3599-001

CLINICAL STUDY AGREEMENT

This Clinical Study Agreement (the "Agreement")
is made and entered into by and between:

Fakultni nemocnice Hradec Kralové (University
Hospital Hradec Kralové)

Registered office: Sokolska 581, 500 05, Hradec
Kralové — Novy Hradec Kralové, Represented by:
prof. Vladimir Palicka, MD. , Managing Director,

IN: 00179906, TIN: CZ001779906 (the
“Institution”)

and

|

Clinic of Neurosurgery University Hospital Hradec
Kralové, Sokolska 581, 500 05, Hradec Kralové —
Novy Hradec Kralové, Czech Republic (the
“Investigator”)

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

I Country Manager, and by [
I by Pover of Attorney (“PSI)

PREAMBLE:

WHEREAS Baxter Healthcare Corporation located
at One Baxter Parkway, Deerfield, lllinois 60015,
USA (the “Sponsor”) is conducting a clinical study
(the “Study”) of the product FS VH S/D 500 s-apr
(the “Study Drug”);

WHEREAS the Study shall be conducted in full
compliance with the Sponsor's protocol 3599-001
“A Randomised Controlled Study to Evaluate the
Efficacy and Safety of Fibrin Sealant, Vapour
Heated, Solvent/Detergent Treated (FS VH S/D
500 s-apr) Compared to DuraSeal Dural Sealant
as an Adjunct to Sutured Dural Repair in Cranial
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SMLOUVA O KLINICKEM HODNOCENI

Tato Smlouva o klinickém hodnoceni (dale jen
~Smlouva“) se sepisuje a uzavira mezi:

Fakultni nemocnici Hradec Kralové

Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, =zastoupenou prof. MUDr.
Vladimirem Palickou, CSc., dr. h. c.feditelem,
ICO: 00179906, DIC: CZ00179906 (dale jen
.Poskytovatel ”)

a

Neurochirurgicka klinika Fakultni nemocnice
Hradec Kralové, Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové, Ceska republika
(dale jen ,Hlavni zkousSejici)

a

PSI CRO Czech Republic s.r.o.,
V Parku 2343/24, 148 00 Praha 4 - Chodov,

Ceska republika, IC: 28196775, DIC:
CZ28196775, zapsana v obchodnim rejstfiku
u Méstského soudu v Praze, oddil C, vlozka

132148, zastoupena I
Country Manager, a NN -

zakladé pIné moci (“PSI”)

PREAMBULE:

VZHLEDEM KTOMU, Zze Baxter Healthcare
Corporation, se sidlem: One Baxter Parkway,
Deerfield, lllinois 60015, USA (dale jen
.Zadavatel“) provadi klinické hodnoceni (dale jen
~Studie®) pfipravku FS VH S/D 500 s-apr (dale
jen ,Studijni 1ék”);

VZHLEDEM K TOMU, Ze Studie bude provadéna
v plném souladu s Protokolem Zadavatele 3599-
001 “‘Randomizovana kontrolovana klinicka
studie hodnotici bezpe&nost a ucinnost
fibrinového tkarnového lepidla zahfatého parou
a oSetfeného rozpoustédlem/detergentem (FS VH
S/D 500 s-apr) ve srovnani s lepidlem DuraSeal
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3599-001
Surgery” and any amendments thereto (the
“Protocol”);

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 to conduct the Study, and the
Institution and the Investigator wish to conduct the
Study;

WHEREAS the Investigator agrees to act as the
principal investigator for the Study at the
Institution;

NOW, THEREFORE, in consideration of the terms
and conditions set forth herein, the parties agree
as follows:

1. SERVICES AND OBLIGATIONS

1.1 Conduct of Study

a) The Institution and the Investigator hereby
agree to conduct the Study in accordance with this
Agreement and the Protocol. The Institution and
the Investigator shall also follow PSI's and/or the
Sponsor’'s instructions as they relate to the
Institution’s and/or the Investigator's performance
under this Agreement.

b) The Study shall be conducted at Clinic of
Neurosurgery University Hospital Hradec Kralove,
Sokolska 581, 500 05, Hradec Kralové — Novy
Hradec Kralové, Czech Republic. The Institution
and the Investigator shall ensure that all
individuals and entities that perform any portion of
the Study under the Investigator's supervision (the
“Study Personnel’) conduct the Study in
accordance with the Protocol and the terms and
conditions defined in this Agreement. Further, the
Institution and the Investigator shall ensure that all
Study Personnel are trained in the Protocol and
good clinical practices.

c) The Institution and the Investigator shall
start to conduct the Study as soon as all of the
following events have occurred: (i) the Protocol
and the Study have been approved by the
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jako dopliiku kuzavfeni pfi duralni suture”

a vSemi jeho dodatky (dale jen ,Protokol®);

VZHLEDEM K TOMU, ze Zadavatel angazoval
PSI jako smluvni vyzkumnou organizaci, aby

zorganizovala a provedla Studii v Ceské
republice;
VZHLEDEM KTOMU, ze PSI si preje

na provadéni Studie angaZovat Poskytovatele a
Hlavniho zkousejiciho a Poskytovatel a Hlavni
zkousejici si pfeji provadét Studii;

VZHLEDEM KTOMU, Ze Hlavni zkouSejici
souhlasi s tim, Ze bude u Poskytovatele v ramci

Studie vykonavat ulohu hlavniho zkousejiciho;

NYNi SE PROTO pii zvazeni vzajemnych
ujednani a zavazk( uvedenych v této Smlouve,
strany dohodly nasledovné:

1. SLUZBY A POVINNOSTI

1.1 Provadéni Studie

a) Poskytovatel a Hlavni zkouSejici timto
souhlasi, Zze provedou Studii v souladu s touto
Smlouvou a Protokolem. Poskytovatel a Hlavni
zkousejici se budou téz fidit pokyny PSI a/nebo
Zadavatele tykajicimi se plnéni Poskytovatele
a/nebo Hlavniho zkou3ejiciho vyplyvajiciho pro
né z této Smilouvy.

b) Studie bude provedena na
Neurochirurgické klinice Fakultni nemocnice
Hradec Kralové, Sokolska 581, 500 05 Hradec
Kralové — Novy Hradec Kralové, Ceska republika.
Poskytovatel a Hlavni zkouSejici zajisti, aby
vSechny fyzické i pravnické osoby podilejici se na
provadéni Studie pod dohledem Hlavniho
zkousejiciho (dale jen ,Studijni personal®)
provadély Studii v souladu s Protokolem a
podminkami  stanovenymi touto
Poskytovatel a Hlavni zkouSejici dale zajisti, aby
veskery Studijni personal byl vySkolen ohledné
Protokolu a spravné klinické praxe.

Smlouvou.

c) Poskytovatel a Hlavni zkousSejici zahaji
provadéni Studie, jakmile budou spinény vSechny
nasledujici podminky: (i) Protokol a Studie byly
schvaleny pfislusnymi etickymi komisemi a
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responsible  ethics committee(s) and the
competent authority(ies); (i) the site initiation visit
at the Institution has been performed; and (iii)
Case Report Forms (as defined below) and the
Study Drug have been made available to the
Institution and/or the Investigator.

Expected duration of the Study - ||  GczcN

1.2 Regulatory Compliance of Study

a) Each party shall perform its obligations
under this Agreement with due diligence and in
strict compliance with: (i) all laws and regulations
applicable to the conduct of clinical trials including
without limitation, Act No. 378/2007 Coll., on
Pharmaceuticals, as amended, Act No. 372/2011
Coll., on Medical Services, as amended, and
Regulation No. 226/2008 Coll., Specifying the
Good Clinical Practice and Stipulating the Detailed
Conditions of the Clinical Trial; Act No. 340/2015
Coll., Contract Register Act as amended, (ii) all
generally accepted standards of good clinical
practice, including without limitation the current
Good Clinical Practices Guidelines of the
International Conference on Harmonization and
the ethical principles of the World Medical
Association Declaration of Helsinki; (iii) the
applicable laws related to data protection and data
privacy, including without limitation, Act No.
101/2000 Coll., on Personal Data Protection, as
amended (implementing the EU Data Protection
Directive 95/46/EC); and (iv) any other applicable
laws and regulations (collectively, as amended
from time to time, the “Applicable Regulatory
Requirements”).

b) Any modifications to the Protocol must be
made in accordance with the Applicable
Regulatory Requirements and approved by the
Sponsor.

1.3 Study Subjects

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. As the Study is part of a
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prislusnymi ufady, (ii) byla vykonana zahajovaci
navstéva studijniho centra a (iii) Poskytovateli
a/nebo Hlavnimu zkouSejicimu byly zpfistupnény
Zaznamy subjektd hodnoceni (definovany nize) a
Studijni lék.

Ptedpokladana délka trvani Studie — || NGz

1.2 Vyhovéni Studie regulaénim

pozadavkim

a) Kazdad ze stran bude vykonavat své
povinnosti vyplyvajici pro ni ztéto Smlouvy
s nalezitou svédomitosti a ve striktni shodé se: (i)
vSemi pravnimi predpisy platnymi pro provadéni
klinického hodnoceni vEetné zékona &. 378/2007
Sb., o IéCivech, v platném znéni, zakona ¢.
372/2011 Sb., o zdravotnich sluzbach, v platném
znéni, a vyhlasky ¢. 226/2008 Sb., o spravné
klinické praxi a blizSich podminkach klinického
hodnoceni, zakona &. 340/2015 Sb., o registru
smluv, v platném znéni, (i) vSemi obecné
pfijimanymi standardy spravné klinické praxe
v€etné (mimo jiné) aktualné Platnych postupu
Spravné klinické praxe z Mezinarodni konference
pro harmonizaci a etickymi zasadami Helsinské
deklarace Svétové Iékarské asociace, (iii)
platnymi zakony tykajicimi se ochrany udaju a
ddvérnosti udaju véetné (mimo jiné) Zakona ¢.
101/2000 Sb., o ochrané osobnich udajl
v platném znéni (implementujici Smérnici o
ochrané udaju 95/46/ES) a (iv) vSemi dalSimi
platnymi zakony a predpisy (souhrnné ,Platné
regulaéni pozadavky“ v platném znéni).

b) VeSkeré upravy Protokolu musi byt
provedeny v souladu s Platnymi regulaénimi
pozadavky a schvaleny Zadavatelem.

1.3 Subjekty hodnoceni

Predpokladany pocet pacientd, ktefi budou
Hlavnim zkou$ejicim zafazeni do Studie, je

. Podrobna kritéria pro zafazovani
subjektdl do Studie jsou uvedena v Protokolu.
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multicenter trial, PSI and the Sponsor may request
the Investigator to stop enrolment at any time.

1.4 Study Drug and Study Supplies

a) PSI agrees to provide the Study Drug at no
cost to the Institution or the Investigator in
amounts sufficient for the conduct of the Study.
PSI may also, at its sole discretion, provide
additional materials, supplies and equipment (the
“Study Supplies”). The Study Drug will be
delivered to the hospital pharmacy always in
properly packed containers determined for the
study drug and labelled in accordance with § 19
(1) (e) of Decree No. 226 Coll. on Specifying Good
Clinical Practice. The Study Drug will be supplied
to the hospital pharmacy building from Monday to
Friday from 7:00 a.m. to 2:00 p.m. Immediately
upon receipt of the Study Drug and/or any Study
Supplies, the Institution and/or the Investigator
shall provide PSI with an acknowledgement of
receipt. The Institution and the Investigator shall
maintain control of the Study Drug and the Study
Supplies (i) Applicable
Regulatory Requirements; (ii) the manner outlined
in the Protocol; and (iii) any additional documents
provided by PSI or the Sponsor related to the
technical aspects of storage (including
temperature monitoring, if applicable), preparation
and/or dispensing of the Study Drug.

in accordance with:

b) The Institution and the Investigator shall
ensure that the Study Drug and the Study Supplies
are solely used for the purpose of conducting the
Study in accordance with the Protocol and for no
other purpose. Furthermore, the Institution and the
Investigator shall ensure that the Study Drug and
the Study Supplies are not transferred to any third
parties. Unless stated otherwise in writing by PSI,
the Study Drug and the Study Supplies are and will
remain the sole property of PSI or the Sponsor (as
the case may be). The Institution and the
Investigator shall be responsible to PSI and the
Sponsor for the Study Drug and the Study
Supplies entrusted to them and shall notify PSI
immediately if any Study Drug or Study Supplies
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Sponsor approved on 27-May-2016

Vzhledem ktomu, Zze Studie je soucasti
multicentrického hodnoceni, PSl a Zadavatel
mohou kdykoli pozadovat, aby Hlavni zkouSejici
ukongil nabor pacientt do Studie.

1.4  Studijni Iék a Studijni material

a) PSI souhlasi, Zze poskytne Poskytovateli
nebo Hlavnimu zkou$ejicimu zdarma Studijni 1ék
v mnozstvi dostateéném pro provedeni Studie.
PSI mlze téz dle svého vyhradniho uvazeni
poskytnout daldi materialy, potfeby a vybaveni
(dale jen ,Studijni material®). Studijni 1€k bude
dodavan do nemocniéni Iékarny, vzdy v fadné
zabalenych obalech uréenych pro HLP a
oznaceny v souladu s ustanovenim § 19 odst 1
pism e) vyhlaSky ¢&.226/2008 Sb., o spravné
klinické praxi. Dodavky Studijniho léku se budou
uskuteCriovat v Po-Pa od 7.00 h do 14:00 h do
budovy nemocnicni Iékarny. Poskytovatel a/nebo
Hlavni zkouSejici po obdrzeni Studijniho léku
a/nebo Studijniho materialu neprodlené potvrdi
pfilem PSI. Poskytovatel a Hlavni zkousejici
budou uchovavat Studijni 1€k a Studijni material
v souladu s: (i) Platnymi regulacnimi pozadavky,
(i) zpisobem uvedenym v Protokolu a (iii) dalSimi
dokumenty poskytnutymi PSI nebo Zadavatelem,
které se tykaji technickych aspektu skladovani
(vCetné  pfipadného teploty),
pFipravy a/nebo vydeje Studijniho léku.

monitorovani

b) Poskytovatel a Hlavni zkouSejici zajisti,
aby byl Studijni Iék a Studijni material pouzivan
vyhradné pro ucely provadéni Studie v souladu
s Protokolem a za Zadnym jinym
Poskytovatel a Hlavni zkouSejici dale zaijisti, aby
Studijni Iék a Studijni material nebyl pfedan tfetim
stranam. Pokud nebude pisemné stanoveno jinak
PSI nebo Zadavatelem, je a zlstane Studijni lék a
Studijni material vyhradnim majetkem PSI nebo
Zadavatele (dle situace). Poskytovatel a Hlavni
zkousejici budou za jim svéfeny Studijni lék a
Studijni material odpovidat PSI a Zadavateli a
neprodlené uvédomi PSI, pokud dojde ke ztraté,
poSkozeni nebo zni¢eni Studijniho léku nebo
Studijniho materialu.

ucelem.
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are lost, damaged or destroyed.

c) Upon completion or termination of the Study
or at PSl's request, the Institution and/or the
Investigator shall deliver all Study Supplies and/or
all unused Study Drug to the address indicated by
PSI or destroy it/them, as instructed by PSI and in
accordance with the Applicable Regulatory
Requirements. Neither the Institution nor the
Investigator shall destroy any Study Drug or Study
Supplies without PSI’s express consent.

1.5 Informed Consent

a) The Investigator shall obtain in compliance
with all Applicable Regulatory Requirements an
informed consent properly signed by or on behalf
of each Study subject prior to the subject’s
participation in the Study.

b) The Investigator shall use the form of the
informed consent (the “Informed Consent Form”)
provided by PSI and approved in compliance with
all Applicable Regulatory Requirements.

1.6 Case Report Forms and Study Data

a) PSI shall supply (or if electronic, provide
access to) the forms to be used and completed by
the Investigator to document a Study subject’s
participation in the Study (the “Case Report
Forms” or “CRFs”). The Investigator shall record
all data generated as a result of conducting the
Study (the “Study Data”) in a timely, accurate and
complete manner, 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, the
Institution and the Investigator shall ensure that
they have implemented and maintain appropriate
computer security sufficient to protect the
confidentiality, integrity and availability of such
Study Data in accordance with the Applicable
Regulatory Requirements. The Investigator shall
not grant unauthorized users access to the
electronic data capture (EDC) system used in the
Study, and in particular, shall not share or disclose

PSI Template, Czech Republic, 01-JAN-2015
Sponsor approved on 27-May-2016

c) PFi dokonc¢eni nebo ukonceni Studie nebo
na zadost PSI, Poskytovatel a/nebo Hlavni
zkousejici veSkery nepouzity Studijni
material a/nebo Studijni Iék na adresu uréenou
PSI, nebo jej zni¢i dle instrukci PSI a v souladu
s Platnymi poZadavky. Ani
Poskytovatel zkouS$ejici nebudou
likvidovat Studijni Iék ani Studijni material bez
vyslovného souhlasu PSI.

dorudi

regulaénimi

ani Hlavni

1.5 Informovany souhlas

a) Hlavni zkouSejici v souladu se vSemi
Platnymi regulaénimi poZadavky ziska od vSech
Subjektd hodnoceni nebo jejich zastupcl fadné
podepsany informovany souhlas, a to pfed

zahajenim ucasti subjektu ve studii.

b) Hlavni zkouSejici bude pouzivat formulaf
informovaného souhlasu (dale jen ,Formular
informovaného souhlasu®) poskytnuty PSI a
schvaleny Platnymi
regula¢nimi poZzadavky.

vsouladu se vSemi

1.6 Zaznamy subjektu hodnoceni a Studijni
udaje

a) PSI doda formulafe (pokud se jedna o
elektronickou formu, udéli pfistup), které Hlavni
zkousejici pouzije a vyplni pro zdokumentovani
UCasti Subjektd hodnoceni ve Studii (dale jen
.Zaznamy subjektu hodnoceni“ nebo ,CRFs*).
Hlavni zkou$ejici bude zaznamenavat veskeré
Udaje ziskané v pribéhu provadéni Studie (dale
jen ,Studijni udaje“) v€as, pfesné a uplné do
formulafe a zajisti, aby veSkeré Zaznamy
subjektu hodnoceni byly naleZité podepsany a
datovany. Vrozsahu, vjakém Studie vyzaduje

vyplfiovani elektronickych Zaznam( subjektd
hodnoceni, zajisti Poskytovatel a Hlavni
zkousejici pfiméfené zabezpe€eni pocitale

postacujici k ochrané divérnosti, neporusenosti a
dostupnosti téchto udaju v souladu s Platnymi
regula¢nimi pozadavky. Hlavni zkousejici nebude
udélovat pfistup do systému elektronického
zaznamenavani udaji (EDC) pouzivaného ve
Studii neopravnénym osobam a zejména pak
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his/her username and/or passwords.

b) The Institution and the Investigator 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.

1.7 Adverse Events

The Investigator agrees to immediately and fully
inform the Sponsor, PSI and, when applicable, the
ethics committee(s) and competent authorities, of
any significant risks, adverse
unexpected results related to the Study, according
to the Applicable Regulatory Requirements and
applicable Protocol provisions.

events or

1.8 Financial Disclosure

The Investigator shall complete and return to PSI
the financial disclosure document(s) provided by
PSI concerning financial interests and other
conflicts of interest which the Investigator and/or
his/her family members may have in the Sponsor
and/or the Study Drug. The Investigator shall also
ensure that all sub-investigators complete and
provide PSI with such financial disclosure form(s).
The Investigator agrees that she/he and any sub-
investigators shall provide PSI and the Sponsor
with an updated financial disclosure form or forms
if the information originally submitted changes
during the course of the Study or within one (1)
year after the completion or termination of the
Study.

2 COMPENSATION

a) The compensation for the conduct of the
Study under this Agreement is set out in the Fee
and Payment Schedule enclosed as Attachment
1. The amount(s) included in the Fee and Payment
Schedule represents the entire compensation
under this Agreement and it includes without
limitation, all work and care anticipated by the
Protocol, the use of the facilities and equipment,
staff costs, administrative costs, overhead, third

PSI Template, Czech Republic, 01-JAN-2015
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nebude sdélovat své uzivatelské jméno a/nebo
heslo.

b) Poskytovatel a Hlavni zkouSejici ucini
odpovidajici opatfeni, aby nedoslo ke ztraté nebo
zméné zadnych Studijnich Udaji. Poskytovatel a
Hlavni zkou$ejici uznavaji a souhlasi, Ze
Zadavatel je vlastnikem veskerych Studijnich
udaja.
1.7 Nezadouci prihody

Hlavni zkouSejici souhlasi, Ze bude v souladu
s Platnymi pozadavky a
ustanovenimi Protokolu neprodlené informovat
Zadavatele, PSI a pfipadné etické komise a
pfisludné ufady o jakychkoli vyznamnych rizicich,
nezadoucich  pfihodach nebo neéekanych
vysledcich souvisejicich se Studii.

regulacnimi

1.9 Majetkové priznani

Hlavni zkouSejici vyplni a odevzda PSI formular
majetkového pfiznani poskytnuty PSI tykajici se
finanénich zajmu a dale stfetu zajmu, které Hlavni
zkouSejici a/nebo jeho rodina mohou uplatnit vugi
Zadavateli se Studijnim
lékem. Hlavni zkouSejici také zajisti, aby tento
vykaz vyplnili i spoluzkousejici a odevzdali jej
PSI. Hlavni zkouS$ejici souhlasi stim, Ze on i
vSichni  spoluzkouSejici poskytnou PSI a
Zadavateli aktualizovany/é formulai/e
majetkového pfiznani, pokud v prabéhu Studie
nebo b&hem jednoho (1) roku od jejiho dokoncéeni
nebo ukonCeni dojde ke zméné skuteCnosti
uvedenych v pGvodnich formulaFich.

a/nebo v souvislosti

2, KOMPENZACE

a) Kompenzace za provedeni Studie je
stanovena v Rozpisu plateb pfilozeném k této
Smlouvé jako Priloha 1. Tato Castka uvedena
v Rozpise plateb pfedstavuje celkovou
kompenzaci vyplacenou na zakladé této Smlouvy
a zahrnuje ve8keré ukony a péci uvedenou
v Protokolu, pouziti zafizeni a vybaveni, naklady
na personal, administrativni néaklady, reZii,
naklady spojené s tfetimi stranami, dané (kromé
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party costs, taxes (except VAT), travel and other
expenses, etc. Total compensation paid out
hereunder per one Study Subject equals to EUR
4,456.25 as maximum.

b) The Institution and the Investigator
acknowledge that PSI may refuse to make
payment in case of a breach of this Agreement,
including but not limited to, a Protocol violation or
an incomplete CRF.

c) The Institution and the Investigator shall not,
in connection with the Study, charge a Study
subject or any third-party payer for any cost which
PSI or the Sponsor is obligated to pay.

d) PSI shall not enter into any reimbursement
agreement with the Investigator or any member of
the Study Personnel.

3. CONFIDENTIALITY

a) “Confidential Information” means all
confidential or proprietary information or data, of
any kind whatsoever and however memorialized,
that is: (i) disclosed by or on behalf of PSI and/or
the Sponsor to the Institution, the Investigator or
the Study Personnel in connection with this
Agreement; or (ii) obtained, developed or
generated by the Institution, the Investigator and/or
the Study Personnel as a result of performing the
Study. The Confidential Information shall include,
without limitation, the Study, the Study Drug, the
Protocol, the Investigator's Brochure, the Study
Data, the Intellectual Property (defined below) and
information regarding the Sponsor, PSI or either of
their affiliates. All Confidential Information shall
belong solely and exclusively to PSI or the
Sponsor, as the case may be.

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; (ii) was, as evidenced by written
records or other competent proof, in the
Institution’s and/or the Investigator's possession
on a non-confidential basis prior to its disclosure;
or (iii) enters the public domain as a result of a

PSI Template, Czech Republic, 01-JAN-2015
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DPH), cestovni a jiné vydaje, atd. Celkova
kompenzace vyplacena na zakladé této Smlouvy
za jeden subjekt hodnoceni &ini maximalné 4
456,25 EUR.

b) Poskytovatel a Hlavni zkouSejici berou na
védomi, Ze PSI smi odmitnout provedeni platby
v pfipadé poruseni této Smlouvy véetné (mimo
jiné) poruSeni Protokolu nebo v pfipadé
nevyplnénych CRFs.

c) Poskytovatel a Hlavni zkou$ejici nebudou
se  Studii Subjektum
hodnoceni ani jiné tfeti strané zadné vydaje, za
jejichz zaplaceni je zodpovédna PSI nebo
Zadavatel.

v souvislosti Uctovat

d) PSI se zavazuje, ze na tuto Studii neuzavre
s Hlavnim zkouSejicim ani jinou Spolupracujici
osobou zadnou smlouvu o0 odméné.

3. DUVERNOST

a) Za ,Davérné informace“ se povaZzuji
veskeré informace nebo udaje jakéhokoli druhu a
zaznamenané v jakékoli podobé&, které jsou: (i)
zpfistupnény PSI a/nebo Zadavatelem ¢&i jejich
jménem Poskytovateli, Hlavnimu zkousSejicimu
nebo Studijnimu personalu v souvislosti s touto
Smlouvou, nebo (ii) ziskany,
vytvofeny Poskytovatelem, Hlavnim zkou$ejicim
a/nebo  Studijnim  personalem v dlsledku
provadéni Studie. DOvérné informace zahrnuji
Studii, Studijni 1ék, Protokol, Brozuru Hlavniho
zkousejiciho, Studijni udaje, DuSevni vlastnictvi
(definovano nize) a informace tykajici se
Zadavatele Studie, PSI a jejich poboCek. Veskeré
Duvérné informace jsou ve vyhradnim vlastnictvi
PSI, popfipadé Zadavatele.

vyvinuty nebo

b) Davérné informace nezahrnuji informace,
které (i) jsou vefejné dostupné v dobé jejich
pfedani Poskytovateli a/nebo  Hlavnimu
zkousejicimu, (ii) byly dle pisemnych zaznami
nebo jinych dikazl ve vlastnictvi Poskytovatele
a/nebo Hlavniho zkousSejiciho pfedtim, nez jim
byly poskytnuty, bez povinnosti zachovavat jejich
davérnost, nebo (iii) které se stanou vefejné
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third party’s activities, through no act or omission
by the Institution, the Investigator or any Study
Personnel.

c) The Institution and the Investigator shall
hold all Confidential Information in strict confidence
and use all reasonable safeguards to prevent
unauthorized use or disclosure. The Institution and
the Investigator shall use the Confidential
Information only as required for the purpose of this
Agreement. The Institution and the Investigator
shall limit their disclosure of the Confidential
Information to those members of the Study
Personnel who need to know the Confidential
Information for the conduct of the Study and are
subject to obligations of confidentiality no less
stringent than those contained in this Agreement.
The Institution and the Investigator shall advise the
Study Personnel of the confidential nature of the
Confidential Information and remain liable for any
breach by a Study Personnel.

d) Should the Institution or the Investigator or
any Study Personnel receive a court order or other
legally binding request to disclose Confidential
Information, the Institution or the Investigator shall
immediately inform PSI upon the discovery of such
request and before any Confidential Information is
disclosed. The Institution and the Investigator shall
cooperate with PSI and/or the Sponsor in any
efforts to seek limitation or protection from the
order demanding disclosure. In any case, the
Institution and the Investigator shall disclose only
the minimum amount of Confidential Information
necessary to comply with such request.

e) The obligations of confidentiality exist at all
times during this Agreement and shall survive the
expiration or earlier termination of this Agreement
for a period of ten (10) years.

4, INTELLECTUAL PROPERTY

The Institution and the Investigator acknowledge
and agree that the Sponsor shall have exclusive
ownership rights to all Study Data, improvements,
developments, discoveries, inventions, work,
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dostupnymi na zakladé ¢innosti tfeti strany, nikoli
na zakladé opomenuti Poskytovatele, Hlavniho
zkousejiciho nebo Studijniho personalu.

c) Poskytovatel a Hlavni zkou3ejici budou

zachovavat  striktni  duavérnost  Davérnych
informaci a  pouziji vSechna pfiméfena
bezpecnostni opatfeni, aby predesli

neopravnénému pouziti nebo pfedani Duvérnych
informaci. Poskytovatel a Hlavni zkouSejici budou
Duvérné informace pouzivat pouze pro Ucely této
Smilouvy. Poskytovatel a Hlavni zkouSejici omezi
pfedavani Davérnych informaci na Studijni
personal, ktery tyto informace potfebuje pro
provadéni Studie a ktery podléha povinnosti
uchovavat tyto informace jako d(ivérné stejné
pfisné, jako je povinnost stanovena touto
Smlouvou. Poskytovatel a Hlavni zkousejici pouci
Studijni personal o divérné povaze Dulvérnych
informaci a ponesou zodpovédnost za jakékoli
poruSeni této povinnosti Studijnim personalem.

d) V pfipadé, Zze  Poskytovatel, Hlavni
zkouSejici nebo  kterykoli ¢&len  Studijniho
personalu obdrzi soudni pfikaz nebo jiny pravné
zavazny pozadavek predat Duvérné informace
nebo jejich ¢ast, jsou Poskytovatel nebo Hlavni
zkousejici povinni neprodlené informovat PSI,
jakmile se o takovém pfikazu/pozadavku dozvédi,
a predtim, nez budou Duvérné informace
predany. Poskytovatel a Hlavni zkouSejici budou
spolupracovat s PSI a/nebo Zadavatelem v usili
ziskat omezeni nebo ochranu pfed takovymto
pfikazem  poZadujicim  pFfedani informaci.
V kazdém pfipadé Poskytovatel a Hiavni
zkouSejici predaji pouze minimum Duavérnych
informaci nutnych k vyhovéni pozadavku.

e) Povinnost zachovavat dlivérnost je platna
po celou dobu platnosti této Smlouvy a dale po
dobu deseti (10) let od skonéeni platnosti nebo

4. DUSEVNI VLASTNICTVi

Poskytovatel a Hlavni zkouSejici uznavaji a
souhlasi, Ze Zadavatel bude mit vyhradni
vlastnicka prava ke vSem Studijnim udajiim,
vylepSenim, na vyvoj, k objevim, vynaleziim,
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know-how and other rights (whether or not
patentable), created, developed, and/or reduced to
practice as a result of or in connection with the
conduct of the Study and/or the use of the Study
Drug or the Confidential Information, together with
all intellectual property rights relating thereto
(“Intellectual Property”). The Institution and the
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. At the Sponsor's request, the Institution
and the Investigator shall cause all rights titles and
interests in and to any such Intellectual Property to
be assigned to the Sponsor without additional
compensation and provide reasonable assistance
to obtain patents, including causing the execution
of any invention assignment or other documents.

5. PUBLICATION AND PUBLICITY

5.1 Publication

a) The Institution and the Investigator agree
that the Sponsor shall have the sole and exclusive
right to the first publication of the results of the
Study. Such Sponsor publication is intended to be
a multi-center publication of the Study results,
collected from all investigators and institutions
participating in the Study (the “Multi-Center
Publication”). If the Investigator is interested in
contributing to or participating in the Multi-Center
Publication, he or she must contact the Sponsor.
Selection of authors/participants will be governed
by the Sponsor, considering individuals’
contribution to the Study.

b) The Institution and the Investigator may
publish or otherwise present the results of the
Study obtained by the
Investigator (an “Independent Submission”)
provided that all of the following conditions have
been satisfied: (i) the Multi-Center Publication has
been published; or, if no such publication has
occurred, at least eighteen (18) months have
passed the completion, or
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Institution and/or the

since earlier

dilim, know-how a dalSim pravim (at uz
patentovatelnym Ci nikoli), vytvofenym,
vyvinutym, a/nebo uvedenym do praxe
v disledku nebo v souvislosti s provadénim
Studie, a/nebo pouzivanim Studijniho Iéku nebo
Duvérnych informaci spole¢né s pravy dusevniho
vlastnictvi s nimi souvisejicimi (dale jen ,Dusevni
vlastnictvi). Poskytovatel a Hlavni zkouSejici
budou neprodlené pisemné informovat PSI a
Zadavatele o veSkerém DuSevnim vlastnictvi
vytvofeném Poskytovatelem, Hlavnim
zkousejicim a/nebo Studijnim personalem. Na
zadost Zadavatele zajisti Poskytovatel a Hlavni
zkouSejici prevod veSkerych prav a zajmi
tykajicich se DuSevniho vlastnictvi na Zadavatele
bez dalSi odmény a poskytnou pfiméfenou
soucinnost k ziskani patentu vcetné zajisténi
podpisu dokumentu k pfevodu objevu nebo jinych
dokumentu.

5. PUBLIKACE A PROPAGACE

5.1 Publikace

a) Poskytovatel a Hlavni zkouSejici souhlasi
s tim, Zze Zadavatel bude mit vyhradni pravo na
prvni publikaci vysledk( Studie. Tato publikace
Zadavatelem bude provedena jako publikace
vysledkl multicentrického hodnoceni ziskanych
od vSech zkouSejicich a  poskytovatelu
podilejicich se na Studii (dale jen ,Publikace
vysledki multicentrického hodnoceni*).
V pfipadé, Zze bude mit Hlavni zkouS3ejici zajem
pfispét k Publikaci multicentrického
hodnoceni nebo se na ni podilet, je tfeba, aby
kontaktoval Zadavatele. Vybér
participujicich bude fidit Zadavatel pfi zvazeni
prispéni jednotlivych zkousejicich ke Studii.

vysledki

autora/

b) Poskytovatel a Hlavni zkou3ejici sméji
publikovat nebo prezentovat vysledky Studie
ziskané  Poskytovatelem
zkousejicim (dale jen ,Nezavisla publikace®) za
pfedpokladu, Ze byly splnény vSechny nasledujici
podminky: (i) vysledky multicentrického
hodnoceni byly publikovany, nebo pokud nebyly,
uplynulo od dokoneni nebo pfedCasného
ukonceni Studie ve vSech participujicich centrech

a/nebo Hlavnim
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termination, of the Study at all participating sites
(including the final database lock); (ii) before
submitting the Independent Submission to a
publisher, reviewer or other outside party, the
Institution and/or the Investigator must submit the
proposed Independent Submission to the Sponsor
and allow the Sponsor at least sixty (60) days to
review and provide comments; (iii) the Institution
and/or the Investigator shall, as requested by the
Sponsor, delete all references to Confidential
Information (excepting the results of the Study
obtained by the Institution and the Investigator);
(iv) the Institution and the Investigator shall
consider the Sponsor's comments and proposed
revisions in good faith; and (v) if at any point
during the initial sixty (60) day review the Sponsor
so requests, the Institution and/or the Investigator
shall delay the publication or presentation of the
Independent Submission for up to forty-five (45)
additional days in order to permit the Sponsor time
to obtain Intellectual Property protections.

52 Publicity

The Institution and the Investigator 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.

6. INDEMNIFICATION, NOTIFICATION OF
CLAIMS AND INSURANCE

6.1 PSI’'s Indemnity Obligations and

Disclaimer

a) PSI undertakes to defend, indemnify and
hold harmless the Institution and the Investigator
against any and all claims, damages, losses and
costs arising out of (i) any breach of this
Agreement by PSI; or (ii) any negligent or willful
act or omission by PSI, including by its officers,
employees, contractors or other staff.

b) PSI expressly disclaims any and all liability
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(v€etné finalniho uzamdceni databaze) alespon
osmnact (18) meésicu, (ii) Poskytovatel a/nebo
Hlavni zkousejici jsou povinni pfed zaslanim
Nezavislé publikace vydavateli, recenzentovi &i
jiné trfeti strané odevzdat Nezavislou publikaci
v navrhované podobé& Zadavateli a ponechat
Zadavateli lhatu v délce alespori Sedesati (60)
dnd na kontrolu a komentaf, (iii) Poskytovatel
a/nebo Hlavni zkouSejici na zadost Zadavatele
odstrani veskeré odkazy na Davérné informace (s
vyjimkou vysledku Studie ziskanych
Poskytovatelem a Hlavnim zkouSejicim), (iv)
Poskytovatel a Hlavni zkouSejici zvazi komentar
Zadavatele a navrhované revize v dobré vife a (v)
Poskytovatel a/nebo Hlavni zkouSejici na zadost
Zadavatele vyjadfenou béhem Sedesatidenni (60)
kontroly odlozi publikaci nebo prezentaci
Nezavislé publikace az o dalSich Ctyficet pét (45)
dnG za dcelem umoznéni Zadavateli ziskat
ochranu Du$evniho vlastnictvi.

5.2 Propagace

Poskytovatel a Hlavni nebudou
pouzivat nazev spole¢nosti PSI ani Zadavatele,
jména jejich zaméstnanctli, symboly ani ochranné
zndmky v zZadnych  reklamnich, prodejné
propagacnich materialech ani tiskovych zpravach
bez predchoziho pisemného souhlasu PSI nebo
Zadavatele.

zkousejici

6. ZPROSTENiI ODPOVEDOSTI,
OZNAMENi NAROKU A POJISTENI

6.1 Zavazky PSI| o odSkodnéni a odmitnuti

odpovédnosti

a) PSI se zavazuje hajit Poskytovatele a
Hlavniho  zkouSejiciho  proti, zprostit je
odpovédnosti za a nahradit jim ujmy zpUsobené
v dlisledku narokd, nahrad Skody, ztrat a vydajl
vyplyvajicich z (i) poruseni této Smlouvy; nebo (ii)
nedbalosti, umysiného jednani nebo opomenuti

ze strany PSI véetné jejich funkcionardy,
zaméstnanc, kontrahentl nebo  jiného
personalu.

b) PSI vyslovné odmita jakoukoli odpovédnost
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whatsoever in connection with the Study Drug and
the Protocol, except to the extent that such liability
arises from (i) any negligent or willful act or
omission of PSI; or (i) any breach of this
Agreement by PSI.

6.2 The Institution’s and the Investigator’s

Indemnity Obligations

The Institution and the Investigator undertake to
defend, indemnify and hold harmless the Sponsor
and PSI| against any and all claims, damages,
losses and costs arising out of (i) any breach of
this Agreement by the Institution and/or the
Investigator; or (ii) any negligence or willful act or
omission of the Institution, the Investigator, Study
Personnel or any of their officers, employees,
contractors or staff.

6.3 Notification of Claims

The Institution and the Investigator shall
immediately serve a notice in writing to PSI and
the Sponsor about any investigation, claim or legal
proceedings related to the Study against the
Institution, the Investigator, the Study Personnel or
other staff 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
investigation and/or defense of these claims or
lawsuits.

6.4 Insurance

a) PSI shall ensure that the Sponsor executes
the mandatory clinical trial insurance in compliance
with the § 52 (3f) of the Act No. 378/2007 Coll., on
Pharmaceuticals, as amended, as required by the
Applicable Regulatory Requirements.

b) The Institution and the Investigator shall
subscribe to and maintain all insurances required
by the Applicable Regulatory Requirements,
including without limitation, liability insurance in
compliance with § 45 (2) of the Act No. 372/2011
Coll., on Health Care Services, as amended. They
shall provide evidence of such insurance(s) upon
request by PSI or the Sponsor.
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jakkoli spojenou se Studijnim Iékem a Protokolem
s vyjimkou toho, Ze takova odpovédnost vznikne
(i) nedbalym chovanim, imysinym jednanim nebo
opomenutim &i (ii) porusenim této Smlouvy ze
strany PSI.

6.2 Zavazky Poskytovatele a Hlavniho

zkousSejiciho o zprosténi odpovédnosti

Poskytovatel a Hlavni zkou$ejici se zavazuji hajit
Zadavatele a PSI proti, zprostit je odpovédnosti
za a nahradit jim Skody zpusobené v disledku
naroku, nahrad skody, ztrat a vydaju vyplyvajicich
z (i) poruseni této Smlouvy Poskytovatelem
a/nebo Hlavnim zkousejicim nebo (ii) nedbalosti
nebo umysiného jednani & opomenuti ze strany
Poskytovatele, Hlavniho zkouSejiciho, Studijniho
personalu nebo kteréhokoli jejich funkcionafe,
zameéstnance, kontrahenta nebo personalu.

6.3 Oznameni naroku

Poskytovatel a Hlavni zkouSejici neprodlené
zaslou PSI a Zadavateli pisemné oznameni o
kazdém naroku nebo soudnim fizeni vzneseném
nebo vedeném proti Poskytovateli,
zkousejicimu, Studijnimu personalu nebo jinym
Studii.
Poskytovatel a Hlavni zkouSejici budou piIné

Hlavnimu

zaméstnancim v souvislosti se
spolupracovat ve vSech pfislusnych aspektech na
pozadani a jménem PSI a/nebo Zadavatele pfi
vySetfovani a/nebo obhajobé proti t&émto narokiim
a pfi soudnich pfich.

6.4 Pojisténi

a) PSI zajisti, aby Zadavatel uzaviel pojisténi
klinického hodnoceni v souladu s § 52 odst. 3 (f)
zdkona €. 378/2007 Sb., o IéCivech v platném
znéni, dle Platnych regula¢nich pozadavku.

b) Poskytovatel uzavie a bude udrzovat
v platnosti  adekvatni  pojisténi  vyzadovana
Platnymi regulacnimi pozadavky véetné pojisténi
odpovédnosti za $kodu v souladu s § 45 odst. 2
zakona ¢. 372/2011 Sb., o zdravotnich sluzbach,
v platném znéni. Na Zadost PSI nebo Zadavatele
poskytnou potvrzeni o uzavieném poijisténi.
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7. INSPECTIONS, AUDITS, MONITORING
AND RECORD KEEPING

7.1 Regulatory Inspections

The Institution and the Investigator shall promptly
notify PSI of any inspection or investigation
relating to the Study by any regulatory,
governmental or law agency (including without
limitation the EMA and the US FDA) of which they
become aware. PSI, the Sponsor and/or their
representatives shall have the right to be present
at and/or participate in any such inspection or
investigation. the the
Investigator submit any materials or information to
an agency in connection with an inspection or
investigation, PSI and the Sponsor shall have the
right to review, provide and/or comment on any
such materials and/or information.

Before Institution or

7.2 Audit and Monitoring by PSI and the

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
Institution and the Investigator shall assist PSI, the
Sponsor and their representative(s) in scheduling
such visits.

b) PSI, the Sponsor and their representative(s)
shall be entitled to: (i) examine and inspect the
facilities required for the performance of the Study;
(ii) inspect source documents; and (iii) inspect,
request correction of and copy all Study Data
(including, without limitation, Case Report Forms,
original 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 Investigator shall cooperate
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7. KONTROLY, AUDITY, MONITOROVANI

A ZAZNAMY
7.1 Regulacni kontroly
Poskytovatel a Hlavni zkouSejici neprodlené
oznami PSI| kazdou regulaéni kontrolu nebo

Setfeni tykajici se Studie, kterou provadi statni
nebo kterykoli jiny regulac¢ni ufad (v€etné EMA a
americké FDA) PSI,
Zadavatel a/nebo jejich zastupci budou mit pravo
byt pfitomni u takovych kontrol a Setfeni a/nebo
se na nich podilet. PSI a Zadavatel budou mit
pravo revidovat, poskytovat a
veskeré odpovédi ke vSem materialim a/nebo
informacim pfedtim, nez je Poskytovatel nebo
Hlavni zkouS$ejici poskytnou regulaénimu ufadu
v souvislosti s inspekci nebo Setfenim.

a o0 niz se dozvédi.

komentovat

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 setkavat u Poskytovatele béhem bézné
pracovni doby a s pfiméfenou Cetnosti auditl a
navstév za ucelem monitorovani pribéhu Studie
a kontroly zaznamu, dokumentd, informaci, udaji
a materiald Studie (v€etné Studijnich adajd).
Poskytovatel zkouSejici bude PSI,
Zadavateli a jejich zastupclm napomahat pfi
Casovém planovani téchto navstév.

a Hlavni

b) PSI, Zadavatel a jejich zastupci budou mit
pravo (i) provéfit a
poZzadovana pro vykon Studie; (ii) zkontrolovat
zdrojové dokumenty a (iii) kontrolovat a kopirovat
vSechny Studijni udaje a pozadovat jejich opravu
(vCetné - Zaznam( subjektl
hodnoceni, laboratornich
testech a nédlezech vySetfeni a v8ech ostatnich
poznamek, grafl, zprav nebo zaznamu tykajicich
se Subjektl hodnoceni nebo provadéni Studie),

zkontrolovat zafizeni

mimo jiné —

puvodnich zprav o

které PS|I a Zadavatel maji pravo znat dle
podepsaného Informovaného souhlasu a/nebo
Platnych  regula¢nich  pozZadavku. Hlavni
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with PSI and the Sponsor during audits and
monitoring visits and in the resolution of any
questions regarding the Study Data.

7.3 Record Keeping

The Institution and the Investigator shall maintain
accurate, complete and current records of all
Study Data, including the Case Report Forms (or
equivalent electronic data), relevant
documents and any other essential documents or
materials as required by the Protocol, the
Applicable Regulatory Requirements and PSl's
and the Sponsor’'s instructions (collectively the
"Records"). The Institution and the Investigator
shall keep all the Records in a safe and secure
location. The Institution will ensure retention of
records free of charge for the period of 5 years in
accordance with Act No. 378/2007 Coll. and for the
period of another 10 years for consideration of
I o< year. An invoice for retention for
consideration will be issued after the Agreement
signing.

source

6 months prior to the end of the retention provided
for consideration, the Sponsor will notify the
Institution that the Sponsor insists on further
retention and will pay the costs related thereto.

8. TERMINATION AND SUSPENSION

8.1 Term

The term of this Agreement shall commence on
the date of the last named party signature. Unless
terminated earlier in accordance with this Section
8, this Agreement shall remain in effect until the
final Study documentation required to be provided
under the Protocol is received and accepted by
PSI and the Sponsor, and PSI has performed a
closeout visit at the Institution.

8.2 Termination by PSI

PSI, in consultation with the Sponsor, may
terminate this Agreement with immediate effect (i)
if the Institution and/or the Investigator breaches
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zkousSejici bude spolupracovat s PSI a
Zadavatelem béhem auditd a monitorovacich
navstév a pfi feSeni vSech otazek tykajicich se
Studijnich udaja.

7.3 Zaznamy

Poskytovatel a Hlavni zkou$ejici povedou pfesné,
uplné a aktualni zaznamy o vSech Studijnich
udajich, které budou zahrnovat Zaznamy subjektt
hodnoceni (nebo odpovidajici udaje
v elektronické  podobé), pfislusné zdrojové
dokumenty a jakékoli dalSi nezbytné dokumenty
nebo materidly dle Protokolu,
Platnych regula¢nich poZadavkd a pokynl PSI a
Zadavatele (dale jen ,Zaznamy®). Poskytovatel a
Hlavni zkouS$ejici budou Zadznamy uchovéavat na

pozadavku

bezpecném a zabezpefenim misté. Poskytovatel
provede bezplatnou archivaci 5 let v souladu se
zakonem ¢&. 378/2007 Sb. a na dalSich 10 let
provede zpoplatnénou archivaci — || Gz
Na zpoplatnénou archivaci bude vystavena
faktura po podpisu smlouvy.

Zadavatel v predstihu 6 mésic od konce
zpoplatnéné archivace oznami poskytovateli, ze
trva na dalSi archivaci a uhradi naklady s tim

spojené.

8. UKONCENIi A POZASTAVENI

8.1 Doba trvani

Tato Smlouva zacina platit k datu jejiho podpisu
posledni z uvedenych stran. Pokud nebude tato
Smlouva ukon&ena predasné dle Oddilu 8, bude
platna, dokud PSI a Zadavatel neobdrzi finalni
Studijni dokumentaci vyZzadovanou Protokolem a
dokud PSI nevykona zavéreCnou navstévu u
Poskytovatele.

8.2 Ukonceni ze strany PSI

PSI smi po dohodé se Zadavatelem ukondcit tuto
Smlouvu s okamzZitou platnosti, (i) pokud
Poskytovatel a/nebo Hlavni zkousSejici porusi tuto
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this Agreement and fails to cure such breach
within thirty (30) calendar days from the receipt of
written notice; (ii) if PSI or the Sponsor in good
faith believe the Study Drug or continuation of the
Study presents an unreasonable medical risk to
the Study subjects or if there are efficacy or safety
concerns; (iii) if the Study is suspended or not
initiated at the Institution for any reason; or (iv) if
the agreement between the Sponsor and PSI
regarding the Study is terminated.

8.3 Termination by the Institution or the

Investigator

Either the Institution or the Investigator may
terminate this Agreement with immediate effect: (i)
if PSI breaches this Agreement and fails to cure
such breach within thirty (30) calendar days from
the receipt of written notice; or (ii) if the Institution
and/or the Investigator in good faith believe that
the continuation of the Study presents an
unreasonable medical risk to the Study subjects.

8.4 Surviving Clauses

The termination or expiration of this Agreement
shall not relieve either party of its obligation to the
other with respect to the following provisions:
Section 1.4 b) and c) [Study Drug and Study
Supplies], Section 1.8 [Financial Disclosure],
Section 3 [Confidentiality], Section 4 [Intellectual
Property], Section 5 [Publication and Publicity],
Section 6 [Indemnification, Notification of Claims
and Insurance], Section 7 [Inspections, Audits,
Monitoring and Record Keeping], Section 8.4
[Surviving Clauses], Section 10 [Anti-Bribery and
Anti-Corruption], [Data Transfer],
Section 12 [Miscellaneous] and Section 13
[Applicable Law and Place of Jurisdiction].

Section 11

8.5 Suspension of the Study

The Sponsor may suspend the Study at any time
for any reason upon written notice, which
suspension shall not be deemed a breach of this
Agreement by PSI.

PSI Template, Czech Republic, 01-JAN-2015
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Smlouvu a nezjedna napravu do fficeti (30)
kalendafnich dnd od obdrzeni pisemného
upozornéni, (i) pokud se PSI nebo Zadavatel
budou v dobré vife domnivat, Ze Studijni Iék nebo
pokraCovani ve Studii pfedstavuje nepfiméfené
zdravotni riziko pro Subjekty hodnoceni, nebo
pokud budou mit obavy ohledné ucinnosti &i
bezpelnosti Studijniho Iéku, (iii) pokud bude
Studie zjakéhokoli divodu u Poskytovatele
pferuSena, nebo nebude zahdjena, nebo (iv)
pokud dojde k ukon&eni Smlouvy tykajici se
Studie uzaviené mezi PSI a Zadavatelem.

8.3 Ukonceni ze strany Poskytovatele nebo
Hlavniho zkousejiciho
Poskytovatel nebo Hlavni zkousSejici mohou

ukongit tuto Smlouvu s okamzitou platnosti: (i)
pokud PSI podstatné poruSuje tuto Smilouvu a
toto porudeni nenapravi do ftficeti (30)
kalendafnich dni od obdrzeni pisemného
oznameni; nebo (ii) pokud je Poskytovatel nebo
Hlavni zkouSejici v dobré vife pfesvédcen, Zze
pokraCovani Studie predstavuje pro Subjekty
hodnoceni nepfiméfené zdravotni riziko.

8.4 Platnost po ukonéeni

Ukon&eni nebo vyprSeni této Smlouvy nezbavuje
Zadnou ze smluvnich stran jejich povinnosti
k ostatnim stranam, a to s ohledem na néasledujici
ustanoveni: Oddil 1.4 b) a c) [Studijni lék a
Studijni material], Oddil 1.8 [Majetkové pfiznani],
Oddil 3 [Dlvérnost], Oddil 4 [Dusevni vlastnictvi],
Oddil 5 [Publikace a propagace], Oddil 6
[Zprosténi odpovédnosti, naroklli a
pojisténi], Oddil 7 [Kontroly, audity, monitorovani
a zaznamy], Oddil 8.4 [Platnost po ukonceni],
Oddil 10 [Protiuplatkova a protikorupéni
ustanoveni], Oddil 11 [Pfedavani udaj], Oddil 12
[RGzné] a Oddil 13 [Platné zakony a soudni
pfislusnost].

oznameni

8.5 Pozastaveni Studie

Zadavatel smi po pisemném oznameni Studii
kdykoli pozastavit bez udani ddvodu, pficemz toto
pozastaveni nebude povazovano za poruseni této
Smlouvy.

14/23

CONFIDENTIAL | DUVERNE



3599-001

9. NON-DEBARMENT

The Institution and the Investigator represent and
warrant that neither they nor any of the Study
Personnel is or ever has been debarred,
disqualified, excluded or suspended from
participation in clinical research by any competent
authority or agency in any country (including in
particular but without limitation 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, excluded or
disqualified by any competent 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
threatened with or becomes debarred, disqualified,
suspended or excluded during the Study, the
Institution and the Investigator shall notify PSI in
writing about this fact within five (5) days of its
discovery.

10. ANTI-BRIBERY AND ANTI-CORRUPTION
a) PSI and the Sponsor are subject to anti-
bribery and anti-corruption laws which make it a
criminal offence for PSI or the Sponsor to directly
or indirectly offer, give or promise a Bribe to a
Government Official or other business counterpart.
A “Bribe” is an offer, delivery or promise of a
payment or anything of value to any Government
Official or other business counterpart for the
purpose of (i) unduly inducing or influencing that
person to do or refrain from any official act; (ii)
attempting to gain or maintain business; or (iii)
securing an improper advantage. A "Government
Official" is any person acting in an official capacity
for or on behalf of any government, including for its
public agencies, departments and/or international
organizations.

b) Acknowledging PSI's and the Sponsor's
obligation, the Institution and the Investigator
represent and warrant that neither they nor any of
their officers, directors, employees, staff or agents
(including all Study Personnel) have or shall pay or
promise to pay a Bribe to any Government Official

PSI Template, Czech Republic, 01-JAN-2015
Sponsor approved on 27-May-2016

9. NEVYLOUCENI

Poskytovatel a Hlavni zkou$ejici ruci a zaruéuji,
Ze jim ani Personalu Studie nebyla zakazana ani
pozastavena Uc€ast v klinickém vyzkumu Zzadnymi
¢eskymi  ani regulaénimi  a
kontrolnimi ufady (v€etné zejména americké
FDA) a ze nevyuziji ani do této Studie nezapoji
Zadnou osobu ani organizaci, které je nebo byla
nékterym regulaénim organem zakazana nebo
pozastavena uc€ast na klinickém vyzkumu, nebo
ktera byla prohlaSena nezpUsobilou k ucasti na
klinickém vyzkumu. V pfipadé&, Ze by Poskytovatel
nebo Hlavni zkousSejici Ci jakakoli osoba nebo
organizace UcCastnici se Studie méla byt nebo
byla vylouCena béhem Studie, Poskytovatel a
Hlavni zkou$ejici oznami tuto skute¢nost PSI, a
to pisemné do péti (5) dnl poté, co se o této
skutecnosti dozvi.

zahraniénimi

10. PROTIUPLATKOVA A PROTIKORUPCNI
USTANOVENI
a) PSI a Zadavatel jsou povinni jednat

v souladu s platnymi zakony proti uplatkim a
korupci, podle kterych je nabizeni, poskytnuti Ci
slibeni Uplatku, at jiz pfimo & nepfimo, Statnimu
organu nebo jiné obchodni protistrané trestnym
ginem. ,Uplatek je nabizeni, poskytnuti nebo
slibeni platby nebo jiné cenné véci Statnimu
organu nebo jiné obchodni protistrané za ucelem
(i) presvédCeni ¢&i ovlivnéni této osoby, aby
jednala nebo naopak nejednala uritym
zpusobem, (ii) pokusu o ziskani nebo udrzeni
obchodni pfileZitosti, nebo (iii) zajisténi neCestné
vyhody. ,Statni organ® je jakakoli osoba oficialné
jednajici za a jménem stétu v€etné jeho vefejnych
Ufadd, ministerstev  a/nebo  mezinarodnich
organizaci.

b) Poskytovatel a Hlavni zkouSejici berou na
védomi povinnost PSlI a Zadavatele a rudi a
zarucCuji se, ze v souvislosti se Studii nebudou ani
oni ani jejich funkcionafi, feditelé, zaméstnanci,
zastupci  Ci (v€etné  Studijniho
personalu) platit nebo slibovat Uplatek Statnimu

zmocnénci
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or business counterpart in connection with the
Study. The Institution and the Investigator shall
promptly notify PSI if either learns of or has reason
to know of any activities in connection with the
Study which may constitute a violation of this Anti-
Bribery and Anti-Corruption section of this
Agreement or the anti-bribery, anti-corruption laws
that apply to the Institution and the Investigator.

11. DATA TRANSFER

a) The Institution and the Investigator
undertake to protect the personal data of the Study
subjects and to process them in accordance with
the Data Protection Directive 95/46 EC and in
accordance with Act No. 101/2000 Coll., in this
order.

b) Both prior to and during the course of the
Study, the Investigator and the Study Personnel
may provide PSI and/or the Sponsor with personal
data. Such data may include names, contact
information, qualifications,
publications, résumés, educational background,
performance information, staff
capabilities, and other information relevant to the
Study (the “Personal Data”). The Investigator
hereby consents to the processing (including use,
disclosure or transfer) of his/her Personal Data as
required for the following purposes (the
“Purposes”): (i) the conduct of clinical trials; (ii)
review by governmental or regulatory agencies,
PSI, the Sponsor and their agents, and affiliates;
(i) compliance with legal or regulatory
requirements; and (iv) storage in databases for
use in selecting investigators and institutions for
future clinical trials. The Investigator also agrees
that for the Purposes, his/her Personal Data may
be transferred abroad, even if such Personal Data
is transferred to countries that do not ensure an
equivalent level of protection as that provided in
the Czech Republic. The Institution and the
Investigator represent that all Study Personnel

work  experience,

facilities,
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organu Ci jiné obchodni protistrané a ani tak
neucinili. Poskytovatel a Hlavni zkouSejici
neprodlené uvédomi PSI, pokud se dozvédi o,
nebo pokud budou mit divodné podezfeni na
jakoukoli ¢innost souvisejici se Studii, ktera maze
byt v rozporu stimto oddilem Protiuplatkova a
protikorupéni této Smlouvy nebo
vrozporu s platnymi protikorup&nimi  zakony
vztahujicimi se na Poskytovatel a Hlavniho
zkousejiciho.

ustanoveni

11. PREDAVANi OSOBNICH UDAJU

a) Hlavni zkouSejici a Poskytovatel se
zavazuji chranit osobni udaje Subjektt hodnoceni
a zpracovavat je vsouladu se smérnici o
Ochrané& Udaju 95/46/EC podle evropského prava
a v souladu se zakonem ¢&. 101/2000 Sb., v tomto

poradi.

b) Pfed i v prdbéhu Studie mohou Hlavni
zkousejici a Studijni personal poskytnout své
osobni udaje PSI a/nebo Zadavateli. Tyto udaje

mohou zahrnovat jména, kontaktni udaje,
pracovni zkuSenosti a profesni kvalifikaci,
publikace, Zzivotopisy a informace o vzdélani,

pUsobnosti a zafizenich, zplsobilost personalu a
jiné informace souvisejici se Studii (dale jen
,Osobni udaje“). Hlavni zkousejici timto souhlasi
se zpracovanim (v€etné pouziti, poskytnuti a
predani) svych Osobnich udaji dle pozadavku
pro nasledujici Ggely (dale jen ,Uéely*): (i)
provadéni klinickych hodnoceni, (ii) kontrola
statnimi  nebo ufady, PSI,
Zadavatelem, jejich zastupci a pobockami, (iii)
splnéni zakonnych nebo regulaénich pozadavku
a (iv) uchovani v databazi za ucelem vybéru
zkouS$ejicich a poskytovatell pro budouci klinicka
hodnoceni. zkousejici
s pfedanim svych Osobnich uUdaju do zahranici
pro Ugely, i kdyz budou tyto Osobni udaje
predany do zemi, které na svém Uzemi nezajistuji
stejnou Uroven ochrany osobnich 0daji jako
Ceska republika. Poskytovatel a Hlavni zkou$ejici
ruci to, ¢lenové Studijniho

regulacnimi

Hlavni dale souhlasi

za ze vSichni
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have given express consent to the processing and
transfer of their Personal Data for the Purposes
and shall notify PSI immediately if such consent
has been withdrawn.

12. MISCELLANEOUS

a) No amendment to this Agreement (including
its attachments) shall be effective unless such
amendment is made in writing and signed by the
parties hereto.

b) If any provision(s) of this Agreement shall be
declared invalid 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) This Agreement is entered into between the
parties hereto on principal to principal basis.
Nothing contained in this Agreement shall be
construed to imply a joint venture, employment,
partnership, or principal agent relationship
between the Institution/Investigator and PSI or the
Sponsor; 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.

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 versions. In case a discrepancy
cannot be resolved by such interpretation, the
Czech version shall prevail.

e) The Institution and/or the Investigator may
not assign any of their rights or subcontract
obligations hereunder without the prior written
consent of PSI. Even if PSI authorizes delegation
or subcontracting in full or in part, the Institution

PSI Template, Czech Republic, 01-JAN-2015
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personalu poskytnou vyslovny souhlas se
zpracovanim a pfedanim svych Osobnich udaji
pro Ugely, a budou neprodlené informovat PSI,
pokud bude tento souhlas zrusen.

12. RUZNE

a) Zadné doplnéni této Smlouvy & jejich
Pfiloh nenabude platnosti, pokud takové doplnéni
nebude uc€inéno pisemné a podepsano smluvnimi
stranami.

b) Pokud bude nékteré ustanoveni této
Smlouvy prohlaseno zaneplatné soudem
pfisludné jurisdikce, nebude mit toto rozhodnuti
vliv na zbyvajici ustanoveni této Smlouvy a tato
zbyvajici ustanoveni zuUstavaji v plné platnosti.
Smluvni strany se v8ak pokusi nahradit
ustanoveni prohlaSené za neplatné ustanovenim
platnym, které pIni stejny ucel jako neplatné
ustanoveni v co nejvétsim mozném rozsahu.

c) Smluvni strany uzaviraji tuto Smlouvu na
zakladé rovnosti postaveni stran. Na zakladé
Z&dné skute€nosti obsazené v této Smlouvé neni
interpretovat vztah
Poskytovatelem/Hlavnim zkou$ejicim a PSI nebo
Zadavatelem jako spoleény podnik,
zaméstnance a zaméstnavatele, partnerstvi nebo
vztah nadfizeného a podfizeného a zaroven
24dné ze Smluvnich stran nezaklada tato
Smlouva pravo, pravomoc nebo opravnéni
vykonavat nebo vytvafet jménem ostatnich stran
jakékoli povinnosti, at’ jiz vyslovné ¢i nepfimo.

mozné mezi

vztah

d) V pFipadé rozporu mezi anglickou a ¢eskou
této Smlouvy bude skuteCny umysl
smluvnich stran stanoven vykladem obou verzi
v dobré vife. V pfipadé, ze rozpor nebude mozné
vyfedit takovymto vykladem, pfevaZuje verze
Ceska.

verzi

e) Ani Poskytovatel ani Hlavni zkousSejici
nesmi postoupit sva prava nebo angaZovat
subkontrahenty na pInéni svych povinnosti
vyplyvajicich ztéto Smlouvy bez pFedchoziho

pisemného souhlasu PSI. | v pfipadé, ze PSI
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and the Investigator remain fully responsible and
liable for the performance of all delegated duties.

f) The Agreement becomes effective on the
day when it is published in the Register of
Contracts in accordance with Act No. 340/2015
Coll., Contract Register Act.

13. APPLICABLE LAW AND PLACE OF

JURISDICTION

a) This Agreement shall be governed by and
construed in accordance with the laws of the
Czech Republic, without regard to its conflict of
laws provisions.

b) Any claim or controversy arising out of or
related to this Agreement or any breach hereof
shall be submitted to the exclusive jurisdiction of
the competent courts located in Hradec Krélove,
the Czech Republic. Notwithstanding the
foregoing, either party may seek injunctive or other
preliminary relief in any court of competent
jurisdiction.

[SIGNATURE PAGE TO FOLLOW]
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schvali delegovani & angazovani subkontrahent(
vplném ¢&i caste€ném rozsahu, zlstavaji
Poskytovatel a Hlavni zkouSejici pIné odpovédni
za plnéni veSkerych delegovanych povinnosti.

f) Uginnost smlouvy nabude dnem
uvefejnénim smlouvy v registru smluv v souladu
zakona €. 340/2015 Sb., o registru smiuv.

PLATNE ZAKONY A SOUDNI

PRISLUSNOST

13.

a) Tato Smlouva se fidi a vyklada podle
platnych zakond Ceské republiky bez ohledu na
rozpor se zakonnymi ustanovenimi.

b) Jakékoli naroky ¢  spory  vzniklé
v souvislosti s touto Smlouvou ¢&i jeji poruSeni
budou predlozeny kifeSeni soudidm pfislusné
jurisdikce v Hradci Kralové, Ceska republika. Bez
ohledu na vySe uvedené, smi kterakoli strana
poZadovat soudni napravné nafizeni nebo jiné
predbézné opatieni u kteréhokoli soudu pfislusné

jurisdikce.

[NASLEDUJE PODPISOVA STRANA]
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This Agreement has been executed in three | Tato Smlouva byla vypracovana ve tfech
originals, one for each party. vyhotovenich, kdy kazda ze smluvnich stran
obdrzi jedno.

The Institution | Poskytovatel: Fakultni nemocnice Hradec
Kralové/University Hospital Hradec Kralové

Name | Jméno: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.
Title | Pozice: Director/Reditel

Dated | Datum: 7. 9. 2016

The Investigator | Hlavni zkousSejici :

Name | Jméno: I

Dated | Datum: 7. 9. 2016

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

Name | Jméno: NN

Title | Pozice: Country Manager, by Power of Attorney/na zakladé plné moci

Name | Jméno: [N

Title | Pozice: by Power of Attorney/na zakladé pIné moci

Dated | Datum: __ 31. 8. 2016
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Fee and Payment Schedule Rozpis plateb
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