator

(the “Investigator”) to
conduct the Study, and the Institution and the
Investigator wish to conduct the Study;

WHEREAS the Institution agrees that PSI
concludes with the Investigator a separate
Investigator Agreement in which obligations and
remuneration of the Investigator and the Study
Personnel shall be stipulated.

NOW, THEREFORE, in consideration of the
mutual covenants and promises set forth herein,
the parties agree as follows:

1. SERVICES AND OBLIGATIONS
1.1 Conduct of Study/Protocol

(a) The Institution shall provide the necessary
facilities, equipment and support for the conduct
the Study by the Investigator in accordance with
this Agreement and the Protocol. In the event of
a conflict, the Agreement shall govern as to
budget and administrative issues; the Protocol
shall govern as to the scientific and operational
aspects of the Study.

(b) The Study shall be conducted at Internal clinic
of Hematology at University hospital Kralovske
Vinohrady, Srobarova 50, 100 34 Praha, Czech
Republic. The Institution via the Investigator shall
ensure that all individuals and entities who
perform any portion of the Study under his/her
supervision (the “Study Personnel”) conduct the
Study in accordance with the Protocol and the
terms and conditions of this Agreement.

(c) The Protocol shall be considered final, in the
version approved and adopted by the Sponsor,
after it is signed by PSI and the Investigator and
approved by the Statni Ustav pro kontrolu léciv
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VZHLEDEM K TOMU, ze Zadavatel angazoval
PSI jako smluvni vyzkumnou organizaci, aby

zorganizovala a provedla Studii v Ceské
republice;
VZHLEDEM K TOMU, ze PSI si pfeje na

provadéni  Studie Zdravotnické

zafizeni a Hlavniho zkousSejiciho

angazovat

(dale jen
,Hlavni zkous$ejici“), a Zdravotnické zafizeni a
Hlavni zkouSejici si pfeji provadét Studii;
VZHLEDEM K TOMU, Ze Zdravotnické zafizeni
souhlasi, Zze PSI uzavfe s Hlavnim zkouS$ejicim
separatni smlouvu, ve které budou uvedeny
povinnosti a odména Hlavniho zkouSejiciho a
¢lend tymu.

NYNi SE PROTO pfi zvaZeni vzajemnych
ujednani a zavazk( uvedenych v této Smlouvé,
strany dohodly nasledovné:

1. SLUZBY A POVINNOSTI
1.1 Provadéni studie/Protokol

(a) Zdravotnické zafizeni poskytne potfebné
zazemi, vybaveni a podporu pro provedeni
Studie Hlavnim zkou3ejicim, ktery provede
klinickou studii v souladu s touto Smlouvou a
Protokolem. V pfipadé rozporu se otazky
rozpocCtu Studie a administrativni otazky budou
fidit touto Smlouvou a Protokol bude uréujici ve
védeckych a provoznich aspektech Studie.

(b) Studie bude provedena
hematologické klinice Fakultni nemocnice
Kralovské Vinohrady, Srobarova 50, 100 34
Praha 10, Ceska republika. Zdravotnické
zafizeni prostifednictvim Hlavniho zkou$ejiciho
zajisti, aby vSechny fyzické i pravnické osoby
podilejici se na provadéni Studie pod jeho
dohledem (dale jen ,Studijni personal“)
provadély Studii v souladu s Protokolem a
podminkami stanovenymi touto Smlouvou.

(c) Protokolu bude povazovadno za
kone¢né po schvéleni Zadavatelem, podepsani
PSI a Hlavnim zkouSejicim a schvéleni Statnim
ustavem pro kontrolu 1é€iv, mistnimi etickymi

na Interni

Znéni
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(State Institute for Drug Control), Local Ethics
Committee and Multicentre Ethics Committee
(the “RA/EC”). Only the Sponsor may modify the
Protocol. Any amendment to the Protocol must
be notified to and/or approved by the RA/EC in
accordance with the Applicable Regulatory
Requirements (as defined below) to become
effective. Any such amendment to the Protocol
shall automatically be incorporated in this
Agreement once the approvals of the RA/EC are
obtained.

(d) The Study shall not commence prior to receipt
of written approval by the RA/EC and signing of
this Agreement. The expected duration of the
Study at the Institution shall be since February
2016 until January 2018.

(e) The Study shall be conducted on the basis of
the Multicenter Ethics Committee (MEC) Opinion,

Reference No. - issued on the .
_, Institution’s Ethics Committee
Opinion, Reference No. _ issued on
the _ and Approval of the State
Institute for Drug Control, Reference No.
N ss.cd on o [
PSI shall be responsible for communication with
RA/EC.

1.2 Regulatory Compliance of Study

The Institution agrees that the Investigator and all
Study Personnel shall conduct the Study in strict
compliance with: (i) all applicable laws and
regulations applicable to the conduct of clinical
trials, including without limitation  Act No.
378/2007 Coll., on Drugs, Act No. 372/2011 Caoll.,
on Medical Services and Regulation No.
226/2008 Coll., specifying the correct clinical
practice and stipulating the detailed conditions of
the clinical assessment of therapeutic agents, (ii)
all generally accepted standards of good clinical
practice, including without limitation the current
Good Clinical Practices Guidelines of the
International Conference on Harmonization, (iii)
the laws related to data protection and data
privacy, including without limitation the Act No.
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komisemi a multicentrickou etickou komisi (dale
jen ,RO/EK*). Protokol smi upravovat pouze
Zadavatel. Aby se stal u¢innym, musi byt kazdy
dodatek nebo doplnéni Protokolu oznameno a
(nebo) schvaleno RO/EK v souladu s Platnymi
regulaénimi pozadavky (jak jsou definovany
nize). Kazdy takovy dodatek Protokolu bude
automaticky zakomponovan do této Smiouvy,
jakmile bude obdrzeno schvaleni RO/EK.

(d) Studie nebude zahajena pfed obdrzenim
pisemného schvaleni RO/EK a podpisem této
Smilouvy. Studie bude provedena
v pfedpokladaném obdobi od unora 2016 do
ledna 2018.

(e) Studie bude provedena na
stanoviska multicentrické etické komise (MEK)

sp. zn. [N -e cne NN ciicks

komise Zdravotnického zafizeni sp. zn.

B - o~ I - covoleni

Statniho ustavu pro kontrolu I[éCiv sp. zn.

- ze dne _ Za komunikaci

s RO/EK je odpovédna spolecnost PSI.

zakladé

1.2 Vyhovéni Studie regulaénim
pozadavkim

Zdravotnické zafizeni Ze Hlavni
zkousejici a Studijni personal provedou Studii ve
striktni shodé se: (i) vSemi zdkony a pfedpisy
platnymi pro provadéni klinického hodnoceni
v€etné zdkona ¢&. 378/2007 Sb. o Iécivech,
zakona €. 372/2011 Sb. o zdravotnich sluzbach,
vyhlasky €. 226/2008 Sb. o spravné klinické praxi
a blizSich podminkach klinického hodnoceni
IéCivych pfipravki (i) vSemi obecné pfijimanymi
standardy spravné klinické praxe v€etné (mimo
jiné) aktualné Platnych postupl Spravné klinické
Mezinarodni  konference  pro
harmonizaci, (iii) zakony tykajicimi se ochrany
Udaji a soukromi udaju vcéetné zakona ¢.
101/2000 Sb. o ochrané osobnich udajd, a (iv)
dalSimi Platnymi zakony a predpisy

souhlasi,

praxe z

vSemi
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101/2000 Coll., on data protection, and (iv) any
other applicable law and regulations (collectively,
the “Applicable Regulatory Requirements”).
The Investigator in cooperation with PSI, shall
ensure that all Study Personnel are trained in
good clinical practice and all aspects of the
Protocol.

1.3 Study Subjects

(@) The Institution, via the Investigator, shall
ensure that the rights and welfare of the Study
Subjects are protected, and that the Investigator
shall conduct the Study in accordance with the
ethical principles of the World Medical
Association Declaration of Helsinki (as amended
from time to time). A “Study Subject” is an
individual taking part in the Study to whom the
Investigational Medicinal Product is
administered, or takes part in the Study as a
control person.

(b) The estimated number of subjects to be
enrolled by the Investigator is ‘ Detailed
criteria of subjects to be enrolled in the Study are
provided in the Protocol. PSI reserves the right to
unilaterally reduce or increase the number of
Study Subjects upon written notice to the
Investigator at any time and with immediate
effect.

1.4 Clinical Supplies

(a) PSI agrees to provide the investigational
medicinal product, including the Study Drug and
comparator at no cost to the Institution or the
Investigator in amounts sufficient for the conduct
of the Study, as well as certain equipment and
materials to be determined by PSI at its sole
discretion (the “Study Supplies”). Unless stated
otherwise in the Fee and Payment Schedule (as
defined below), all drugs used as supporting
therapy will be provided by the Institution. The
costs for drugs used as supporting therapy
provided by the Institution will be reimbursed by
PSI on behalf of Sponsor if and to the extent
provided by the Fee and Payment Schedule. All
drugs used as supporting therapy and/or
comparators and the Study Drug are hereinafter
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(souhrnné ,Platné regulaéni pozadavky").
Hlavni zkouSejici, ve spolupraci s PSI zajisti, aby
byli ¢lenové Studijniho personalu
vySkoleni ve spravné klinické praxi a ve vSech
aspektech Protokolu.

vSichni

1.3 Subjekty Studie

(a) prostfednictvim
Hlavniho zkouS$ejiciho zajisti, aby byla chranéna
prava a zdravi Subjektl studie, a ze Hlavni

Zdravotnické zafizeni

zkouSejici bude Studii provadét v souladu
s etickymi  zasadami  Helsinské Deklarace
Svétového Iékafského sdruzeni (v platném

znéni). ,Subjektem studie“ se rozumi osoba,
ktera se ucCastni Studie a které byl podan
Hodnoceny légivy pfipravek, nebo ktera se
ucastni Studie jako kontrolni osoba.

(b) Predpokladany pocet Subjektll studie, ktefi
budou Hlavnim zkou$ejicim zafazeni do Studie,
je - Podrobna kritéria pro zafazovani
subjekt do Studie jsou uvedena v Protokolu. PSI
si vyhrazuje pravo kdykoli s okamzitou platnosti
jednostranné snizit nebo zvysit poCet Subjektu
ve Studii prostfednictvim pisemného oznameni
Hlavnimu zkou$ejicimu.

1.4 Klinicky material

(a) PSI souhlasi, Ze poskytne Zdravotnickému
zafizeni zdarma Hodnoceny Studijni €k a
komparatory (v mnozZstvi dostate€ném pro
provedeni Studie, stejné jako urcité vybaveni a
materiél, jez uréi PSI| dle svého vyhradniho
uvazeni (,Studijni material“). V3echny Iéky
pouzivané jako podplrna terapie
poskytnuty Poskytovatelem. Naklady za Iéky
pouzité jako podplrna terapie poskytnuté
Poskytovatelem budou v zastoupeni Zadavatele
proplaceny PSI, pokud jsou v
stanoveném v Rozpisu plateb a poplatkd.
Veskeré léky pouzivané jako podpurna terapie
a/nebo komparatory a Studijni Iék budou dale

budou

rozsahu

oznaCovany  jako ,Hodnoceny lécivy
pripravek®. Zdravotnické zarizeni
4/23
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collectively referred to as the “Investigational
Medicinal Product”. Immediately upon receipt of
the Investigational Medicinal Product and Study
Supplies (collectively, the “Clinical Supplies”),
the Institution shall provide PSI with an
acknowledgement of receipt. Unless stated
otherwise in writing by PSI, (i) all Investigational
Medicinal Product, until administered or
dispensed to the Study Subject during the course
of the Study, and (i) all Study Supplies are and
will remain the sole property of PSI or the
Sponsor (as the case may be).

(b) The Institution acknowledges and agrees that
the pharmacist, who is an employee of the
institution (“Pharmacist”), shall be part of the
Study Personnel. The Pharmacist, supported by
the Investigator and Study Personnel, is
responsible for handling and storage of the
Investigational Medicinal Product at Internal
Clinic of Hematology of the Institution, including
but not limited to acceptance, maintenance,
storage and dispensing in accordance with the
Protocol, Applicable Regulatory Requirements,
especially in accordance with § 19, Art. 1 d) Act
No. 226/2008 Coll., as amended, and in
accordance with regulation of SUKL LEK-12 and
in the manner outlined in the Protocol and any
additional documents provided by PSI and/or the
Sponsor. The remuneration of the Pharmacist
shall be governed by the separate agreement to
be concluded between PSI and the Pharmacist.
The Institution agrees that the Investigator shall
use the Clinical Supplies solely for the purpose of
conducting the Study in accordance with the
Protocol and for no other purpose, and the
Institution agrees that the Investigator shall not
transfer the Clinical Supplies to any third parties.
The Investigator and/or Pharmacist shall be
responsible to PSI and the Sponsor for the
Clinical Supplies entrusted to them and shall
notify PSI immediately in writing, if any Clinical
Supplies are lost, damaged or destroyed.

(c) Upon completion or termination of the Study
or at PSl's request, the Institution, through the
Pharmacist and/or the Investigator, shall (i)
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prostfednictvim Hlavniho zkouSejiciho nebo
Farmaceuta neprodlené potvrdi PSI
Hodnoceného 1é€ivého pfipravku a Studijniho
(dale jen ~Klinicky
material®), jakmile je obdrzi. Pokud PSI pisemné
nestanovi jinak, (i) veskery Hodnoceny léCivy
pfipravek, dokud nebude v pribéhu Studie
podan nebo vydan Subjektu studie a (ii) veSkery
Studijni je a zlstane vyhradnim
majetkem PSI nebo (pfipadné&) Zadavatele.

pFijem

materialu souhrnné

material

(b) Zdravotnické zafizeni bere na védomi, ze
¢lenem Studijniho tymu bude farmaceut (dale jen
.Farmaceut®), ktery je v pracovnim poméru ke
Zdravotnickému ktery bude
zodpovédny, a bude v tom podpofen Hlavnim
zkouS$ejicim/Studijnim personalem za prevzeti
Hodnoceného léCivého pfipravku, jeho fadném
skladovani v feSitelském centru na Interni
hematologické klinice Zdravotnického zafizeni a
jeho vydej pro ucely pro ucely provadéni Studie
dle platnych regula¢nich pozadavkl, zejména
pak dle § 19, odst. 1, pism. d) vyhlasky ¢.
226/2008 Sb., v platném znéni a dle pokynu
SUKL LEK-12 a zplisobem specifikovanym
v Protokolu a dalSich dokumentech poskytnutych
PSI a/nebo Zadavatelem. Odména Farmaceuta

zafizeni, a

bude =zajisténa vramci separatni smlouvy
uzaviené mezi PSI a Farmaceutem.
Zdravotnické zafizeni souhlasi, ze Hlavni

zkousejici bude Klinicky material pouzivat pouze
za UCelem provadéni Studie v
s Protokolem a pro zadné jiné Gcely, a dale
Zdravotnické zafizeni

souladu
souhlasi, Ze Hlavni
zkouSejici nepfeda Klinicky material zadné treti
Za jim svéfeny Klinicky material
zodpovida Hlavni zkouSejici/Farmaceut PSI a
Zadavateli Studie a v pfipadé ztraty, poSkozeni
nebo zniCeni Klinického materialu neprodlené
pisemné uvédomi PSI.

strané.

(c) Pfi dokoné&eni nebo ukonceni Studie nebo na
zadost PSI, Zdravotnické
prostfednictvim Farmaceuta a/nebo Hlavniho

zafizeni
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deliver all unused Study Supplies to the address
indicated by PSI, (i) deliver any and all
Investigational Medicinal Product to the address
indicated by PSI.

1.5 Study Personnel members out of the
Internal Clinic of Hematology

(a) The Institution acknowledges and agrees that
the radiologist, who is an employee of the
Institution, shall be part of the Study Personnel.
The radiologist shall be responsible for conduct
of the Study in accordance with the Protocol. The
remuneration of the radiologist shall be governed
by the separate agreement to be concluded
between PSI and the radiologist.

(c) The Institution acknowledges and agrees that
the cardiologist, who is an employee of the
Institution, shall be part of the Study Personnel.
The cardiologist shall be responsible for conduct
of the Study in accordance with the Protocol. The
remuneration of the cardiologist shall be
governed by the separate agreement to be
concluded between PSI and the cardiologist.

1.6 Informed Consent

(a) PSI shall provide the Investigator with an
Information for the Patient and template Informed
Consent Form approved by the Sponsor and the
RA/EC (the “Informed Consent Form”) which
the investigator shall use in the Study. Changes
to the Informed Consent Form shall not be
implemented unless and until PSI is notified and,
in full agreement with the Sponsor, gives its
written approval.

(b) The Investigator shall inform each Study
Subject or the Study Subject's legal
representative that the Investigational Medicinal
Product is being used for a clinical trial, and, prior
to performing any Study-specific procedures on
the Study Subject, obtain from each Study
Subject an Informed Consent Form signed in

CTA template approved by AOP Orphan Pharmaceuticals AG on 11-DEC-2012

zkousejiciho (i) vrati veSkery nepouzity Studijni
material na adresu urCenou PSI, (ii) dorudi
veskery Hodnoceny IéC€ivy pfipravek na adresu
urenou PSI.

1.5. Clenové tymu mimo kliniku (Interni
hematologicka klinika)

(a) Zdravotnické zafizeni bere na védomi, ze
¢lenem studijniho tymu bude radiolog, ktery je
v pracovnim  poméru ke
zafizeni a ktery bude zodpovédny za provadéni

Zdravotnickému

ginnosti stanovenych mu Vv protokolu
Studie. Povinnosti  radiologa a  jeho
odména budou uvedeny a zajistény

v ramci separatni smlouvy uzaviené mezi PSI| a
radiologem.

(c) Zdravotnické zafizeni bere na védomi, ze
¢lenem studijniho tymu bude kardiolog, ktery je
v pracovnim  poméru ke
zafizeni a ktery bude zodpovédny za provadéni

Zdravotnickému

Cinnosti stanovenych mu v protokolu
Studie. Povinnosti  kardiologa a jeho
odména budou uvedeny a zajistény

v ramci separatni smlouvy uzaviené mezi PSl a
kardiologem.

1.6

(@) PSI poskytne Hlavnimu zkouSejicimu
Informace pro pacienty a vzorovy Informovany
souhlas schvéaleny Zadavatelem studie a RO/EK
(déle jen ,Informovany souhlas®), ktery Hlavni
zkouSejici pouzije pfi provadéni Studie.
V Informovaném souhlase nesmi byt provadény
Zadné zmény, pokud/dokud nebyla informovana
PSI a pokud/dokud PSI se souhlasem
Zadavatele neposkytne pisemny souhlas
s témito zménami.

Informovany souhlas

(b) Hlavni zkou$ejici poda kazdému Subjektu
studie nebo jeho zakonnému zastupci informace
o tom, ze pro klinické hodnoceni se pouziva
Hodnoceny lécCivy pfipravek, a predtim, nez u
Subjektu studie zaéne provadét jakékoli Studijni
postupy, od néj v souladu s Platnymi regulaénimi
pozadavky ziska podepsany Informovany
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accordance with the Applicable Regulatory
Requirements. The Informed Consent Form
shall be executed in two originals with one
original provided to the Study Subject and the
other placed in the Investigator onsite study file
(OSF).

1.7 Case Report Forms and Study Data

(a) PSI shall supply the forms to be used and
completed by the Investigator to document a
Study Subject’s participation in the Study (the
“Case Report Forms”). The Investigator shall
record all data generated as a result of
conducting the Study (the “Study Data”) in a
timely, accurate and complete manner in the form
described in the Protocol and shall ensure that
the Case Report Forms for each Study Subject
are duly signed and dated. To the extent the
Study requires completion of electronic Case
Report Forms, Institution and the Investigator
shall ensure that they have implemented and
maintains  appropriate  computer  security
sufficient to protect the confidentiality, integrity
and availability of such Data in accordance with
the Applicable Regulatory Requirements.

(b) The Investigator and the Institution shall take
reasonable and customary precautions to
prevent the loss or alteration of any Study Data.
The Institution and the Investigator acknowledge
and agree that the Sponsor shall own all Study
Data.

1.8 Adverse Events

The Institution agrees that the Investigator shall
immediately and fully inform the Sponsor, PSI
and, when applicable, the RA/EC of any
significant risks, adverse events or unexpected
results related to the Study, according to the
Applicable Regulatory Requirements and the
Protocol provisions.

1.9 Suspension of Study

PSI or the Sponsor may suspend the Study at
any time for any reason upon written notice,
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souhlas. Informovany souhlas bude podepsan ve
Jeden original bude
poskytnut Subjektu studie a druhy bude ulozen
Hlavniho zkousejiciho
uchovavanych ve Zdravotnickém zafizeni (OSF).

dvou vyhotovenich.

v zdznamech

1.7 Zaznamy subjektu studie a Studijni
udaje
(a) PSI doda formulare, které Hlavni zkousejici
pouzije a vyplni pro zdokumentovani ucasti
Subjektt studie ve Studii (dale jen ,Zaznamy
subjektu hodnoceni®). Hlavni zkouSejici bude
zaznamenavat veskeré udaje ziskané v priibéhu
provadéni Studie (dale jen ,Studijni udaje”)
v€as, pfesné a uplné do formulafe tak, jak je
popsano v Protokolu studie a zajisti, aby veSkeré
Zaznamy subjektu studie byly
podepsany a datovany. Vrozsahu, v jakém
Studie vyzaduje vyplfiovani elektronickych
Zaznam( subjekt( studie, zajisti Zdravotnické
zarizeni a zkouSejici  pfiméfené
pocitae postacujici k ochrané
dlvérnosti, neporusSenosti a dostupnosti téchto
Udaji  vsouladu s Platnymi  regulaénimi
pozadavky.

nalezité

Hlavni
zabezpedeni

(b) Hlavni zkousSejici a Zdravotnické zafizeni
ucini odpovidajici opatfeni, aby nedoSlo ke ztraté
nebo Zzadnych  Studijnich
Zdravotnické zafizeni a Hlavni

zméneé udaja.
zkousejici
uznavaji a souhlasi, ze Zadavatel je vlastnikem
veskerych Studijnich udaju.

1.8 Nezadouci pfihody

Zdravotnické zafizeni souhlasi, Ze Hlavni
zkousejici bude v souladu s Platnymi
regulaénimi  pozadavky a  ustanovenimi

Protokolu neprodlené informovat Zadavatele,
PSI a pfipadné RO/EK o jakychkoli vyznamnych
nezadoucich pfihodach nebo
necekanych vysledcich souvisejicich se Studii.

rizicich,

1.9 Preruseni Studie

PSI nebo Zadavatel studie mohou
prostfednictvim pisemného oznameni kdykoli

z jakéhokoli divodu Studii pferusit, pficemz toto
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which suspension shall not be deemed a material
breach of this Agreement.

1.10 Financial Disclosure

The Institution agrees that the Investigator shall
complete and to PSI the financial
disclosure document provided by PSI, which
document discloses the amounts payable to
Investigator and any financial interests, including,
but not limited to, compensation arrangements,
which the Investigator, and/or his or her family
members may have in the Sponsor and/or the
Investigational Medicinal Product. The
Investigator shall also ensure that all Study
Personnel (if applicable) complete and provide
PSI with such financial disclosure forms. Such
financial disclosure forms shall be kept updated
for a period of one (1) year after Study
completion.

return

2. COMPENSATION

(@) The compensation for the conduct of the
Study is defined in the Fee and Payment
Schedule enclosed as Appendix A. This
included in the Fee and Payment
Schedule represents the entire compensation to
Institution under this Agreement and it includes
without limitation, all work and care specified in
the Protocol, the use of the facilities and
equipment, staff costs (except remuneration of
the Investigator and the Study Personnel, which
will be exclusively governed by separate
Investigator Agreement, and except
remuneration of Pharmacist, Radiologist, and
Cardiologist, which will be exclusively governed
by separate agreements with the Pharmacist,
Radiologist and Cardiologist),
costs, overhead, third party costs, taxes, travel
and other expenses etc. The Fee and Payment
Schedule may be modified solely through prior
written consent by the parties.

amount

administrative

(b) PSI shall not make any payments for any
Study Subject who has been enrolled into the
Study in violation of the Protocol, whose CRFs
have not been completed properly or whose
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pferuSeni nebude povazovano za porusSeni této
Smiouvy.

1.10 Finanéni vykaz

Zdravotnické zafizeni souhlasi, Ze Hlavni
zkousejici vyplni a odevzda PSI finanéni vykaz
poskytnuty PSI, vnémz jsou uvedeny castky
splatné Hlavnimu zkouSejicimu a veSkeré
finanéni naroky v&etné ujednani o kompenzaci,
které Hlavni zkou$ejici a jeho rodina mohou
uplatnit va¢i Zadavateli a/nebo v souvislosti
s Hodnocenym |éCivym pfipravkem.
zkouSejici také zajisti, aby (pfipadné) tento vykaz
vyplnili i ostatni Studijni personal a odevzdali jej
PSI. Tyto finanéni vykazy budou aktualizovany
po dobu jednoho (1) roku od dokonceni Studie.

Hlavni

2. KOMPENZACE

(a) Kompenzace =za provedeni Studie je
stanovena v Rozpisu plateb pfilozeném k této
Smlouvé jako Priloha A. Tato ¢astka uvedena
v Rozpise plateb
kompenzaci

prfedstavuje  celkovou
vyplacenou Zdravotnickému
zafizeni na zakladé této Smlouvy a zahrnuje
veSkeré ukony a péci uvedenou v Protokolu,
pouZiti zafizeni a vybaveni, naklady na personal
(kromé& odmény Hlavniho zkouSejiciho a
Studijniho persondlu, ktera bude stanovena
v samostatné smlouvé s Hlavnim zkouSejicim a
kromé& odmény Farmaceuta, Radiologa, a
Kardiologa, bude stanovena
v samostatnych s Farmaceutem,
Radiologem a Kardiologem), administrativni
naklady, naklady spojené
stranami, dané a jiné vydaje, atd. Rozpis plateb
Ize ménit vyhradné na zakladé predchoziho
pisemného souhlasu smluvnich stran.

ktera
smlouvach

rezii, s tretimi

(b) PSI neprovede zadnou platbu za zadny
Subjekt studie, ktery byl zafazen do Studie
porusenim Protokolu, jehoz Zaznamy subjektu
hodnoceni nebudou fadné vyplnény nebo jehoz
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Informed Consent Forms have not been properly
executed.

3. CONFIDENTIALITY

(a) “Confidential Information”
confidential or proprietary information or data, of
whatever kind and however memorialized,
whether recorded in written, graphic, oral,
electronic or other form, that are: (a) disclosed
by or on behalf of PSI and/or the Sponsor to the
Institution, the Investigator and/or the Study
Personnel in connection with this Agreement or
(b) invented, developed or generated by the
Institution, the Investigator and/or the Study
Personnel as a result of performing the Study
under this Agreement. The Confidential
Information shall include, without limitation, the
Study, the Study Drug, the Protocol, the
Investigator's  Brochure, the Study Data,
information regarding the Sponsor, PSI and their
affiliates.  All Confidential Information shall
belong solely and exclusively to PSI or the
Sponsor, as the case may be.

means all

(b) Confidential Information does not include
information that (i) is in the public domain at the
time of its disclosure to the Institution and/or the
Investigator by PSI, the Sponsor or persons
authorized by PSI or the Sponsor, (i) was, as
evidenced by written records or other competent
proof, in the Institution’s and/or Investigator’s
possession prior to its disclosure without
obligations of confidentiality with respect thereto,
or (iii) enters the public domain as a result of a
third party’s activities, through no act or omission
by the Investigator, the Institution or any Study
Personnel.

(c) The Institution and the Investigator shall
maintain the confidentiality of the Confidential
Information and the Investigator shall ensure that
employees, agents, advisors and representatives
of the Institution and/or Investigator, including but
not limited to the Study Personnel, keep all
Confidential Information in strict confidence. The
Institution and the Investigator, including Study
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Informované nebudou fadné

podepsany.

souhlasy

3. DUVERNOST

(a) Za ,Dlvérné informace“ se povazuiji veskeré
informace nebo Udaje, at uz zaznamenané
v pisemné, grafické, ustni, elektronické nebo jiné
podobé, které jsou: (a) zpfistupnény PSI a (nebo)
Zadavatelem ¢i jejich jménem Zdravotnickému
zafizeni, Hlavnimu zkouSejicimu a (nebo)
Studijnimu  persondlu v souvislosti s touto
Smlouvou, nebo (b) vynalezeny, vyvinuty nebo
vytvofeny Zdravotnickym zafizenim, Hlavnim
zkouSejicim a (nebo) Studijnim personalem
v disledku provadéni Studie dle této Smiouvy.
Duvérné informace zahrnuji Studii, Studijni lék,
Protokol, Soubor informaci pro zkouSejiciho,
Studijni udaje, informace tykajici se Zadavatele
studie, PSI a jejich pobocek. Veskeré Davérné
informace jsou ve vyhradnim viastnictvi PSI,
popfipadé Zadavatele.

(b) Duvérné informace nezahrnuji informace,
které (i) jsou vefejné dostupné v dobé jejich
pfedani Zdravotnickému zafizeni a (nebo)
Hlavnimu zkouSejicimu PSI, Zadavatelem nebo
jimi opravnénymi osobami, (i) byly dle
pisemnych zaznami nebo jinych dikazd ve
vlastnictvi Zdravotnického zafizeni a (nebo)
Hlavniho zkouS$ejiciho pfedtim, nez jim byly
poskytnuty PSI, bez povinnosti zachovavat jejich
divérnost, nebo (iii) které se stanou vefejné
dostupnymi na zékladé €innosti tfeti strany, nikoli
na zakladé opomenuti Hlavniho zkousSejiciho,
nebo  Studijniho

Zdravotnického  zafizeni

personalu.

(c) Zdravotnické zafizeni a Hlavni zkouSejici

budou zachovavat duvérnost Duvérnych
informaci a Hlavni zkouSejici zajisti, aby
zameéstnanci, jednatelé, poradci a zastupci
Zdravotnického zafizeni a (nebo) Hlavniho
zkousejiciho  v€etné  Studijniho  personalu
zachovavali pfisnou dlvérnost Duvérnych
informaci. Zdravotnické zafizeni a Hlavni
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Personnel, agree to not disclose any Confidential
Information to any third party except as permitted
by this Agreement or use any Confidential
Information for any other purpose or exceeding
the extent required to perform the Study, except
as may be authorized by PSI’s or the Sponsor’s
prior written consent. The parties hereto
understand that the unauthorized disclosure of
the Confidential Information would be detrimental
and cause irreparable harm to PSI and/or the
Sponsor. The Investigator shall ensure that the
Study Personnel is bound by obligations of
confidentiality no less stringent than those
contained in this Article 3 and shall be liable to
PSI and the Sponsor for breach by the Study
Personnel.

(d) The foregoing obligations of confidentiality
shall not apply to the disclosure of Confidential
Information in compliance with Applicable
Regulatory Requirements or order of a court of
competent jurisdiction. In the event the
Institution, the Investigator or any Study
Personnel are compelled by an order of a court
of competent jurisdiction or based on the
Applicable Regulatory Requirements, to disclose
Confidential Information or any part thereof, the
Institution and/or the Investigator shall without
delay notify the Sponsor and PSI to this effect in
writing and the Institution and the Investigator
shall use all reasonable efforts to assist PSI or
the Sponsor in obtaining a protective order or
other remedy protecting the confidentiality of
such information required to be disclosed.

(e) The obligations of confidentiality shall survive
the expiry or earlier termination of this Agreement
by a period of ten (10) years.

4. INTELLECTUAL PROPERTY

(a) The Institution acknowledges and agrees that
the Sponsor shall have exclusive ownership
rights to all discoveries, inventions, technologies,
results, Study Data, information,
copyright work, concepts or ideas, whether or not
patentable, created, developed, conceived or
reduced to practice in connection with the

know-how,
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zkousejici souhlasi s tim, Ze nepfedaji Divérné
informace zadné treti strané s vyjimkou situaci,
ve kterych to dovoluje tato Smlouva, a Zze
nebudou pouzivat Divérné informace jinak, nez
pro Ucely provedeni Studie s vyjimkou situaci,
v nichz takové pouziti bude pisemné povoleno
PSI a (nebo) Zadavatelem studie. Smluvni strany
timto usuzuji, Ze nepovolené pfedani Duvérnych
informaci neni v jejich zajmu a mohlo by zpUsobit
nenapravitelné Skody PSI a (nebo) Zadavateli
studie. Hlavni zkouSejici zaijisti, aby Studijni
personal byl
divérnost neméné pfisnou, nez je povinnost
stanovena v tomto ¢lanku 3, a za poruseni této
povinnosti  Studijnim  personalem
odpovédni PSI a Zadavateli.

vazan povinnosti zachovavat

budou

(d) Uvedena povinnost zachovavat davérnost se
nevztahuje na predani Dlvérnych informaci
v souladu s Platnymi regulaénimi pozadavky
nebo soudnim pfikazem pfislusného soudu.
V pripadé, Ze bude Zdravotnické zafizeni, Hlavni
zkousejici nebo kterykoli ¢len  Studijniho
personalu nucen soudnim pfikazem nebo na
zakladé Platnych regulaénich pozadavk( predat

Divérné informace nebo jejich ¢ast, jsou
Zdravotnické zafizeni a (nebo) Hlavni zkousSejici
povinni  neprodlené pisemné informovat

Zadavatele a PSI a pouzit vSech dostupnych
prostfedkd, aby pomohli PSI a Zadavateli ziskat
ochranny soudni piikaz nebo jiné opatfeni
k ochrané davérnosti téchto informaci, jejichz
predani je pozadovano.

(e) Povinnost zachovavat davérnost je platna po
dobu deseti (10) let od skon&eni platnosti nebo

4. DUSEVNI VLASTNICTVi

(a) Zdravotnické zafizeni uznava a souhlasi, ze
Zadavatel bude mit vyhradni vlastnicka prava ke
vSem technologiim,
vysledkdm, Studijnim udajam, informacim, know-
how, autorskému dilu, koncepcim a napadim, at
uz patentovatelnym & nikoli, vytvofenym,
vyvinutym, vynalezenym nebo uvedenym do

objevim, vynalezim,
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conduct of the Study and/or the use of the
Investigational Medicinal Product, together with
all intellectual property rights relating thereto
(“Intellectual Property”). The Institution, via
Investigator, shall promptly disclose in writing to
PSI and the Sponsor all Intellectual Property
made by the Institution, the Investigator and/or
the Study Personnel. All Intellectual Property
and any information with respect thereto shall be
Confidential Information subject to the obligations
set forth in Article 3 of this Agreement.

(b) In compliance with Czech law the Institution
agrees to assign and hereby assigns all of its
rights, title, and interest in and to all Intellectual
Property to the Sponsor, with no further payment
or other obligation to the Institution. Upon the
Sponsor’s request, the Institution shall execute
such documents and takes such other actions as
the Sponsor deems necessary for the Sponsor to
obtain such ownership and to apply for, secure,
and maintain patent or other proprietary
protection of such Intellectual Property
exclusively on its behalf. In the event the
Sponsor is unable for any reason, after good faith
and all reasonable effort, to secure the
Institution’s or the Investigator’s signature on any
document which the Institution or the Investigator
is required to execute in accordance with the
terms of this Article 4, the Institution hereby
irrevocably designates and appoints the Sponsor
and its duly authorized officers and agents to act
for and on their behalf to execute, verify and file
any such documents with the same legal force
and effect as if executed by the Institution. To the
extent that the applicable law does not allow for
the transfer of any of the Intellectual Property
rights, the Institution hereby grants the Sponsor
an exclusive, perpetual, irrevocable, worldwide
and royalty free license, with the right to
sublicense to any third party, to use such
Intellectual Property for any purposes.
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praxe Vv souvislosti s provadénim Studie, a
(nebo) pouzivanim Hodnoceného Iégivého
pfipravku spole¢né s pravy dusevniho vlastnictvi
s nimi souvisejicimi (,Dusevni vlastnictvi®).
Zdravotnické zafizeni prostfednictvim Hlavniho
zkouSejiciho  bude  neprodlené pisemné
informovat PSI a Zadavatele o veSkerém
Du8evnim vlastnictvi vytvofeném Zdravotnickym
zafizenim, Hlavnim zkouS$ejicim a (nebo)
Studijnim  personalem. VeSkeré DuSevni
vlastnictvi a jakékoli informace s nim souvisejici
budou Duvérnymi informacemi,
vztahuji povinnosti stanovené v ¢lanku 3 této
Smilouvy.

(b)
s postoupenim a timto postupuje vSechna sva
prava, je-li to v souladu s ¢eskym pravem, na
DuSevni vlastnictvi Zadavateli bez naroku na
jakeékoli plnéni ze strany
Zadavatele. Na zakladé z&dosti Zadavatele
podepise zarizeni
dokumenty a pfijme takova opatreni, ktera bude
Zadavatel povazovat za nutna, aby Zadavateli
vyhradné jeho jménem pomohli toto vlastnictvi
ziskat, zaZadat o patent nebo jinou majetkovou
ochranu takového duSevniho
zajitovat je a udrzovat v platnosti. V pfipadé, Ze
Zadavatel neni zjakéhokoli divodu schopen
v dobré vife a po vynaloZeni pfiméfeného usili
zajistit podpis Zdravotnického zafizeni nebo
Hlavniho zkou&ejiciho na nékterém dokumentu,
jehoz podepsani Zdravotnickym zafizenim nebo
Hlavnim zkou$ejicim je vyZadovano v souladu
s podminkami tohoto Clanku 4, Zdravotnické
zafizeni timto neodvolatelné urCuje Zadavatele a
jeho fadné autorizované funkcionare a zastupce,
aby jednali za Zdravotnické zafizeni a jeho
jménem a podepisovali, ovéfovali a archivovali
takové dokumenty se stejnou pravni platnosti a
jako  kdyby byly podepsany
Zdravotnickym zafizenim. V rozsahu, ve kterém
platné zakony nedovoluji

na néz se

Zdravotnické zarizeni souhlasi

dalsi finanéni

Zdravotnické takoveé

vlastnictvi,

ucinnosti,

pfevod prav na
DusSevni vlastnictvi, Zdravotnické zarizeni timto
udéluje  Zadavateli  vyhradni
neodvolatelné bezplatné opravnéni uzivat toto
DusSevni vlastnictvi k jakymkoli u€elim platné po

neomezené
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5. PUBLICATION AND PUBLICITY
5.1 Publication

(a) The Institution acknowledges that the Study is
part of a multicenter trial and as such may not
publish prior to the multicenter publication and in
the event there is no multicenter publication after
twenty four (24) months of Study end.
Publications and presentations derived from the
Study should include input from the Investigator,
his/her colleagues, other investigators in this
Study, and the Sponsor personnel. Such input
should be reflected in publication authorship and
agreement regarding order of authors should be
established before writing a manuscript and will
be consistent with generally accepted scientific

standards. The investigators interested in
participating in, presenting, and/or writing a
manuscript should contact the Sponsor.

Selection of authors will be governed by the
Sponsor, based on the individual contribution to
the Study.

(b) The Institution and Investigator shall ensure
that at least sixty (60) days prior to submitting or
presenting a manuscript or other material relating
to the Study to a publisher, reviewer, or another
outside person, the Institution shall provide to the
Sponsor a copy of all such manuscripts and
materials and allow the Sponsor sixty (60) days
to review and comment on them. The Institution
shall delete all references to the Sponsor’s
Confidential Information in any paper or
presentation, and at the Sponsor’s request, delay
such publication for up to 45 days in order to
permit the Sponsor to delete any reference to
Sponsor's Confidential Information and/or to
obtain appropriate intellectual property protection
on any Confidential Information contained in the
Publication.
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celém svété a s pravem udélit toto opravnéni treti
strané.

5. PUBLIKACE A PROPAGACE
5.1 Publikace

(a) Zdravotnické zafizeni uznava, ze Studie je
soucasti multicentrického klinického hodnoceni a
z tohoto dlvodu jim neni dovoleno publikovat
vysledky pfedtim, budou
vysledky celého multicentrického hodnoceni a
v pfipadé, Ze vysledky multicentrického
hodnoceni  uvefejnény  nebudou,
Zdravotnické zafizeni Hlavni zkousejici
uverejnit vysledky studie po dobu dvaceti Ctyf
(24) mésicl od skonceni Studie. Publikace a
prezentace vyplyvajici ze Studie by mély
zahrnovat vstup od Hlavniho zkousejiciho, jeho
kolegli, ostatnich zkouSejicich v této Studii a
zaméstnancl Zadavatele. Tento vstup by mél byt
zohlednén v autorstvi publikace a pfed napsanim
rukopisu by méla byt uzaviena dohoda o poradi
autorl dle vSeobecné pfijimanych védeckych
standardd. ZkouS$ejici, ktefi maji zajem o Ucast,
prezentaci a (nebo) napsani rukopisu by méli
kontaktovat Zadavatele. Autory vybere Zadavatel
studie v zavislosti na individualnim podilu na
Studii.

nez uvefejnény

nesmi
ani

(b) Nejméné Sedesat (60) dnu pred predlozenim
nebo prezentaci rukopisu nebo jiného materialu
tykajiciho se Studie vydavateli, recenzentovi
nebo jiné externi osobé poskytne Zdravotnické
zafizeni Zadavateli kopii vSech téchto rukopist a
materiald a poskytne Zadavateli Sedesat (60)
dnd na jejich revizi a komentaf. Zdravotnické
zafizeni ze vSech referatid nebo prezentaci
odstrani veskeré odkazy na D(vérné informace
Zadavatele a na zadost Zadavatele odlozi
uverejnéni az o 45 dnl, aby tak umoznili
Zadavateli studie odstranit veskeré odkazy na
Dlvérné informace Zadavatele a (nebo) ziskat
ochranu  DuSevniho
vztahujici se na veSkeré DU(vérné informace
obsazené v publikaci.

prisluSnou vlastnictvi
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5.2 Publicity

The Institution shall not use PSI's or the
Sponsor's name, the names of any of their
employees, symbols, or trademarks in any
advertising, sales promotional material, or press
release without the prior written permission of
PSI or the Sponsor, as applicable, except to the
extent such disclosure is required to comply with
the Applicable Regulatory Requirements.

6. INDEMNIFICATIONS, NOTIFICATION OF
CLAIMS AND INSURANCE

6.1 PSI’s Indemnity Obligations

PSI expressly disclaims any and all liability
whatsoever in connection with the Sponsor Drug
and the Protocol, except to the extent that such
liability arises from PSI's negligent act or
omission, a willful misconduct, or PSI’s breach of
this Agreement.

6.2 Notification of Claims

The Institution shall immediately serve a notice in
writing to PSI and the Sponsor about any claim
or legal proceedings related to the Study against
the Institution, the Investigator, the Study
Personnel or other employees hereunder in
connection with the Study. The Institution and the
Investigator shall fully cooperate in all reasonable
aspects upon request and on behalf of PSI and/or
the Sponsor in the defense against these claims
or lawsuits.

6.3 Insurance

(a) PSI shall ensure that the Sponsor executes
the mandatory clinical trial insurance, as required
by the Applicable Regulatory Requirements.

(b) The Institution shall subscribe to and maintain
insurance of liability for damages caused to
citizens while providing health care to them
pursuant to § 45 (2n) of the Act No. 372/2011
Coll., on Medical Services. The insurance has
been taken out to the extent as provided by law
and does not include specific insurance of liability
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5.2 Propagace

Zdravotnické zafizeni nebude pouzivat nazev
spole¢nosti PSI ani Zadavatele, jména jejich
zaméstnancl, symboly ani ochranné znamky
v zadnych reklamnich, prodejné propagacnich
materialech tiskovych bez
pfedchoziho pisemného souhlasu PSI nebo
Zadavatele, kromé pfipadl, kdy je takové
zpfistupnéni vyzadovano =z dlivodu vyhovéni
Platnym regula¢nim pozadavkim.

ani zpravach

6. ZPROSTENi ODPOVEDOSTI,

OZNAMENi NAROKU A POJISTENI
6.1 Zavazky PSI o odSkodnéni

PSI vyslovné odmitd jakoukoli odpovédnost
jakkoli spojenou s Hodnocenym pfipravkem a

Protokolem s vyjimkou toho, Zze takova
odpovédnost vznikne nedbalym chovanim,
zanedbanim, Umyslnym  zneuzitim  nebo

porusenim této Smlouvy ze strany PSI.
6.2 Oznameni naroku

Zdravotnické zafizeni se timto zavazuje, Ze
okamzité zaSle PSI a Zadavateli pisemné
oznameni o kazdém naroku nebo soudnim fizeni
vzneseném nebo vedeném proti Zdravotnickému
zafizeni, Hlavnimu zkouSejicimu, Studijnimu
nebo zameéstnancum
v souvislosti se Studii. Zdravotnické zafizeni a

personalu jinym
Hlavni zkousSejici budou pIné spolupracovat ve
vSech pfislusnych aspektech na pozadani a
jménem PSI a (nebo) Zadavatele pfi obhajobé
proti témto narokdm a pfi soudnich pfich.

6.3 Pojisténi
(a) PSI zajisti, aby Zadavatel uzavfel a udrzoval

pojisténi klinického hodnoceni dle Platnych
regula¢nich pozadavkd.

(b) Zdravotnické zafizeni uzavie a bude
udrzovat pojisténi odpovédnosti
zpusobenou ob¢anum pfi poskytovani zdravotni
péce podle § 45 odst. 2 (n) zakona &. 372/2011
Sh., o zdravotnich sluzbach. Toto pojisténi je
uzavieno v zakonem pozadovaném rozsahu a

neobsahuje pojisténi odpovédnosti za Skodu

za Skodu
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for damages caused as a direct consequence of
the Study conduct. Pursuant to § 45 (2n) of the
Act No. 372/2011 Coll., the insurance must cover
the whole period for which the Institution provides
health care. The Institution shall provide
evidence of such insurance upon request by PSI
or the Sponsor.

7. INSPECTIONS, AUDITS, MONITORING
AND RECORDS

7.1 Regulatory Inspections

The Institution shall promptly notify PSI of any
regulatory inspections or investigations relating
to the Study by the Czech or any other foreign
regulatory agency (including the US FDA) of
which it becomes aware. PSI, the Sponsor and
their respective representative shall have the
right to be present at any such inspections or
investigations and shall have the right to
previously provide, review, and comment on any
responses that may be required. The
Investigator shall render all possible assistance
to such authorities in conducting such
inspections and investigations.

7.2 Audit and Monitoring by PSI and
Sponsor

(a) PSI, the Sponsor and their representatives
may audit, monitor and/or meet with the
Investigator and the Study Personnel at the
Institution during normal business hours and with
reasonable frequency for audits and visits to
monitor the progress of the Study and review
Study records, documents, information, data, and
materials (including the Study Data). The
Investigator shall assist PSI, the Sponsor and
their representative(s) in scheduling such visits.

(b) PSI, Sponsor and their representative(s) shall
be entitled to (i) examine and inspect the facilities
required for the performance of the Study; and (ii)
inspect source documents, as well as (iii) inspect,
correct and copy all Study Data (including,
without limitation, Case Report Forms, original
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zpusobenou pfi provadeéni klinického hodnoceni.
Dle § 45 odst. 2 (n) zakona €. 372/2011 Sb., musi
byt pojisténi uzavieno po celou dobu, po kterou
zdravotnické zafizeni poskytuje zdravotni péci.
predlozi PSI
potvrzeni o uzavieni tohoto pojisténi.

Na zadost nebo Zadavateli

7.  KONTROLY, AUDITY, MONITOROVANI
A ZAZNAMY

7.1 Regulaéni kontroly

Zdravotnické zafizeni PSI neprodlené oznami
kazdou regulacni kontrolu nebo Setfeni tykajici
se Studie, kterou provadi ¢esky nebo kterykoli
jiny regula¢ni ufad (v&etné americké FDA) a o niz
se dozvédi. PSI, Zadavatel a jejich zastupci
budou mit pravo byt pfitomni u takovych kontrol
a Setfeni a budou mit pravo prednostné
poskytovat, revidovat a komentovat veSkeré
odpovédi, byt pozadovany.
Zdravotnické zafizeni poskytne témto uradlim pfi
vykonu téchto kontrol a Setfeni veSkerou moznou
pomoc.

které mohou

7.2 Audit a monitorovani provadéné PSI a
Zadavatelem

(a) PSI, Zadavatel a jejich zastupci mohou
provadét audit u Hlavniho zkouSejiciho a
Studijniho personalu, monitorovat je a (nebo) se
S nimi
béhem bézné pracovni doby a s pfiméfenou

setkavat ve Zdravotnickém zafizeni

Getnosti auditl a navstév za Ucelem
monitorovani  postupu Studie a kontroly
zaznamu, dokumentl, informaci, udaju a

materiald Studie (vC€etné Studijnich uadaju).
Hlavni zkou3ejici bude PSI, Zadavateli a jejich
zastupcim napomahat pfi ¢asovém planovani
téchto navstév.

(b) PSI, Zadavatel a jejich zastupci budou mit
pravo (i) proveéfit prostory
pozadované pro vykon Studie; (ii) zkontrolovat
zdrojové dokumenty, a rovnéz (iii) zkontrolovat,
opravit a kopirovat vSechny Studijni udaje
(v€etné - mimo jiné - puvodnich zprav o

a zkontrolovat
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reports of laboratory tests and examination
findings, and all other notes, charts, reports, or
memoranda related to the Study Subjects or to
the conduct of the Study), which PSI and the
Sponsor are authorized to access by the signed
Informed Consent Form, and/or the Applicable
Regulatory Requirements. The Institution and/or
the Investigator shall cooperate with PSI and the
Sponsor during audits and the Investigator shall
cooperate during monitoring visits and in the
resolution of any questions regarding the Study
Data.

7.3 Records

The Institution, via Investigator, shall maintain
accurate, complete and current records of all
Study Data which shall include the Case Report
Forms (or equivalent electronic data) as well as
relevant source documents, any other essential
documents or materials generated for the Study,
as required by the Protocol, ICH GCP, the
Applicable Regulatory Requirements and PSl's
and the Sponsor’s instructions (the "Records").
The Institution shall keep all the Records in a safe
and secure location for a period of fifteen (15)
years after completion of the Study or the period
required by the Applicable Regulatory
Requirements, whichever is longer. The
Institution shall ensure that no Records are
destroyed without the prior written approval of
PSI or the Sponsor.

8. TERM AND TERMINATION
8.1 Term

This Agreement shall commence as of the
Effective Date and shall expire upon the latest of:
(a) completion of the Study; (b) PSI's receipt and
acceptance of the Study Data and documentation
as provided in the Protocol; or (c) PSI's payment
of the fees contemplated to be paid under Article
2 of this Agreement.
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laboratornich zkouskach a nalezech vySetfeni a
v8ech ostatnich poznamek, grafl, zprav nebo
zaznamu tykajicich se Subjektl studie nebo
provadéni Studie), které PS| a Zadavatel maji
pravo znat dle podepsaného Informovaného
souhlasu a (nebo) Platnych regulacnich
pozadavku. Zdravotnické zafizeni a/nebo Hlavni
bude spolupracovat se PSI a
Zadavatelem béhem audit a Hlavni zkousejici
pak béhem monitorovacich navstév a pfi feSeni
vSech otazek tykajicich se Studijnich udaj.

zkousejici

7.3 Zaznamy

Zdravotnické zafizeni prostfednictvim Hlavniho
zkouSejiciho povede presné, uplné a aktualni
zaznamy o vSech Studijnich udajich, které budou
zahrnovat Zaznamy subjektll hodnoceni (nebo
odpovidajici udaje v elektronické podobé) jakoz i
pfislusné zdrojové dokumenty, jakékoli dalSi
nezbytné dokumenty nebo materialy vytvorené
pro Studii dle pozadavk( Protokolu, ICH GCP,
Platnych regulaénich pozadavkl a pokyn( PSI a
Zadavatele (dale jen ,Zaznamy*). Zdravotnické
bude Zaznamy
bezpetném a zabezpelenim misté po dobu
patnacti (15) let od dokon&eni Studie nebo po

zafizeni uchovavat na

dobu poZadovanou Platnymi regulaénimi
pozadavky (kterakoli doba bude delSi).
Zdravotnické  zafizeni  zajisti, aby bez
pfedchoziho pisemného povoleni PSI nebo
Zadavatele nedoSlo ke zni€eni Zadnych
Zaznamd.

8. DOBA TRVANi A UKONCENI
8.1 Doba trvani

Tato Smlouva zadina platit k Datu ucinnosti a
kon¢i tehdy, kdy nastane
z nasledujicich situaci: (a) dokon&eni Studie; (b)
obdrzeni a akceptace Studijnich ddaji a
dokumentace PSI dle Protokolu a (c) zaplaceni
vSech poplatkt PSI, které maji byt zaplaceny dle
Clanku 2 této Smlouvy.

nejpozdé;si
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8.2 Termination by PSI

Throughout the course of this Agreement, PSI, in
consultation with the Sponsor, reserves the right
at any time upon written notice to the Institution
and the Investigator to: (i) instruct the Investigator
to discontinue recruiting Study Subjects; (ii)
terminate this Agreement with immediate effect if
the Institution is in material breach of this
Agreement; (iii) terminate this Agreement with
immediate effect if the Investigational Medicinal
Product or continuation of the Study presents an
unreasonable medical risk to the Study Subjects;
or if there are efficacy concerns; (iv) terminate
this Agreement with immediate effect if Study is
terminated or suspended or if the clinical trial
agreement with the Sponsor is terminated, and
(v) terminate this Agreement without cause with
a notice period of thirty (30) calendar days.

8.3 Termination by Institution

The Institution may terminate this Agreement: (i)
if PSI materially breaches this Agreement and
fails to cure such breach within thirty (30)
calendar days from the receipt of written notice
from the Institution, or (i) if the Institution in good
faith believes that the continuation of the Study
presents an unreasonable medical risk to the
Study Subjects; or (iii) upon seventy-five (75)
calendar days written notice to the other parties.

In the event that the Investigator will be unable
for objective reasons to perform his obligations
under this Agreement, the contracting parties
shall cooperate in order to find another suitable
Investigator. In this case, an amendment to this
Agreement shall be signed.

8.4  Survival

Articles 1.4 b) and c), 1.7, 3 through 7, 8.4, 9, 10
and 11 shall survive any termination or expiration
of this Agreement
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8.2 Ukonéeni ze strany PSI

Béhem existence této Smlouvy, si PSI na
zakladé konzultace se Zadavatelem vyhrazuje
pravo kdykoli: (i) vydat pokyn
zkousejicimu, aby pferusil nabor Subjektl studie;
(ii) s okamzitou platnosti ukoncit tuto Smlouvu
v pfipadé jejiho  poruSeni  Zdravotnickym
zafizenim; (iii) s okamzitou platnosti ukondit tuto
Smlouvu, pokud by Hodnoceny léCivy pfipravek
nebo pokraCovani ve Studii predstavovalo
nepfiméfené riziko pro Subjekty studie; (iv)
s okamzitou platnosti ukonéit tuto Smlouvu,
pokud bude Studie ukonéena nebo prerusena
anebo pokud bude se Zadavatelem ukoncena
Smlouva o provedeni klinického hodnoceni a (v)
ukonéit tuto Smlouvu bez uvedeni davodu
s vypovédni lhdtou tficeti (30) kalendafnich dnu.

Hlavnimu

8.3 Ukon¢€eni ze strany Zdravotnického
zarizeni

Zdravotnické zafizeni mize ukonéit tuto
Smlouvu: (i) pokud PSI podstatné poruSuje tuto
Smlouvu a toto poruseni nenapravi do fficeti (30)
kalendafnich dni od obdrzeni pisemného
oznameni od Zdravotnického zafizeni; nebo (ii)
pokud je Zdravotnické zafizeni v dobré vife
presvéd&eno, Ze pokracovani Studie pfedstavuje
pro Subjekty Studie nepfimérené IékaFskeé riziko;
nebo (iii) na z&kladé pisemného oznameni
ostatnim Smluvnim stranam s vypovédni lhitou

sedmdesat pét (75) kalendarnich dnu.

V pfipadé, ze Hlavni zkouSejici nebude moci
z objektivnich pfi€in vykonavat své povinnosti dle
této Smlouvy, Smluvni strany vyvinou soucinnost
jiného
zkousejiciho. V tomto pfipadé bude podepsan
dodatek k této smlouvé.

za ucelem nalezeni vhodného

8.4 Platnost po ukonc¢eni

Clanky 1.4 b)ac), 1.7,3a27, 84,9, 10 a 11
budou platit i po vypovézeni nebo skonceni
platnosti této Smlouvy.
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9. NON-DEBARMENT

The Institution represents that neither the
Institution nor the Investigator nor any of the
Study Personnel has been debarred or
suspended to participate in clinical research by
any competent authority or agency in the Czech
Republic or abroad (including the US FDA), and
that it shall not make use of, nor involve in this
Study any person or organization which is or has
been debarred, suspended or disqualified by any
regulatory authority to participate in clinical
research. In the event the Institution or the
Investigator or any person or organization
involved in the Study is or becomes debarred
during the Study, the Institution shall notify PSI in
writing about this fact within five (5) days after
having learnt of it.

10. DATA TRANSFER

Both prior to and during the course of the Study,
the Investigator and the Study Personnel staff
may provide PSI and/or the Sponsor with
personal data. Such data may include names,
contact information, bank account,
experience, qualifications, publications,
resumés, educational background, performance
information, facilities, staff capabilities, and other
information relating to the Study (the “Personal
Data”). The Institution acknowledges that the
Investigator and the Study Personnel consent to
the processing (including use, disclosure or
transfer) of his/her Personal Data by PSI, the
Sponsor, their respective agents and affiliates
and governmental or regulatory agencies both in
the Czech Republic and abroad for the following
purposes (the “Purposes”): (a) the conduct of
clinical trials; (b) review by governmental or
regulatory agencies, PSI, the Sponsor and their
agents, and affiliates; (c) satisfying legal or
regulatory requirements; and, (d) storage in
databases for use in selecting investigators and
institutions for future clinical trials. The Institution
also agrees that the Investigator and the Study

work
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9. NEVYLOUCENI

Zdravotnické zafizeni
Hlavnimu zkou$ejicimu ani Personalu Studie
nebyla pozastavena

v klinickém vyzkumu Zadnymi Ceskymi
zahrani¢nimi regulacnimi a kontrolnimi dfady
(v€etné americké FDA) a Ze nevyuziji ani do této
Studie nezapoji zadnou osobu ani organizaci,
které je nebo byla nékterym regulaénim organem
zakazana nebo pozastavena ucast na klinickém
vyzkumu byla  prohlasena
nezplsobilou k UCasti na klinickém vyzkumu.
V pfipadé, Zze by Zdravotnické zafizeni nebo
Hlavni jakakoli osoba nebo
organizace Ucastnici se Studie méla byt nebo
byla vylou¢ena bé&hem Studie, Zdravotnické
zafizeni oznami tuto skutecnost PSI,
pisemné do péti (5) dnl poté, co se o této
skutecnosti dozvi.

potvrzuje, ze jemu,

zakazana ani ucast

ani

nebo  ktera

zkousejici  Ci

a to

10. PREDAVANI UDAJU

Pfed i vprabéhu Studie mize byt Hlavni
zkousejici a Studijni personal pozadan o
poskytnuti osobnich uddaja PSI a (nebo)

Zadavateli. Tyto udaje mohou zahrnovat jména,
kontaktni udaje, €isla bankovnich uéta, pracovni

zkuSenosti a profesni kvalifikaci, publikace,
Zivotopisy a informace o vzdélani, informace
souvisejici s vykonem profese, dovednosti,
zplsobilost persondlu a jiné informace

souvisejici se Studii (dale jen ,Osobni udaje“).
Zdravotnické zafizeni timto bere na védomi, Ze
Hlavni zkou$ejici a Studijni personal timto
souhlasi se zpracovanim (v€etné& pouziti,
poskytnuti a pfedani) svych Osobnich udaju PSI,
Zadavatelem jejich jednateli a
pobockami a Ceskymi i zahrani¢nimi statnimi
nebo regulaénimi ufady pro nasledujici ucely
(dale jen ,Ugely"): (a) provadéni Kklinickych
hodnoceni, (b)
regulacnimi ufady, PSI, Zadavatelem studie,
jejich zastupci a pfidruzenymi spolenostmi, (c)
splnéni zakonnych nebo regulaénich pozadavki
a (d) uchovani v databazi za u€elem vybéru
Zkousejicich pro budouci klinicka hodnoceni.

studie a

kontrola statnimi  nebo
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Personnel may transfer their Personal Data
abroad, even if such personal data is transferred
to third countries which do not ensure at least the
same level of personal data protection in its
territory as that in force in the territory of the
European Union are not recognized by the EU
Commission. The Institution agrees that the
Investigator and all Study Personnel have
consented to the processing of their Personal
Data for the Purposes, including the transfer to
third counties, and the Institution shall notify PSI
immediately if such consent has been withdrawn.

11. MISCELLANEOUS

(a) This Agreement shall be governed by Czech
law.

(b) If any provision(s) of this Agreement shall be
declared invalid or unenforceable by a court of
competent jurisdiction, such determination shall
not affect the remaining provisions of this
Agreement which shall remain in full force and
effect. The parties hereto shall however attempt
to replace the provision(s) declared invalid as
aforesaid with legally valid provision(s) which
reflect(s) the same purpose of the invalid
provision(s) to the greatest extent possible.

(c) Nothing contained in this Agreement shall be
construed to imply a joint venture, employment,
partnership, or principal agent relationship
between the parties hereto; and neither party
hereto by virtue of this Agreement shall have the
right, power or authority to act or create any
obligation, express or implied, on behalf of the
other party. Notwithstanding the foregoing, PSI
affrms that it has, through a contractual
agreement with the Sponsor, all rights necessary
to enter into and perform this Agreement.

(d) If there is a discrepancy between the English
and the Czech versions of this Agreement, the
actual intention of the parties shall be established
by a good faith interpretation considering both
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Zdravotniské zafizeni dale souhlasi, ze Hlavni
zkousejici a Studijni personal pfedaji své Osobni
udaje mimo Ceskou republiku, i kdyZ budou tyto
Osobni udaje pfedany do tfetich zemi, které
nezajistuji stejnou udrovenn ochrany osobnich
Gdaju na svém Uzemi, jako ktera plati na uzemi
Evropské unie. Zdravotnické zafizeni souhlasi,
Ze Hlavni zkouS$ejici a vSichni Elenové Studijniho
personalu souhlasi se zpracovanim svych
Osobnich udaja pro Ugely véetn& predani do
tretich zemi bude
neprodlené informovat PSI, pokud bude tento
souhlas zrusen.

a Zdravotnické zafizeni

11. RUZNE

(a) Tato Smlouva se uzavira podle Platnych
zakont Ceské republiky.

(b) Pokud bude nékteré ustanoveni této Smlouvy
prohlaSeno pfislusnym soudem za neplatné
nebo nevymahatelné, nebude mit toto rozhodnuti
vliv na zbyvajici ustanoveni této Smlouvy a tato
zbyvajici ustanoveni zlstavaji v plné platnosti.
Smluvni nahradit
ustanoveni prohlasené za neplatné ustanovenim
platnym, které pini stejny ucel jako neplatné
ustanoveni v co nejvét§im mozném rozsahu.

strany se vSak pokusi

(c) Na zakladé Zadné skute€nosti obsaZené
v této Smlouvé neni mozné interpretovat vztah
mezi Smluvnimi stranami jako spole¢ny podnik,
vztah
partnerstvi
podfizeného a zaroverni zadné ze Smluvnich
stran nezaklada tato Smlouva pravo, pravomoc
nebo opravnéni nebo vytvaret
jménem ostatnich stran jakékoli povinnosti, at' jiz
vyslovné nebo nepfimo vyjadfené. Bez ohledu
na vySe uvedené PSI| potvrzuje, Z2e ma na
zakladé smlouvy uzaviené se Zadavatelem
vesSkera prava nutna k uzavieni a plnéni této
Smiouvy.

zameéstnance a zaméstnavatele,

nebo vztah nadfizeného a

vykonavat

(d) V pfipadé rozporu mezi anglickou a ¢eskou
verzi této Smlouvy bude prokazan skuteCny
zdjem Smluvnich stran vykladanim této Smlouvy
v dobré vife pfi zvazeni obou verzi. V pfipade, ze
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versions. In case a discrepancy cannot be
resolved by such interpretation, the Czech
version shall prevail.

(e) Any disputes arising out or in connection with
this Agreement shall finally be settled in
accordance with the Czech Republic law and
shall be settled and finally decided by the courts
in the Czech Republic.

() This Agreement shall be governed by Czech
law. The contracting parties shall endeavor to
resolve any disputes amicably by good faith
negotiations. If the dispute cannot be resolved
within 30 days, then the dispute shall be deferred
to the competent courts in the Czech Republic.
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rozpor nebude moci byt vyfeSen pomoci tohoto
vykladu, bude uréujici Ceska verze.

(e) Jakékoli spory vzniklé v souvislosti s touto
Smlouvou budou feSeny v souladu s platnymi
zakony Ceské republiky a budou projednavany a
rozhodovany soudy Ceské republiky.

(f) Tato Smlouva se uzavira podle Platnych
zakonu Ceské republiky. Smluvni strany vyvinou
maximalni usili k vyfeSeni pfipadnych sporl
vzniklych z této Smlouvy do 30 dnu. Pokud by
takovy spor nemohl byt vyfeSen v této |haté, pak
0 ném budou s konec¢nou platnosti rozhodovat
prisludné soudy Ceské republiky.
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This Agreement has been executed in three

originals, one for each party and one for the

Tato Smlouva byla vypracovana ve tfech

vyhotovenich, kdy kazda ze smluvnich stran a

Investigator. Hlavni zkouSejici obdrzi jedno.

Institution: Fakultni nemocnice Kralovské Zdravotnické =zafizeni: Fakultni nemocnice
Vinohrady (University Hospital Kralovské Kralovské Vinohrady

Vinohrady)

Name: Andrea Vrbovska, MD, MBA Jméno: MUDr. Andrea Vrbovska, MBA

Title: Director Funkce: Reditelka

DATED this day of , 2016 DATUM (den) (mésic), 2016

Statement of Investigator:

| have read this Agreement and | understand and
accept the terms and conditions relating to my
performance as the Investigator. | agree also
that I shall ensure that all Co-Investigators and
Study Personnel members shall be informed of
their obligations under this Agreement.

Prohlaseni Hlavni zkousejici:

Precetla jsem si tuto Smlouvu a porozuméla ji a
pfijimédm podminky a ustanoveni, které se
vztahuji k mé Cinnosti jakozto Hlavni zkouS$ejici.
Dale souhlasim s tim, Ze zajistim, aby vSichni
¢lenové Studijniho personalu byli informovani o
svych povinnostech vyplyvajicich z této Smlouvy.

name: [N

DATED this day of , 2016

PSI: PSI CRO Czech Republic s. r. 0.

smeno: | N

DATUM (den) (mésic), 2016

PSI: PSI CRO Czech Republic s. r. o.

Name: Petr Vaculik, MD
Title: Country Manager, by Power of Attorney

Jméno: MUDr. Petr Vaculik
Funkce: Country Manager, na zakladé plné moci

DATED this day of ,2016 DATUM (den) (mésic), 2016
Name: Petr Sedlak, PhD Jméno: PhDr. Petr Sedlak

Title: by Power of Attorney Funkce: na zakladé plné moci

DATED this day of ,2016 DATUM (den) (mésic), 2016
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APPENDIX A

Fee and Payment Schedule

I —
i r
= =

CTA template approved by AOP Orphan Pharmaceuticals AG on 11-DEC-2012 21/23
CONFIDENTIAL/DUVERNE



CONTINUATION-PV

CTA template approved by AOP Orphan Pharmaceuticals AG on 11-DEC-2012 22/23
CONFIDENTIAL/DUVERNE



CONTINUATION-PV

PRILOHA A

Rozpis plateb
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