ARTESIA - CZECH REPUBLIC - CENTRE # 180

CLINICAL STUDY AGREEMENT - ARTESIA

This Clinical Study Agreement (hereinafter the
“Agreement”) is entered into and effective upon the
publication hereof in the register of contracts (“Effective
Date”) between Fakultni nemocnice Hradec Kralové
(University Hospital), with its principal place of business
at Sokolska 581, 500 05 Hradec Kralové, Czech
Republic (hereinafter the “Provider”)

-and-

I - i principal investigator at

the Provider, with offices at I. interni kardioangiologicka
klinika, Fakultni nemocnice Hradec Kralové, Sokolska
581, 500 05 Hradec Kréalové, Czech Republic
(hereinafter the “Investigator”)

-and-

Hamilton Health Sciences Corporation, a company
established pursuant to the legislation of the Province
of Ontario, Canada, through the Population Health
Research Institute located at Population Health
Research Institute (PHRI ), Hamilton Health Sciences —
DBCVSRI, Hamilton General Hospital Campus, 237
Barton Street East, Hamilton, Ontario, L8L 2X2, Canada
(hereinafter the “Sponsor”)

The Provider, the Investigator and Sponsor are
hereinafter each individually referred to as a “Party” and
collectively referred to as the “Parties”.

WHEREAS,PHRI is the sponsor of and is coordinating
a multi-centered, investigator-initiated clinical trial
entitted ARTESIA (Apixaban for the Reduction of
Thrombo-Embolism in patients with Device-Detected
Sub-Clinical Atrial fibrillation) (hereinafter the “Project”),
the protocol (hereinafter the “Protocol”), shall include
any amendments made to the Protocol from time to
time;

WHEREAS, Sponsor may also conduct substudies
(hereinafter the “Substudy(ies)”) in conjunction with the
Project, and all references to the Project shall include
any Substudy(ies) that are conducted and the
references to the Protocol shall include any protocols
related to such Substudy(ies);

WHEREAS, funding for the Project has been provided
in part by Bristol-Myers Squibb Canada Co., Medtronic
of Canada Ltd and the Canadian Institutes of Health
Research (CIHR) funded Canadian Stroke Prevention
Intervention Network (CSPIN) (hereinafter “Funders”);
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SMLOUVA O PROVEDENI KLINICKE STUDIE —
ARTESIA

Tato smlouva o provedeni klinické studie (dale jen
.Smlouva“) se uzavira a nabyva Ucinnosti dnem
uvefejnéni  smlouvy vregistru smluv  (,Datum
Uginnosti“) mezi Fakultni nemocnici Hradec Kralové, se
sidlem Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Ceska republika (dale jen
.Poskytovatel”)

_a_

I ;<o hlavni zkousejicim

v Instituci, se sidlem I. interni kardioangiologické& klinika,
Fakultni nemocnice Hradec Krélové, Sokolska 581, 500
05 Hradec Kralové, Ceska republika (dale jen
.Zkousejici®)

_a_

Hamilton Health Sciences Corporation, spole¢nost
zfizenou podle legislativy provincie Ontario, Kanada,
prostfednictvim Population Health Research Institute se
sidlem Population Health Research Institute ( PHRI ),
Hamilton Health Sciences — DBCVSRI, Hamilton
General Hospital Campus, 237 Barton Street East,
Hamilton, Ontario, L8L 2X2, Kanada (dale jen
.Zadavatel”)

Poskytovatel, Zkousejici a Sponsor jsou dale jednotlivé
oznacovany jako ,Strana“ a spole¢né jako ,Strany”.

VZHLEDEM K TOMU, ZE PHRI je zadavatelem a
koordinuje multicentrické klinické hodnoceni iniciované
zkousejicim s nazvem ARTESIA (Apixaban pro redukci
tromboembolismu u pacientu se subklinickou fibrilaci
srde¢nich pfedsini zjiSténou pfistroji) (dale jen
,Projekt’), pfiemz protokol k této studii (dale jen
,Protokol“) zahrnuje rovnéz jakékoli zmény, které
mohou byt v Protokolu pfilezitostné uginény);

VZHLEDEM K TOMU, ZE Zadavate m(ize provadét
rovnéz podstudie (dale oznacované jen jako
.podstudie”) v souvislosti s Projektem, a Ze veSkeré
odkazy na Projekt zahrnuji jakoukoliv podstudii /
jakékoli podstudie, které se provadéji, a odkazy na
Protokol zahrnuji jakékoli protokoly vztahujici se
k takové podstudii / takovym podstudiim;

VZHLEDEM K TOMU, ZE financovani Projektu bylo
zajiSténo ¢astecné spolecnostmi Bristol-Myers Squibb
Canada Co., Medtronic of Canada Ltd a institutem
Canadian Institutes of Health Research (CIHR)
financujicim  sit  Canadian  Stroke Prevention
Intervention Network (CSPIN) (dale jen ,Financujici
subjekty);
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WHEREAS, the Investigator and Provider have the
resources and expertise to carry out the clinical trial
pursuant to this Agreement and are interested in
participating in the Project. The Investigator and
Provider are hereinafter referred to jointly and severally
as the “Centre” and the activities carried out by the
Centre for the Project is referred to as the “Study”.

The rights and obligations of the Parties are outlined
below:

ARTICLE 1. PERFORMANCE OF THE STUDY

1.1 The Provider and Principal Investigator agree
that all aspects of this Study shall be conducted
in accordance with all applicable laws of the
Czech Republic, in particular Act 378/2007 Coll.,
on Pharmaceuticals and on Amendments to
Certain Related Acts (the Pharmaceuticals Act)
(hereinafter the “Pharmaceuticals Act”), Act
372/2011 Coll., on Health Services, as amended,
including the implementing regulations to these
laws (especially Decree 226/2008 Coll., on good
clinical practice and detailed conditions of clinical
trials on medicinal products, as amended), the
International Conference on the Harmonization
of Technical Requirements for the Registration of
Medicinal Products for Human Use Good Clinical
Practice: Consolidated Guideline, and other
generally accepted principles of Good Clinical
Practice.

1.2 The Provider and the Investigator hereby
represent and agree that they have, and at all
times during the course of the Study will have,
personnel with appropriate training,
information,  licenses, approvals, and
certifications necessary to safely, adequately
and lawfully perform the Study in accordance
with the Protocol, ICH-GCP and Applicable
Laws of the Czech Republic. The Study will be
carried out under the direction and supervision
of the Investigator.

1.3 The Investigator shall, prior to initiation of the
Study and during the conduct of the Study if
required, obtain written approval from the
institutional review board or ethics review board
(“IRB”) for the Protocol and the informed
consent form to be used at the Provider
(hereinafter the “Consent Form”). The
Investigator shall be provided a sample
Consent Form approved by the competent
Ethics Committee from the sponsor to use for
the performance of the Study. Any changes to
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VZHLEDEM K TOMU, ZE Zkous$ejici a Poskytovatel
maji vlastni zdroje a odborné znalosti pro provedeni
klinického hodnoceni dle této smlouvy a maji zajem
Ucastnit se Projektu. ZkouSejici a Poskytovatel jsou
déle spole¢né a nerozdilné oznacovani jako ,Centrum*
a ¢innosti provadéné na Centru v ramci Projektu jsou
oznacovany jako ,Studie”.

NizZe jsou uvedena prava a povinnosti Stran:

CLANEK 1. PROVEDENI STUDIE

1.1 Poskytovatel a Hlavni zkou$ejici souhlasi, ze
vesSkeré aspekty této Studie budou provedeny
vsouladu se vSemi prfisluSnymi pravnimi
predpisy Ceské republiky, zejména zakonem &.
378/2007 Sb., o léCivech a 0 zménach nékterych
souvisejicich zakonu (zakon o lé¢ivech) (dale jen
~Zakon léGivech®), zakonem ¢&. 372/2011 Sb., o
zdravotnich sluzbach v platném znéni, véetné
provadécich  pfedpisi  ktémto  zakonim
(zejména vyhlaskou ¢&. 226/2008 Sb., kterou se
stanovi spravna klinicka praxe a blizs§i podminky
klinického hodnoceni 1éCiv), Mezinarodni
konferenci o  harmonizaci  technickych
pozadavkil na registraci humannich IéCivych
pfipravkda Spravna klinicka praxe: Konsolidovana
smérnice (the International Conference on
Harmonisation of Technical Requirements for
Registration of Pharmaceduticals for Human Use
Good Clinical Practice: Consolidated Guideline)
a dalSimi obecné akceptovanymi zasadami
spravné klinické praxe.

1.2 Poskytovatel a ZkouSejici timto prohlasuji a

souhlasi, ze maji a po celou dobu provadéni

Cinnosti  vramci  studie budou  mit

zameéstnance, ktefi absolvovali odpovidajici

vzdélani, maji odpovidajici informace, licence,
povoleni a certifikace nezbytné k bezpe¢nému,
vhodnému a zékonnému provadéni Cinnosti
vramci studie v souladu s Protokolem, ICH-

GCP a Prislugnou legislativou Ceské republiky.

Cinnost v ramci studie bude provadéna pod

vedenim ZkouS$ejiciho, s odpovédnosti a pod

dohledem Zkousejiciho.

1.3 Zadavatel pfed zahajenim Cinnosti v ramci

studie a v pfipadé potfeby béhem provadéni

Cinnosti v ramci studie ziska pisemné povoleni

od institucionalni hodnotici komise nebo etické

komise (,IRB) k Protokolu a formulafim

informovaného souhlasu, které budou pouzity v

Poskytovatel(dale jen ,Formulafe souhlasu®),

v poslednim znéni. ZkouSejici obdrzi od

zadavatele Formulafe souhlasu schvalené

prisluSnou etickou komisi, které bude pouzivat
pFi provadéni Cinnosti v ramci studie. Jakékoli
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1.4

1.5

1.6

1.7

the Consent Form must be approved by
Sponsor or the ethics committee.

The Investigator shall obtain a completed and
signed Consent Form from each subject within
the meaning of Act 378/2007 Coll. (“Subject”)
participating in the Study prior to enrolling the
Subject into the Study and keep the informed
consent for each Subject throughout the Study.

The Investigator shall start recruiting Subjects
only after he/she has received authorization
from Sponsor to start recruitment, such
authorization to be provided after receipt of all
relevant documentation by Sponsor. Sponsor
reserves the right to limit the recruitment of
further Subjects or to cease the recruitment.
Upon receipt of written notice from Sponsor to
cease recruitment, the Investigator shall
immediately cease further recruitment of
Subjects.

The Provider and the Investigator represent
and agree that they are not presently and shall
ensure that they are not at any time during the
performance of the Study under any obligation
to a third party, or subject to any other legal
impediments, which would conflict with their
duties hereunder, or that might otherwise impair
the acceptance by a regulatory body of the data
collected by the Centre.

The Provider hereby represents and warrants
that the Provider will not use any person in any
function or in connection with any service to be
performed under this Agreement who has been
imprisoned under any applicable law of the
Czech Republic, including any punishment under
the United States Federal Food, Drug and
Cosmetic Act or any exclusion from the United
States Federal Health Care Program. The
Provider shall promptly notify the Sponsor if, to
the best of the Provider’s knowledge, any person
rendering services under this Agreement is
punished, or if any action, dispute, claim, inquiry
or judicial or administrative proceedings relating
to the punishment of the Provider or any person
providing services under this Agreement is
initiated or threatens to be initiated. The Principal
Investigator represents and warrants that no
action, dispute, claim, inquiry or judicial or
administrative proceedings that may potentially
lead to the punishment of the Principal
Investigator are currently in progress or threaten
to be initiated, and further agrees to inform the
Sponsor promptly in writing of any such claim,
dispute, inquiry or judicial or administrative
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1.4

1.5

1.6

1.7

vyznamné zmeény ve Formulafich souhlasu
musi schvdlit Zadavate

ZkouSejici ziskd vyplnény a podepsany
FormulaF Souhlasu od kazdého subjektu
hodnoceni ve smyslu zakona ¢. 378/2007 Sb.,
(dale jen ,Subjekt"), ktery se studie Uc€astni,
pred zafazenim takového Subjektu do Studie, a
bude mit informovany souhlas kazdého
Subjektu po celou dobu prabéhu Studie.

ZkouSejici muze zahdjit ndbor Subjektl teprve,
kdyz zisk& povoleni od Zadavate k zahajeni
naboru. Toto povoleni bude vydano poté,
coZadavate obdrzi veSkerou potfebnou
dokumentaci. Zadavate si vyhrazuje pravo
omezit nabor dalSich Subjektl nebo ukongit
nabor.. Jakmile Zkousejici obdrzi od Zadavate
pisemné oznameni o ukonéeni naboru, musi
okamzité ukongit ndbor dalSich Subjekta.

Poskytovatel a ZkouS$ejici prohlasuji a souhlasi,
ze Poskytovatel ani ZkouS$ejici v sou€asné
dobé nemaji a nikdy béhem provadéni této
Studie nebudou mit zadné povinnosti VUi
néjaké treti strané ani neceli Zadnym pravnim
prekazkam, které by byly vrozporu s jejich
povinnostmi podle této smlouvy, nebo které by

mohly  jinak znemoznit prijeti dat
shroméazdénych na Centrem regulacnim
organem.

Poskytovatel prohlasuje a zaruéuje, Zze nevyuZije
v zadné z funkci, anebo v souvislosti s jakoukoli
sluzbou, ktera ma byt provedena na zakladé této
Smlouvy, jakoukoliv osobu, které byl ulozen trest
podle pFisludnych pravnich predpist Ceské
republiky, v€etné trestu na zakladé Federalniho
zakona Spojenych statl americkych o kontrole
potravin, |éCivych pfipravkl a kosmetickych
pfipravkd (United States Federal Food, Drug and
Cosmetic Act) nebo vylouceni z Federalniho
programu Spojenych statd americkych o péci o
zdravi. Poskytovatel neprodlené oznami
Zadavateli, pokud podle jeho nejlepSiho védomi
je jakakoli osoba poskytujici sluzby na zakladé
této Smlouvy potrestana nebo pokud bude
projednavana ¢i bude hrozit jakakoli zaloba, spor,
narok, Setfeni nebo soudni ¢&i spravni fizeni
tykajici se potrestani Poskytovatele nebo jakékoli
osoby poskytujici sluzby na zakladé této
Smlouvy. Hlavni zkouSejici prohlasuje a
zarucCuje, ze vuci nému nebézi ani nehrozi zadna
zaloba, spor, narok, Setfeni nebo soudni i
spravni fizeni, pokud jde o jeho mozné potrestani
a dale souhlasi, Zze bude neprodlené pisemné
informovat Zadavatele o kazdé takové zalobé,
sporu, Setfeni nebo soudnim ¢&i spravnim fizeni,
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1.8

1.9

2018-1284-PHRI

proceedings initiated or threatening to be initiated
against the Principal Investigator.

The Investigator may appoint as
subinvestigators (hereinafter the
“Subinvestigators”) other individuals who are
appropriately qualified and trained to assist in
the conduct of the Study in accordance with the
Protocol. The Investigator shall be liable and
responsible for the Subinvestigators and
cooperating persons, and shall be responsible
for leading the team of Subinvestigators, who in
all respects shall be bound by the same
obligations as the Investigator, and the
Investigator shall inform and keep informed in
detail all Subinvestigators about all such
obligations. Further, the Investigator shall be
responsible for ensuring that the
Subinvestigator and all cooperating persons
and personnel within the Provider who
participate in the Study have read and
understood the Protocol.

The Investigator will ensure that all safety data,
as specified in the Protocol, are promptly
reported to Sponsor or their representatives in
accordance with the requirements of the
Protocol and other written instructions provided
by Sponsor.

The Provider and/or the Investigator shall
prepare and maintain complete, accurately
written records, accounts, medical notes,
reports, and data including all supporting
documentation for each Subject (hereinafter the
“Source Documents”) in accordance to the
operating procedures required by Sponsor and
all Applicable Laws of the Czech Republic. The
Provider and/or the Investigator shall prepare
and submit to Sponsor all case report forms and
all additional documentation (hereinafter the
“CRFs”) for each Subject as required by the
Protocol and shall promptly resolve all data
queries from Sponsor. The Provider and/or
Investigator agree that all CRFs submitted to
Sponsor will be complete and accurate. The
Provider and the Investigator agree to provide
to Sponsor any documentation required by
Regulatory Authorities and/or Applicable Laws.
The Investigator shall ensure that any data or
supportive documentation provided to Sponsor
does not include any information that would
personally identify a Subject.

The Provider and/or the Investigator shall
maintain a copy of all documents, including the
Source Documents, relating to this Study for the
longer 15 years required by the Applicable
Laws . After the 15 years, the Provider can
destroy all documents in accordance with
Applicable Laws.

1.8

1.9

které bude hrozit ¢i bude zahajeno za Gcelem
potrestani zkousejiciho.

ZkouSejici muze jmenovat jako spoluzkouSejici
(dale jen ,Spoluzkous$ejici®) jiné osoby, které
maji pFislusnou kvalifikaci a vzdélani, aby
mohly spolupracovat pfi provadéni Studie
v souladu s Protokolem. ZkouSejici odpovida
za Spoluzkousejici a spolupracujici osoby a za
vedeni tymu SpoluzkouSejicich, ktefi jsou ve
vSech ohledech vazani stejnymi povinnostmi
jako ZkouSejici, a je povinen SpoluzkouS$ejici o
vSech takovych povinnostech podrobné
informovat a podavat jim pravidelné informace.
ZkouSejici dale odpovida za zajisténi toho, aby
se Spoluzkousejici a vSechny spolupracujici
osoby a zaméstnanci Poskytovatel, ktefi se na
Studii podileji, seznamili s protokolem a
Porozuméli mu.

ZkouSejici zajisti, aby veSkera bezpecnostni
data, jak je uvedeno v Protokolu, byla okamzité
sdélena Zadavate nebo jeho zastupci dle
pozadavku Protokolu a dalSich pisemnych
pokyn( Zadavate.

Poskytovatel a/nebo ZkouSejici pro kazdy
Subjekt vypracuje a bude vést kompletni,
presné pisemné zaznamy, U0cty, |ékarské
poznamky, zpravy a data vcetné veskeré
doprovodné dokumentace (dale jen ,Zdrojové
Dokumenty*), v souladu s provoznimi postupy,
které vyzadujeZadavate a prislusnd legislativa
Ceské  republiky.  Poskytovatel —a/nebo
ZkouSejici vyplni pro kazdy Subjekt vSechny
formulafe zaznamu Subjektd hodnoceni a
vesSkerou dal$i dokumentaci (dale jen ,CRF*) a
predloZi ji , Zadavate jak vyZzaduje Protokol, a
veSkeré Zadosti Zadavateo data budou feSit
okamzité. Poskytovatel a/nebo ZkouSejici
souhlasi, Ze vSechny CRF predlozené
Zadavatebudou kompletni a presné.
Poskytovatel a ZkouSejici souhlasi, Zze
poskytnou Zadavate veSkerou dokumentaci,
kterou pozaduji Regulacni Organy a/nebo
Prislusna Legislativa. ZkouSejici zajisti, aby
zadnd data ani doprovodna dokumentace
poskytnutd Zadavate neobsahovala zadné
informace, podle nichz by bylo mozné
identifikovat osobu Subjektu.

Poskytovatel  a/nebo  ZkouS$ejici  musi
archivovat kopie vSech dokumentd, vcetné
Zdrojovych Dokumentt, které se tykaji této
Studie, po dobu: 15 let jak to vyZaduje
Prislusna Legislativa. Po uplynuti 15 let mize
Poskytovatel vSechny dokumenty zlikvidovat, v
souladu s platnymi zakony.
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1.12

1.13

The Provider and the Investigator shall
cooperate with and permit, upon request,
Sponsor, or their representative, and/or officials
of any regulatory authority to examine and
inspect the Provider’s facilities and equipment
required for performance of the Study and
inspect and copy all data, reports, work
products and results relating to the Study. The
access to records for monitoring or audit does
not entitle the other party to make or retain a
copy of any Subject's personal health
information. If the Provider or the Investigator is
notified of an inspection by a regulatory
authority, the entity so notified shall
immediately inform Sponsor about the pending
inspection and authorize Sponsor, or their
representative(s), to participate in this
inspection. The Provider and/or the Investigator
shall immediately communicate to Sponsor the
information that arises from such inspections by
the regulatory authorities. It is expressly agreed
that the compensation for the assistance and
availability of the Provider and the Investigator
for the audits and inspections is included in the
amount mentioned in Article 4.

Should the Investigator leave his/her job at the
Provider or otherwise become unavailable
during the term of this Agreement, the Provider
and Sponsor shall make reasonable efforts to
find a replacement investigator who is
acceptable to both the Provider and Sponsor.
The Provider shall ensure that any replacement
investigator agrees to be bound by all the terms
and conditions hereof. Notwithstanding the
foregoing, Sponsor, in its sole and absolute
discretion, may elect not to approve any person
proposed as a replacement investigator, in
which event Sponsor shall have the right to
terminate this Agreement in accordance with
Article 9.

Sponsor or its representative shall provide free
of charge, to the Provider and the Investigator,
a sufficient amount of the study drugs to be
assessed as defined in Section 2 of Act
378/2007 Coll., on Pharmaceuticals
(hereinafter the “Product”) to conduct the Study.
The Product will be provided after receipt of
copies of documents required by Sponsor. The
Provider and the Investigator shall use only the
Product provided by Sponsor or its
representative and shall use the Product solely
for the purposes of conducting the Study and
shall ensure that the Product is stored in
accordance with the instructions provided by
Sponsor. The Provider and/or the Investigator
shall ensure that an accurate record of the
quantity of the Product received and dispensed
to each Study Subject is maintained. The
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Poskytovatel a ZkouSejici jsou povinni
spolupracovat s Zadavate, nebo jeho
zastupcem a/nebo  Ufedniky  jakéhokoli

regulaéniho organu a na jejich zadost jim
umoznit provedeni kontroly a inspekce zafizeni
Poskytovatel a vybaveni  potfebného
k provadéni Studie a kontroly vSech dat, zprav,
pracovnich produktd a vysledkl vztahujicich se
ke Studii a pofizeni jejich kopii. Pfistup
k zdznamdm za 0celem monitorovani nebo
auditu neopravriuje tyto druhé strany pofizovat
nebo uchovavat kopie osobnich zdravotnich
informaci zadného Subjektu. Pokud
Poskytovatel nebo ZkouSejici obdrzi od
regulacniho orgdnu oznadmeni o inspekci, jsou
povinni okamzité informovat Zadavate o
chystané inspekci a zmocnit nebo zastupce
Zadavate kucasti na této  inspekci.
Poskytovatel a/nebo ZkouSejici  jsou
povinniZadavate okamzité informovat o
vysledcich takovych inspekci provedenych
regulaénimi organy. Je vyslovné dohodnuto, ze
kompenzace za asistenci a dostupnost
Poskytovatel a ZkousSejiciho v pfipadé auditd a
inspekci je zahrnuta v ¢astce uvedené v €lanku
4.

Pokud zkousejici prestane byt zaméstnancem
Instituci nebo bude jinak nedostupny v pribéhu
trvani této Smlouvy, Poskytovatel a Zadavate
vyvinou dostate¢né Usili  pro nalezeni
nahradniho zkousSejiciho, ktery bude pfijatelny
jak pro Instituci, tak pro Zadavate. Poskytovatel
je povinna zajistit, aby kazdy nahradni
zkouSejici souhlasil s tim, ze bude vazan viemi
podminkami této smlouvy. Nehledé na vyse
uvedené se mlze Zadavate dle svého vlastniho
a vyhradniho uvazeni rozhodnout zamitnout
osobu navrhovanou jako nahradni zkousSejici,
v takovém pfipadé ma Zadavate pravo tuto
smlouvu vypovédét v souladu s ¢lankem 9.

Zadavate nebo jeho zd&stupce poskytnou
zdarma  Poskytovateli a  ZkouS$ejicimu
dostate¢né mnozstvi hodnoceného lé€ivého
pfipravku definovaného v § 2 zakona ¢&.
378/2007 Sb., o IéCivech (dale jen ,Produkt”) k
provadéni Studie. Produkt bude poskytnut po
obdrzeni kopii dokument(, které Zadavate
pozaduje. Poskytovatel a ZkousSejici budou
pouzivat pouze Produkt poskytnuty Zadavate
nebo zastupci Zadavate a budou Produkt
pouzivat pouze pro Ucely provadéni Studie a
zajisti, ze Produkt bude uchovavéan v souladu s
pokyny poskytnutymi Zadavate . Poskytovatel
a/nebo ZkousSejici zajisti, ze bude uchovavan

presny zaznam o mnozstvi Produktu
obdrzeného a vydaného kazdému Subjektu
Studie.  Poskytovatel a/nebo  ZkouSejici

poskytne Zadavate bezodkladné veSkerou
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1.16

1.17

Provider and/or the Investigator shall promptly
provide to Sponsor all required documentation
with respect to the usage and the disposal of
the Product. After completion of the Study, the
Provider and/or the Investigator shall dispose of
the Product in accordance with the instructions
from Sponsor or its representative. For further
certainty, the Provider and the Investigator shall
not use for the Study any drugs that they may
receive from sources other than Sponsor or its
representative.

The Product will be delivered to a hospital
pharmacy, always in properly sealed packages
designed for the Product, and marked in
accordance with the law.

The Product deliveries will take place between
7AM and 17:00, Monday to Friday, to the
hospital pharmacy building.

Expected number of Subjects enrolled for the
study is approximately [}

ARTICLE 2. PERFORMANCE PERIOD

2.1

2.2

This Agreement shall be in effect until the
Project has been completed or upon written
notice from Sponsor of early termination of the
Project, whichever occurs first, unless
otherwise terminated earlier in accordance with
Article 9.

Expected duration of the Study approximately

ARTICLE 3. OWNERSHIP OF DATA, RESULTS,
INVENTIONS AND PATENTS

3.1

3.2

Sponsor and/or any assignee of Sponsor (at
Sponsor’s sole and absolute discretion) shall
exclusively own and have all right, title and
interest in (a) all information, documents and
data collected; (b) results derived from the
performance of the Project whether in paper,
oral, electronic or any other form, and (c) any
discovery or invention made by the Provider,
Investigator or their personnel in the course of
or in connection with the Study.

Provider and the Investigator hereby
specifically disclaim any right, title or interest of
any kind whatsoever to the data, results, and
any discovery or invention of the Study and to
information and documents received by the
Provider or the Investigator as a result of or in
the course of performing the Study, except to
the extent that such rights are expressly
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1.15

1.17

pozadovanou dokumentaci s ohledem na uziti
a na vydavani Produktu. Po dokonceni Studie
Poskytovatel a/nebo ZkouSejici  zlikviduje
Produkt v souladu s pokyny od Zadavate nebo
jeho zastupce. Pro dalsi jistotu nebudou
Poskytovatel a ZkouSejici pro Studii pouzivat
jakakoli léc¢iva, kterd mohou obdrzet z jinych
zdroju nez od Zadavate nebo jeho zastupce.

Produkt bude dodavan do nemocnicni Iékérny,
vzdy v fadné zabalenych obalech uréenych pro
Produkt a oznaceny v souladu se zakonem.

Dodavky Produktu se budou uskutec¢fiovat v
Po-Pa od 7.00 h do 17.00h do budovy
nemocniéni [ékarny.

Predpokladany pocet zafazenych Subjektt do
studie je priblizné ||}

CLANEK 2. DOBA UCINNOSTI

2.1

2.2

CLANEK 3.

Uginnost této Smlouvy zanikd dokongenim
Projektu nebo pisemnym oznamenim Zadavate
o pred¢asném ukonceni Projektu podle toho,
ktera situace nastane dfive, a pokud neni dfive
ukoncena jinak v souladu s ¢lankem 9.

Predpokladany termin ukond&eni
priblizné

studie je

VLASTNICTVi DAT, VYSLEDKU,

VYNALEZU A PATENTU

3.1

3.2

Zadavate a/nebo jakykoli nastupce Zadavate
(dle  vyhradniho a libovolného uvazeni
Zadavate ) budou vyhradné vlastnit a drzet
veSkera prava, naroky a podily k (a) veSkerym
informacim, dokumentim a shromazdénym
udajum; (b) vysledkim odvozenym z plnéni
Projektu, bez ohledu na to, zda v papirové,
ustni, elektronické nebo jakékoli jiné formeé a (c)
k jakymkoli objevim a vynélezim, které ucini
Poskytovatel, Zkousejici nebo jejich
zameéstnanci v prab&hu nebo v souvislosti se
Studii.

Poskytovatel a ZkousSejici se timto vzdavaji
veskerych prav, narokl nebo podilu jakéhokoli
druhu vzhledem kdatim, vysledkim a
jakymkoli objevim, nalezim nebo vynalezim
Studie a kinformacim a dokumentim, které
Poskytovatel nebo Zkousejici ziskali v ramci
Studie nebo v pribéhu jejiho provadeni,
s vyjimkou rozsahu, v jakém jsou takova prava
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3.3

granted hereunder. Any discovery or invention
shall be immediately communicated to
Sponsor. If requested by Sponsor and/or its
assignee, Provider, Investigator and their
personnel agree to provide assistance with any
patent applications at Sponsor's expense,
without further compensation. Provider shall be
solely responsible for all payments due to the
Investigator and/or the Provider's employees
according to the applicable law for any
inventions transferred to Sponsor or its
designee.

The Provider and the Investigator shall ensure
that all personnel hired to perform services
hereunder shall agree to fulfil the obligations
herein, especially in relation to the assignment
of rights in discoveries and inventions to
Sponsor as applicable.

ARTICLE 4. COST AND PAYMENT

4.1

4.2

4.3

4.4

As consideration for performance of the Study
under the terms of this Agreement, Sponsor
shall pay the Provider on a per Subject basis as
set forth in the Payment Schedule and Payment
Rule Form which is attached herein as Exhibit
A (hereinafter the “PRF”). Sponsor is entitled to
claim the applicable tax credits on any eligible
amounts paid by Sponsor to the
Provider/Investigator.

The Provider shall for the payment of any or all
taxes imposed by the taxation authorities in any
jurisdiction that may apply to any payment
it/he/she receives.

The Provider shall review the payment details
generated by Sponsor that accompany each
payment and inform Sponsor in writing of any
discrepancies that may exist in the payment(s)
received and the payment(s) expected. The
Provider and the Investigator shall ensure that
any such discrepancies that may exist are
brought to the attention of Sponsor no later than
four (4) months after the Project database is
locked. Should Sponsor not receive written
notice of any final discrepancies within such 4
month period, then all payments required to be
made hereunder shall be deemed to have been
made in full.

The Provider and/or the Investigator, as
applicable represent and warrant that they are
not residents of Canada for the purposes of the
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3.3

vyslovné udélena vtéto smlouvé. Jakykoli
objev nebo vynalez musi byt ihned ozndmen
Zadavate. Poskytovatel, ZkouSejici a jejich
zaméstnanci souhlasi, ze budou asistovat pfi
vypracovani pfipadné zadosti o udéleni patentu
na naklady Zadavate , bez dalsi kompenzace,
pokud o to Zadavate a/nebo jeho zmocnénec
pozadaji. Za vSechny platby, které nalezi
Zkousejicimu a/nebo zaméstnancim
Poskytovatel v souladu s pfisluSnym zakonem
za jakékoli vyndlezy postoupené spolecnosti
Zadavate nebo strané, kterou spolecnost
Zadavate oficialné jmenuje, odpovida vyhradné
Poskytovatel.

Poskytovatel a Zkousejici jsou povinni zajistit,
aby vSichni zaméstnanci pfijati na poskytovani
sluzeb podle této smlouvy souhlasili s plnénim
povinnosti zde uvedenych, zejména
v souvislosti s pfipadnym postoupenim prav na
objevy a vynalezy Zadavate

CLANEK 4. NAKLADY A PLATBY

4.1

4.2

4.3

4.4

Jako odménu za provedeni Studie v souladu
s podminkami této Smlouvy je Zadavate
povinen Instituci uhradit platby za Subjekt, jak
je stanoveno v harmonogramu plateb a
formulafi predpisu plateb, ktery je pfipojen
k této Smlouvé jako Pfiloha A (dale jen ,PRF¥).
Zadavate ma narok na pozadovani pfislusnych
danovych dobropist z jakychkoli opravnénych
Castek, které Zadavate vyplati Instituci/
ZkouSejicimu.

Poskytovatel odpovida za Uhradu veSkerych
dani ulozenych darnovymi organy v jakékoli
jurisdikci, které se mohou vztahovat na
jakoukoli platbu, kterou obdrzi.

Poskytovatel je povinen zkontrolovat platebni
Udaje, které Zadavate vystavuje ke kazdé

platbé, a pisemné informovatZadavate o
jakychkoliv nesrovnalostech, které se mohou
objevit v pfijaté platbé (platbach) nebo

v oCekavané platbé (platbach). Poskytovatel a
ZkouSejici jsou povinni zajistit, aby Zadavate
byl o pfipadnych takovych zjisténych
nesrovnalostech informovan nejpozdéji do ¢tyr
(4) mésicd po uzamceni databaze Projektu.
V pfipadé, Ze Zadavatene obdrzi pisemné
oznameni o] Zadnych finanénich
nesrovnalostech béhem této ¢tyfmésicni Ihaty,
budou vSechny platby, které maji byt v souladu
s touto smlouvou provedeny, povazovany za
zcela uskutecnéné.

Poskytovatel a/nebo ZkouS$ejici prohladuje a
zaruCuje, ze nesidli v Kanadé pro ucely zdkona
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4.5

4.6

Excise Tax Act and are not registered for such
purposes.

The maximum value of the performance is
based on Exhbit A and how many patients your
Instiutuion will recruit.

All payments will be made to the Provider, who
will distribute the finances in accordance with
the Provider’s Internal Directive.

ARTICLE 5. CONFIDENTIAL INFORMATION

5.1

5.2

5.3

54

The Provider and the Investigator agree to
maintain or cause to be maintained in
confidence all information received under this
Agreement and all information resulting from or
related to work performed under this
Agreement, including but not limited to, the
Protocol and the CRFs (hereinafter the
“Confidential Information”). This obligation shall
be binding for a period of ten (10) years after
termination or completion of the Project.
Provider or Investigator will not disclose the
Confidential Information without the prior
written approval of Sponsor. Provider or
Investigator may from time to time disclose
Confidential Information to support staff and
Ethics Committees but only to the extent
required for the proper conduct of the Study and
provided that each member of the support staff
and Ethics Committee to whom disclosure is
made is fully informed of the confidential nature
of the information disclosed and agrees to keep
it confidential in accordance with this
Agreement.

This duty of confidentiality does not apply to
cases where the Provider and the Investigator
are obliged to disclose the information in
question by force of law to any regulatory
authorities.

All Parties agree to comply with the applicable
laws and regulations concerning protection of
personal and/or health records.

All data transfers will comply with Data
Protection Directive 95/46/EC, under European
law and in accordance with Act 101/2000 Coll.,
in this order.

ARTICLE 6. PUBLICATIONS

6.1

MULTI-SITE PUBLICATIONS: The Parties
agree that, the consolidated data from all
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4.5

4.6

o nepfimych danich (Excise Tax Act) a Zze neni
registrovan/a pro takové ucely.

Maximalni hodnota pInéni vychazi z pfilohy A a
poctu pacientu, které Poskytovatel do studie
pfivedeVeskeré platby budou vyplaceny
Poskytovateli, ktery finanéni prostfedky rozdéli
na zakladé vnitfni smérnice.

Veskeré platby budou hrazeny Poskytovateli,
ktery bude dale finanéni prostfedky rozdélovat
podle své interni smérnice.

CLANEK 5. DUVERNE INFORMACE

5.1

5.2

5.3

5.4

Poskytovatel a Zkousejici souhlasi, ze budou
uchovavat v tajnosti a zajisti uchovavani v
tajnosti vSech informaci, které obdrzeli
v souvislosti stouto Smlouvou, a v8ech
informaci vyplyvajicich nebo souvisejicich
s praci provadénou podle této Smlouvy nebo s
ni souvisejicich, nebo souvisejicich
s Produktem nebo touto Smlouvou, véetné,
mimo jiné, Protokolu a CRF (dale jen ,Davérné
informace”). Tato povinnost je zavazna po dobu
deseti (10) let od preruSeni nebo dokonéeni
Studie. Poskytovatel ani ZkouS$ejici nesdéli
Dlvérné informace  bez predchoziho
pisemného souhlasu spole¢nosti Zadavate .
Poskytovatel nebo Zkousejici muze
prilezitostné  D0Ovérné  informace  sdélit
podplirnému tymu a etickému vyboru, ale
pouze vrozsahu vyzadovaném pro fadné
provadéni Cinnosti vramci studie a za
predpokladu, Ze kazdy ¢len podplrného tymu a
etického vyboru, kterému jsou informace
sdéleny, je pIné informovan o davérné povaze
sdélenych informaci a souhlasi stim, ze je
bude udrzovat vtajnosti vsouladu s touto
Smlouvou.

Tato povinnost ml€enlivosti se nevztahuje na
pfipady, kdy jsou Poskytovatel a Zkousejici
povinni tyto informace dle zakona sdélit
regulacnim organam.

V8echny Strany souhlasi s dodrzovanim
pfisludnych z&kond a smérnic o ochrané
osobnich nebo zdravotnich Udaju.

Veskery pfevod dat bude v souladu se smérnici
0 Ochrané Udaju 95/46/EC podle evropského
prava a v souladu se zakonem ¢. 101/2000 Sb.,
v tomto poradi.

CLANEK 6. PUBLIKACE

6.1

PUBLIKACE ZA VICE MIST: Strany se
dohodly, ze konsolidovana data ze vSech mist
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6.2

6.3

6.4

6.5

centres will be analyzed collectively in
accordance with the procedures set out in the
Protocol and reported as such by the Project
Steering Committee (hereinafter the “Project
Results”). The Steering Committee shall,
regardless of the outcome, submit the initial
publication to a peer reviewed, biomedical
journal or otherwise make public the Project
Results as soon as practicable but no later than
twelve (12) months after the completion of the
Project.

The Provider and the Investigator shall not
undertake any publications before the main
study results are published. Proposals for all
publications, abstracts, and other presentations
arising from the Project will be submitted for
approval to the Steering Committee. Each
paper or abstract must be submitted to the
Steering Committee, through Sponsor, for
approval at least eight (8) weeks prior to the
date it is intended to be submitted for
publication. The Steering Committee or a
subcommittee  thereof may recommend
changes necessary for scientific purposes prior
to approval.

Notwithstanding the foregoing, the Steering
Committee and Sponsor may at any time
disclose or publish all information as they may
reasonably decide where such disclosure or
publication relates to the safety of the Project
Subjects, patients in general, or the general
public.

SINGLE SITE PUBLICATION: Twenty-four
(24) months after the conclusion of the Project
at all centres, the Provider and the Investigator
shall have the right to independently publish
results based solely on the Study data collected
by the Centre. Eight (8) weeks prior to the date
it is intended to be submitted for publication, the
Provider and the Investigator shall provide
copies of any proposed publication to the
Steering Committee, through Sponsor, for
comment and review. The Provider and the
Investigator shall take into consideration the
comments, if any, of the Steering Committee or
a subcommittee thereof.

With respect to Sections 6.2 and 6.4, if Sponsor
and/or the Steering Committee identifies any
Confidential Information of Sponsor within the
proposed abstract or manuscript, or otherwise
identifies information relevant to the protection
of Sponsor’s intellectual property rights (or
those of any third party with whom Sponsor has
entered into an agreement in relation of such
rights), Sponsor or its designee shall have the
right to require amendments to any such
proposed presentation or publication on
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6.2

6.3

6.4

6.5

budou analyzovana dohromady v souladu
s postupy uvedenymi v Protokolu a jako takova
sdélovana fidicim vyborem Projektu (dale jen
.Vysledky projektu”). Bez ohledu na vysledek
musi fidici vybor uvefejnit prvni publikaci
v recenzovaném ¢asopise specializujicim se na
biomedicinu, nebo musi vysledky projektu
zvefejnit jinak, co nejdfive je to mozné,
nejpozdéji vSak do dvanacti (12) mésict po
dokonc&eni Projektu.

Poskytovatel a ZkouSejici nebudou provadét
zadné publikace, dokud nebudou zvefejnény
vysledky hlavni studie. Navrhy na veSkeré
publikace, abstrakty a dalSi prezentace na
zakladé Projektu musi byt pfedlozeny fidicimu
vyboru ke schvdleni. Kazdy referat nebo
abstrakt musi byt prostfednictvim Zadavate
predlozen fidicimu vyboru ke schvaleni
alespori osm (8) tydnG pred planovanym
predanim ke zvefejnéni. Ridici vybor nebo jeho
diléi vybor mlze pfed schvalenim doporucit
provedeni zmeén potfebnych pro védecké ucely.

Bez ohledu na vySe uvedené muze fidici vybor
a Zadavate dle svého duvodného uvazeni
kdykoli  zvefejnit & publikovat veSkeré
informace, pokud se takové zvefejnéni nebo
publikovani vztahuje k bezpecnosti Subjektd
Projektu, pacientl obecné nebo Siroké
verejnosti.

PUBLIKACE JEDNOHO MISTA: Dvacet &tyfi
(24) mésicu po uzavfieni Projektu ve vSech
centrech mé Poskytovatel a ZkouSejici pravo
nezavisle publikovat vysledky zalozené pouze
na datech Studie shromazdénych v daném
Centru. Osm (8) tydnu pred planovanym
predanim ke zverejnéni musi Poskytovatel a
ZkouSejici poskytnout kopie  jakékoli
navrhované publikace prostfednictvim
Zadavate fidicimu vyboru k okomentovani a
recenzi. Poskytovatel a ZkouSejici musi
pripadné komentére Fidiciho vyboru nebo jeho
diléiho vyboru zohlednit.

Ve vztahu k odstavcim 6.2 a 6.4, pokud
Zadavate a/nebo Fidici vybor v navrhovaném
abstraktu nebo rukopisu naleznou jakékoli
Davérné Informace Zadavate, nebo informace,
které podléhaji ochrané prav duSevniho
vlastnictvi Zadavate (nebo tfeti strany, se
kterou Zadavate uzaviel smlouvu ohledné
takovych prav), ma Zadavate nebo jim oficialné
jmenovana strana pravo pozadovat zménu
takto navrhované prezentace nebo publikace
na zakladé rozumnych davod(, véetné, mimo
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6.6

reasonable grounds including without limitation:
(i) to ensure that proprietary information is not
inadvertently divulged; (ii) to enable intellectual
property rights to be secured; and (iii) to enable
the relevant supplementary information to be
provided. The Provider and/or Investigator shall
be required to comply with any request to
amend or delete any statement in a proposed
publication, provided such request is based on
any one of (i) to (iii) above. Sponsor may also
require the Investigator and/or the Provider by
notice provided in writing to postpone the
publication of the proposed abstract or
manuscript in order for Sponsor (or any relevant
third party) to take the steps necessary to
protect such intellectual property rights. Upon
receipt of such written notice, the Provider and
the Investigator shall delay the publication or
presentation of the proposed abstract or
manuscript for the period of time specified in the
notice, provided that such period shall not
exceed six (6) months.

The Provider and the Investigator shall not use
the name(s) of Sponsor and/or any of its
employees in advertising or promotional
material without the prior written consent of
Sponsor, provided however that the Provider
may acknowledge, in general terms, the
existence of this Agreement and the Provider’s
receipt of financial support from Sponsor.
Sponsor shall not use the name(s) of the
Provider and the Investigator in advertising or
promotional material or publication (excluding
Project Results) without having received the
prior written consent(s) of the applicable party,
provided however, that Sponsor may provide
the required information necessary for
registration of the Project on
www.clinicaltrials.gov, as well as any
information that is required to be reported in
accordance with regulatory rules, applicable
laws or general industry standards, including
but not limited to, the amount of funding
provided to Provider and/or Investigator by
Sponsor for the conduct of the Study and
identifying the Provider and Investigator as part
of this disclosure.

ARTICLE 7. RELATIONSHIP OF PARTIES

71

Any work performed by the Provider, the
Investigator and any of their personnel under
this Agreement shall be as independent
contractors and not as partners, joint venturers,
employees, subcontractors or agents of
Sponsor and shall not have the power to bind
Sponsor or any persons affiliated with Sponsor.
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6.6

jiné: (i) aby bylo zajisténo, Ze vlastnické
informace nebudou nedamysiné Sifeny; (ii) aby
bylo mozné zajistit prava dusevniho vlastnictvi
a (iii) aby bylo mozné poskytnout relevantni

doplfiujici informace. Poskytovatel a/nebo
ZkouSejici jsou povinni vyhovét takovému
pozadavku na zménu nebo vypusténi

jakéhokoli vyroku z navrhované publikace za
predpokladu, ze je tento pozadavek zaloZzen na
jednom z diivodd uvedenych vy$e v bodech (i)
az (ii). Zadavate muaze rovnéz pisemné
pozadovat, aby ZkouSejici a/nebo Poskytovatel
odlozili zvefejnéni navrhovaného abstraktu
nebo rukopisu, aby Zadavate (nebo jakakoli
relevantni tfeti strana) mohl ucinit kroky
nezbytné k ochrané takovych prav dusevniho
vlastnictvi. Po obdrzeni takového pisemného
oznameni musi Poskytovatel a ZkousSejici
odlozit zvefejnéni nebo prezentaci
navrhovaného abstrakiu nebo rukopisu po
dobu uvedenou v oznameni za pfedpokladu, ze
tato doba nepfesahne Sest (6) mésicu.

Poskytovatel ani ZkouSejici nejsou opravnéni
bez predchoziho pisemného souhlasu
Zadavate pouzivat nazev/nazvy Zadavate ani
jména  za&dného  zjeho  zaméstnancu
v reklamnich nebo propagacnich materialech, s
vyhradou, Ze je vSak Poskytovatel opravnéna
obecné potvrdit existenci této Smlouvy a pfijem
finanéni podpory od Zadavate. Zadavate
nejsou opravnéni bez predchoziho pisemného
souhlasu(l)  pfislusné  strany  pouzivat
nazev/ndzvy  Poskytovatel ani  jméno
Zkousejiciho v reklamnich a propagacnich
materialech nebo publikacich (s vyjimkou
Vysledkl Projektu), s vyhradou, Ze je Zadavate
opravnén poskytnout pozadované informace
nezbytné pro registraci Projektu na portélu
www.clinicaltrials.gov, jakoz i  jakékoli
informace, jejichz ozndmeni je pozadované
v souladu s regulacnimi predpisy, pfislusnymi
zakony nebo obecnymi primyslovymi normami,
véetné, mimo jiné, finanéni c&astky, kterou
Instituci a/nebo ZkousSejicimu Zadavate poskytl
na provedeni Studie, a oznaceni Poskytovatel
a ZkousSejici jako soucast tohoto zverejnéni.

CLANEK 7. VZTAHY STRAN

7.1

Jakakoli prace provedenad Instituci, Zkousejicim
a kymkoli zjejich zaméstnanci v souladu
stouto Smlouvou je povazovana za praci
nezavislych dodavateli a nikoli partnerd,
spolecnikli, zaméstnanct, subdodavatell nebo
zastupcl Zadavate a nezakldda pravo
zavazovat Zadavate ani jakékoli osoby spojené
s Zadavate .
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ARTICLE 8. NOTICE

8.1

8.2

Any notice required or permitted by this
Agreement shall be in writing and shall be
delivered to the addresses or facsimile
numbers specified below (or as updated by
subsequent notice in writing) as follows, with
notice deemed given as indicated: (a) by
personal delivery, when delivered personally;
b) by courier, upon courier’s verification of
delivery; (c) by certified or registered mail,
return receipt requested, upon postal service’s
verification of delivery; or (d) by facsimile, upon
confirmed successful transmission at sender’s
location.

—

If to the Provider:

Fakultni nemocnice Hradec Kréalové

Sokolska 581
500 05 Hradec Kralové — Novy Hradec Kralové

(@)
N
@
o
>0
)
©)
©
c
=2
3]

If to the Investigator:

Fakultni nemocnice Hradec Kréalové

Sokolska 581
500 05 Hradec Kralové — Novy Hradec Kralové

If to Sponsor :

In addition, where any notice is given to
Sponsor under this Agreement in relation to: 1)
any breach or alleged breach or default or
alleged default of Sponsor ; or 2) any claim
against Sponsor by any person, then notice
shall, in addition, be provided in accordance
with the provisions of this Article 8 to:
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CLANEK 8. OZNAMENI

8.1

8.2

V8echna oznameni pozadovana nebo
povolena touto Smlouvou musi byt vyhotovena
pisemné a zaslana na adresy nebo faxova Cisla
uvedena nize (nebo aktualizovana pozdéjsSim
pisemnym oznamenim) nasledov Zadavateng,
pficemz je oznameni povazovano za doru¢ené:
(a) osobnim doruéenim, kdyz je doruceno
osobné; (b) prostfednictvim kuryra, na zakladé
potvrzeni o doruceni kuryrem; (c) doporu¢enym
dopisem, pficemz je pozadovana dorucenka,
na zakladé potvrzeni o doru€eni poStovni
dorucovatelskou sluzbou; nebo (d) faxem, na
zakladé potvrzeni o Uspé&Sném prenosu u

Déle, v pfipadé zaslani oznameni Zadavate
podle této Smlouvy ohledné: 1) jakéhokoli
poruSeni nebo domnélého poruseni nebo
prodleni nebo domnélého prodleni Zadavate;
nebo 2) jakéhokoli naroku vG¢&i Zadavate
vzneseného jakoukoli osobou musi byt
oznameni zaslano v souladu s ustanovenimi
tohoto ¢lanku 8 na adresu:
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ARTICLE 9. TERMINATION

9.1

9.2

This Agreement may be terminated by Sponsor
immediately, if any of the following conditions
occur:

(@) If the regulatory authorization and
approval to perform the Study is
withdrawn; or

(o) If a decision is made to terminate the
Study early, namely for safety reasons; or

(¢) If the Centre has not recruited a Subject
into the Study within three (3) months of
being approved to start recruitment; or

—
o
Rz

If the Investigator or the Provider is
debarred or disqualified as described in
Section 1.7.

This Agreement may be terminated by Sponsor
providing thirty (30) days written notice, if any of
the following conditions occur:

(a) If the Provider or the Investigator or any
Subinvestigator or employee, fails to
perform or performs improperly any of
its material obligations under this
Agreement (hereinafter a “Centre
Default”), provided that Sponsor shall
have already (i) notified the Provider
and/or the Investigator, as applicable,
in writing of such Centre Default, and
(ii) permitted the Party or Parties in
Centre Default a reasonable amount of
time (hereinafter the “Cure Period”), to
cure the Centre Default, which Cure
Period shall have been stated in the
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CLANEK 9. UKONCENI

9.1

9.2

Zadavate muze tuto Smlouvu okamzité
vypovédét, nastane-li néktera z nasledujicich
skutecnosti:

(a) Jestlize dojde k odebrani regulaéniho
opravnéni a povoleni k provadéni této
studie; nebo

(b) Jestlize je ucinéno rozhodnuti ukongit
Studii pred€asné, jmenovité
z bezpecnostnich divodi; nebo

(c) Jestlize v prislusném Centru nebyl do
Studie nabran zadny Subjekt do tFi (3)
mésicd od schvaleného zahjeni
nabirani; nebo

(d)  ZkouSejicimu  nebo Instituci  bylo
znemoznéno nebo zakazano provadét
klinické testy, jak je uvedeno v odstavci
1.7.

Zadavate muize tuto smlouvu vypovedét

pisemnou  vypovédi s tficetidenni  (30)

vypovédni lhdtou, nastane-li nektera

z nasledujicich skute¢nosti:

—

a) Jestlize Poskytovatel nebo ZkouSejici
nebo jakykoli Spoluzkou$ejici nebo
zaméstnanec neplni nebo pini nespravné
jakékoli ze svych materialnich povinnosti
podle této Smlouvy (déle jen ,Prodleni
Centra“) za predpokladu, ze Zadavate jiz
(i) zaslal Instituci/ZkouSejicimu pfislusné
pisemné oznameni o takovém Prodleni
Centra a (i) ponechal Strané nebo
Stranam v Prodleni Centra dostate¢né
mnozstvi ¢asu (dale jen ,Lh(ta
k Népravée“), aby mohly napravit Prodleni
Centra; tato Lhata k Napravé musi byt
uvedena v oznameni Zadavate , ale
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9.3

9.4

9.5

9.6

notice from Sponsor , but which shall in
no event exceed thirty (30) days; or

(b) For any other reason, other than those
listed in 9.1 above.

Immediately upon receipt of a notice of
termination, the Investigator shall stop entering
Study Subjects into the Study and shall cease
conducting procedures on Study Subjects
already entered in the Study as directed by

Sponsor and to the extent medically
permissible.
The Provider and the Investigator may

terminate this Agreement only if in the
reasonable judgement of the Provider and/or
Investigator serious or life-threatening events
raise issues of Subjects’ safety by jointly
providing written notice to Sponsor and
termination shall, subject to the on-going
obligations of each of the Parties pursuant to
paragraph 9.6 below, be effective immediately
upon receipt of the termination notice by
Sponsor.

Regardless of the cause of the early termination
of this Agreement the Parties shall in all
instances cooperate in closing-out of the Study
at the Centre, which shall include, if applicable,
an obligation upon all of the Parties to comply
with all recommendations of the Steering
Committee for closing out of the Study and
Project.

In the event of termination of this Agreement
other than a material breach, the Provider
and/or the Investigator shall be paid by Sponsor
for all Subject fees actually earned up to the
date the Termination Notice is received by the
Provider or the Investigator and for closing-out
activities in accordance with Exhibit A of this
Agreement.

ARTICLE 10. INDEMNITIES AND INSURANCE

10.1

Sponsor will defend, indemnify and hold
harmless the Provider and/or the Investigator

(as applicable) and its/his/her officers,
directors, employees, subcontractors and
agents (hereinafter collectively the

“Indemnitees”) from any and all liabilities,
claims, actions or suits for bodily injury or death
that are caused by the administration of any
Product furnished by Sponsor (or its
representative) or any Study procedure
performed in accordance with the Protocol
(“Loss”), subject to the following conditions:

(@) Sponsor will not indemnify any
Indemnitee for Loss to the extent the
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9.3

9.4

9.5

9.6

nesmi v zadném prfipadé presahovat
tficet (30) dni; nebo

(b) Zjakéhokoli jiného davodu,
uvedeno v odstavci 9.1 vySe.

nez je

ZkousSejici je povinen okamzité po obdrzeni
vypovédi ukon€it nabor Subjektd Studie do
studie a ukonéit provadéni procedur na
Subjektech Studie, které jiz byly do Studie
zarazeny, v souladu s nafizenim Zadavate a
v rozsahu pfipustném z |ékafského hlediska.

Poskytovatel a ZkouSejici mohou tuto Smlouvu

ukon€it, pouze pokud dle pfiméfeného
posouzeni Poskytovatel a/nebo ZkouSejiciho
zavazné nebo zivot ohrozujici okolnosti

vzbuzuji obavy ohledné bezpeci Subjektl, kdy
v takovém pripadé Poskytovatel a Zkousejici
doru¢i Zadavate pisemnou vypovéd a ukonéeni
bude, za podminky pokracovani zavazk( kazdé
ze Stran podle odstavce 9.6 nize, U&inné
bezprostfedné poté, kdy Zadavate obdrzi
oznameni o ukonceni.

Bez ohledu na pri€inu pfedéasného ukonéeni
této Smlouvy jsou Strany za vSech okolnosti
povinny spolupracovat na uzavieni Studie na
Centru, coz zahrnuje povinnosti v8ech Stran
pfipadné jednat podle doporuceni fFidiciho
vyboru pro uzavieni Studie a Projektu.

V pfipadé, ze byla tato Smlouva vypovézena
zjiného dlvodu nez zdlvodu zavazného
poruseni povinnosti, uhradi Zadavate Instituci
a/nebo ZkouSejicimu ¢astky za vSechny
Subjekty ziskané do data obdrzeni vypovédi
Instituci nebo ZkouSejicim a za ¢innosti
spojené s uzavienim  Studie v souladu
s PFilohou A této Smiouvy.

CLANEK 10. ODSKODNENI A POJISTENI

10.1

Zadavate bude Instituci a/nebo ZkouSejiciho a
jejich  funkcionére, TFeditele, zaméstnance,
subdodavatele a zastupce (dale spole¢né jen
jako ,Odskodnéné osoby*) branit, odSkodni je a
zajisti, aby jim 8koda nevznikla, pokud se jedna
o jakoukoli odpovédnost, naroky, zaloby nebo
fizeni tykajici se télesného zranéni nebo smrti,
které jsou zpusobeny podanim jakéhokoli
Produktu dodaného Zadavate (nebo jeho
zastupcem) provedenim jakékoli procedury ve
Studii podle Protokolu (,Ztrata“) a to za
nasledujicich podminek:

(@) Zadavate nebude Zzadné Odskodnéné
osobé poskytovat jakoukoli ndhradu za
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10.2

10.3

(b) Sponsor  will  not

Loss arose out of an Indemnitee’s failure
to conduct the Study in accordance with:
(1) the Protocol, allowing for Protocol
deviations which were medically
necessary for a patient’s safety or well-
being and which were subsequently
communicated to Sponsor , (2) any other
written  instructions by  Sponsor
concerning the Product or a Study
procedure, or (3) applicable laws of the
Czech Republic;

indemnify  any
Indemnitee for Loss to the extent the
Loss arose out of the negligence or
wrongful acts or omissions of an
Indemnitee or any other person subject
to an Indemnitee’s control;

(c) Sponsor must be promptly notified in

writing of any claim (and no later than
thirty (30) days after an Indemnitee had

notice of such claim) for which
indemnification is sought;
(d) Sponsor will have sole control over the

defense or settlement of any claim for
which indemnification is sought, and the
Indemnitees will reasonably cooperate
with Sponsor and its legal
representatives in the defense or
settlement of the claim; provided that
Sponsor shall act in good faith with
respect to the defense or settlement and
provided that the Indemnitees may, at
their own expense, seek the advice of
independent legal counsel. Neither the
Indemnitee nor Sponsor shall enter into
any settlement or compromise that
admits faults or liability on the part of the
other party, without the prior written
consent of the other party, which shall
not be unreasonably withheld.

The Provider agrees to be solely responsible for
their ( or their personnel’s) own respective acts
of negligence and/or reckless acts or omissions
in the performance of their duties hereunder
and shall be financially and legally responsible
for all liabilities, costs, damages, expenses and
attorney fees resulting from or attributable to
any and all such acts or omissions.

Notwithstanding any other provision of this
Agreement, under no circumstances will either
Party be liable to the other for: any indirect,
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10.2

10.3

jakoukoli  Ztratu vzniklou porusenim
povinnosti OdSkodnéné osoby provadét
Studii v souladu s: (1) Protokolem,
pficemz jsou umoznény odchylky od
Protokolu, které byly ze zdravotnického
hlediska nutné s ohledem na bezpec¢nost
pacienta nebo jeho prospéch a které byly
Zadavate nasledné nahlaseny, (2)
jakymikoli pisemnymi instrukcemi od
Zadavate, které se tykaji Produktu nebo
postupu v ramci Studie, nebo (3)
prisludnymi zdkony Ceské republiky;

(o) Zadavate nebude Zzadné Odskodnéné
osobé poskytovat jakoukoli nadhradu za
jakoukoli Ztratu vzniklou nedbalosti nebo
protipravnim jednanim nebo opomenutim
Odskodnéné osoby nebo jiné osoby
ovladané Odskodnénou osobou;

() Zadavate musi byt okamzité pisemné
informovana o jakémkoli naroku (a to
nejpozdéji tficet (30) dna poté, kdy se
Odskodnéna osoba dozvédéla o
takovém naroku), u kterého je vyméahano
odskodnéni;

(d)  Zadavate bude mit vyhradni kontrolu nad
obhajobou nebo vyrovnanim jakéhokoli
naroku, u néhoz se zada odskodnéni, a
Odskodnéné osoby budou s Zadavate a
jeho  pravnimi  zastupci pfiméfené
spolupracovat, pokud se jedna o obranu
nebo vyporaddani naroku, pficemz
Zadavate bude jednat v dobré Vvife,
pokud se jedna o obhajobu nebo
vyrovnani, za  predpokladu, ze
Odskodnéné osoby mohou na své vlastni
néklady vyhledat pomoc nezavislého
pravniho poradce. OdSkodnéné osoby
ani Zadavate nebudou uzavirat jakékoli
narovnani nebo dohodu, které pfipousti
pochybeni nebo odpovédnost u druhé
strany, bez predchoziho pisemného
souhlasu druhé strany, ktery nesmi byt
bezdlvodné odepien.

Poskytovatel souhlasi, ze bude vyhradné
odpovédna za své (nebo svych zaméstnanci)
nedbalé nebo lehkomysiné jednani nebo
opomenuti pfi plnéni svych povinnosti
vyplyvajicich ztéto Smlouvy a ze pfevezme
pravni odpovédnost za vSechny finanéni
zavazky, naklady, Skody, vydaje a soudni
vylohy vzniklé na zakladé jakéhokoli takového
opomenuti, nebo které je mozné takovému
opomenuti pfisuzovat.

Bez ohledu na jakékoli jiné ustanoveni této
Smlouvy neponese Zadnd Strana za zadnych
okolnosti odpovédnost vici druhé strané za:
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10.4

10.5

consequential or incidental damages that such
other Party may have suffered, including
without limitation damages for loss of profit or
revenue and regardless of whether such other
Party has been advised of the possibility of
such damages arising; or for non-
compensatory damages of any kind, including
without limitation aggravated or punitive
damages.

During the term of this Agreement and for the
duration of their obligations surviving expiration
or premature termination of this Agreement,
Sponsor will obtain and maintain a policy or
program of self-insurance at levels sufficient to
support their obligations assumed herein and in
amounts appropriate to the conduct of their
respective businesses, which at minimum, shall
include comprehensive  general liability
coverage with limits of not less than

aggregate or
amounts required by an applicable statute, law,
or regulation, throughout the term of the
Agreement. During the term of this Agreement
and for the duration of their obligations
surviving expiration or premature termination of
this Agreement, Provider and Investigator(s)
shall maintain their own general liability and/or
professional liability insurance covering their
liability during the conduct of the Study and
under this Agreement with a minimum coverage
which complies with local laws and good local
standards. Centre shall provide Sponsor with
insurance certificates upon Sponsor’s request.

The Sponsor agrees to comply with the
applicable law governing the requirements for
insurance in relation to the Sponsor’s clinical
studies, to the required extent. In this respect, the
Sponsor shall ensure that, prior to the
commencement of the Study, the Sponsor —
acting as the Sponsor, the Investigator and the
appointed investigator will obtain and maintain
liability insurance within the meaning of Section
52 (3) () of Act 378/2007 Coll., on
Pharmaceuticals, which will also provide
indemnification in the event of the death of
Subjects, or in the event of damage to the health
of Subjects, or in the event of personal injuries
resulting from the conduct of the clinical trial
(Study).

ARTICLE 11. ENTIRE AGREEMENT, AMENDMENT
AND ASSIGNMENT

11.1

All schedules attached hereto, and the
Protocol, shall be incorporated herein as part of
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10.4

10.5

CLANEK 11.

jakékoli nepfimé, nésledné nebo nahodné
Skody, které tato Strana mohla utrpét, véetné,
mimo jiné, Skody z ddvodu u$lého zisku nebo
pfijma, a bez ohledu na to, zda tato druha
Strana byla informovana o moznosti vzniku
takovych §kod; ani za nekompenzaéni nahrady
Skody jakéhokoli druhu, vcetné&, mimo jiné,
zvysSené nebo sankéni nahrady Skody.

Béhem trvani této smlouvy a béhem doby trvani
zavazka zni vyplyvajicich, které trvaji i po
uplynuti doby platnosti nebo po predcasném
ukonc€eni této smlouvy, Zadavate uzavie a
bude udrzovat pojistnou smlouvu nebo pojistny
program v rozsahu dostatecném pro pokryti
svych zavazki(, které ma podle této smlouvy, a
ve vySi limitu pojistného pinéni, ktery ji
umoznuje realizovat jeji ¢innost, coZz minimalné
zahrnuje sdruzené pojisténi obecné
odpovédnosti za Skodu se souhrnnymi limity
pojistného  plnéni nejméné

nebo
ve vySi, ktera se vyzaduje podle platného
prava, zakona nebo predpisu, a to po celou
dobu platnosti smlouvy. Béhem trvani této
smlouvy a bé&hem doby trvani zavazkid z ni
vyplyvajicich, které trvaji i po uplynuti doby
platnosti nebo po predéasném ukonéeni této
smlouvy, budou Poskytovatel a ZkouSejici
udrZzovat své vlastni pojisténi obecné a/nebo
profesni  odpovédnosti  pokryvajici  jejich
odpovédnost béhem provadéni Studie a podle
této smlouvy, a to ve vysi limitu pojistného
plnéni, ktery minimalné spliuje mistni normy a
predpisy. Na Zzadost Zadavatele Centrum
predlozi Zadavateli osvédéeni o uzavieném
pojisténi.

Zadavatel se zavazuje dodrzovat
v pozadovaném rozsahu piislusné pravni
predpisy upravujici pozadavky pojisténi ve
vztahu ke klinickym studiim Zadavatele. V tomto
ohledu Zadavatel zajisti, Zze pfed zahajenim
Studie bude pro ného jako Zadavatele,
Zkousejiciho a jmenované zkouSejici uzavieno
pojisténi odpovédnosti za Skodu ve smyslu § 52
odst. 3 pism. f) zakona ¢&. 378/2007 Sb., o
léCivech, jehoz prostfednictvim bude zajisténo i
odSkodnéni v pfipadé smrti Subjektll nebo v
pripadé Skody vzniklé na zdravi subjektl nebo v
pfipadé osobnostni Ujmy vzniklé v dasledku
provadéni klinického hodnoceni (Studie).

UPLNA DOHODA, ZMENY A

POSTOUPENI

11.1

VSechny pfilohy ktéto Smlouvé a Protokol,
tvofi nedilnou soucast této Smlouvy. Tato
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this Agreement. This Agreement sets forth the
entire agreement and understanding of the
Parties as to the subject matter herein and,
other than expressly provided herein, no part of
this Agreement may be modified except where
agreed to in writing by the Parties. The Provider
and/or the Investigator may not assign this
Agreement or any obligation hereunder without
the prior written consent of Sponsor.

In the event of any conflict between this
Agreement and the Protocol, this Agreement
will govern for any non-clinical matters and the
Protocol will govern for any scientific or clinical
matters.

ARTICLE 12. CONCLUDING PROVISIONS

121

12.2

12.3

12.4

12.5

The invalidity or unenforceability of any
provision of this Agreement shall not affect the
validity of any other provision hereof. The
Parties undertake to make all commercially
reasonable efforts to replace any such invalid
or unenforceable provision with a replacement
provision that is valid and enforceable and that
reflects the originally intended commercial
objectives of the parties as closely as possible.

This Agreement and any dispute arising
hereunder, shall be governed in accordance
with the laws of the Czech Republic and with
the laws of the Czech Republic applicable
therein without reference to the conflicts of
laws/rules of either jurisdiction, and should it not
be possible to resolve any dispute arising
hereunder through good faith discussions and
negotiations between the Parties, the Parties
agree to attorn for the resolution of such
disputes to the jurisdiction of the Courts located
in the Czech Republic.

The rights and obligations of Sponsor and
Centre set forth in this Agreement, which by
intent or meaning have validity beyond such
termination (including, without limitation, rights
with  respect to ownership, patents,
confidentiality, liability and indemnification)
shall survive termination or expiration of this
Agreement.

This Agreement has been executed in the
Czech and English languages. In case of any
inconsistency between the English version and
the Czech version, the Czech version shall
prevail to the extent where such inconsistency
exists.

The Parties hereby acknowledge that no initial
visits and/or deliveries of the assessed medicinal
product shall take place until the final document
is published in the register of contracts.

2018-1284-PHRI 16

Smlouva predstavuje Uplnou dohodu a
porozuméni Stran ohledné predmétu této
Smlouvy a pokud neni v této smlouvé vyslovné
uvedeno jinak, nemuze byt zadna ¢&ast této
Smlouvy ménéna, s vyjimkou Uprav, které
Strany odsouhlasi pisemné. Poskytovatel
a/nebo ZkousSejici nejsou opravnéni tuto
Smlouvu ani zadné povinnosti z ni vyplyvajici

postoupit bez  prfedchoziho pisemného
souhlasu Zadavate .
V pfipadé jakéhokoli rozporu mezi touto

Smlouvou a Protokolem se v§echny neklinické
zalezitosti fidi touto Smlouvou a vSechny
védecké a klinické zdalezitosti se Fidi
Protokolem.

CLANEK 12. ZAVERECNA USTANOVENI

12.1

12.2

12.3

12.4

12.5

Neplatnost nebo nevymahatelnost jakéhokoli
ustanoveni této Smlouvy neovlivni platnost
ostatnich ustanoveni této smlouvy. Strany se
zavazuji, ze vyvinou veskeré komercné
priméfené Usili k tomu, aby takové neplatné
nebo nevymahatelné ustanoveni nahradily
ustanovenim, které je platné a vymahatelné a
které co nejlépe vyjadfuje plvodné zamyslené
komer¢ni cile stran.

Tato Smlouva a jakykoli spor na zakladé ni
vznikly se fidi zakony Ceské republiky, a
Ceskymi zakony bez ohledu na rozdily
zakonU/predpisti obou jurisdikci, a pokud by
nebylo mozné spor vznikly v souvislosti s touto
Smlouvou urovnat diskusemi a jednanimi stran
vedenymi v dobré vife, se Strany dohodly na
pfenechani  rozhodnuti  takovych  sport
jurisdikci soudti v Ceské republiky.

Prava a povinnosti Zadavate Sponsor a Centra
stanovené v této Smlouvé, které na zakladé
zaméru nebo z povahy véci maji platnost i po
ukonceni této Smlouvy (mimo jiné v&etné prav
tykajicich se vlastnictvi, patentl, davérnosti,
odpovédnosti a odskodnéni), zdstanou U&inné i
po ukon€eni nebo uplynuti platnosti této
Smlouvy.

Tato Smlouva byla vypracovana v ¢eském a
anglickém jazyce. V pfipadé nesrovnalosti
mezi obéma verzemi bude smérodatna verze
v ¢eském jazyce v celém rozsahu rozporného
textu.

Smluvni strany berou na védomi, Ze nedojde
k iniciani navstévé a dodavce hodnoceného
léCivého pfipravku do okamziku uvefejnéni
konec¢ného dokumentu v registru smiuv.
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12.6

12.7

12.8

12.9

12.10

12.11

12.12

The Sponsor agrees not to enter into any
separate agreements for this Clinical Trial with
the Investigator or any cooperating persons.

The Provider is an obliged entity pursuant to Act
340/2015 Coll. on special conditions of the
effectiveness of some contracts, the disclosure
of such contracts and the register of contracts
(hereinafter the “Act on the Register of
Contracts”) and this agreement falls under the
duty to be published in the register of contracts.
Sponsor undertake to provide the Provider with
necessary cooperation for the fulfiiment of this
obligation.

The Parties acknowledge and agree that the
Provider shall, in accordance with Section 3 (1)
of the Contract Registry Act, render
undecipherable - in the contract sent to the
contract registry administrator - the information
which must not be shared in accordance with
the regulations applicable to the free access to
information (for example, personal data,
business secrets or information protected by
intellectual property rights); furthermore, the
Parties shall also, where applicable and under
the terms and conditions of Section 5 (6) of the
Contract Registry Act, remove any contract
metadata forming the Parties’ business secrets
meeting the specified metadata.

Within (30) days of the effective date of this
Contract Sponsor or the Sponsor’s will provide
Provider with the anonymized version of the
Agreement pursuant to paragraph 12.7 for the
purpose of its disclosure by the Provider

Sponsor take into account that this Agreement
falls under the obligation to disclose in the
Register of Contracts and therefore undertake
to furnish the Provider within (30) of the
effective date of this Contract with the
anonymized version of the Agreement for the
purpose of its disclosure by the Provider.

Should Sponsor fail to furnish the anonymized
version of the Agreement within the above-
mentioned time limit, the Provider shall
anonymize the Agreement on its own to the
best of its knowledge and belief with respect to
the business secrets and other confidential
information and shall disclose the Agreement in
the Register of Contracts without consulting the
anonymization with Sponsor.

In accordance with the wording of Section 51

(2) (d) of Act 378/2007 Coll., on
pharmaceuticals, Sponsor has entered into an
agreement with WCN (Werkgroep

Cardiologische centra Nederland) with offices
at WCN Catharijnesingel 52, Utrecht, 3511 GC,
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12.6

12.7

12.8

12.9

12.10

12.11

12.12

Zadavatel se zavazuje, Ze neuzavie se
Zkousejicim a spolupracujicimi osobami zadnou
separatni smlouvu na toto klinické hodnoceni.

Poskytovatel je povinnym subjektem podle
zakona ¢&. 340/2015 Sb., o zvlastnich
podminkach  G¢innosti  nékterych  smluv,
uvefejnovani téchto smluv a o registru smluv
(dale jen ,zadkon o registru smluv“) a tato
smlouva svym obsahem spada pod povinnost
uvefejnéni v registru smluv. Zadavatel se
zavazuje poskytnout Poskytovateli za ucelem
splnéni této povinnosti nezbytnou soucinnost.

Smluvni strany berou na védomi a souhlasi
s tim, Zze Poskytovatel v souladu s § 3 odst. 1
zakona o registru smluv znecitelni ve smlouvé
zaslané spravci registru smluv k uvefejnéni ty
informace, které nelze poskytnout pfi postupu
podle predpisll upravujicich svobodny pfistup
k informacim (napf. osobni Udaje, obchodni
tajemstvi nebo informace chranéné pravem
k nehmotnym statkim), pfipadné téz za
podminek § 5 odst. 6 zakona o registru smluv
vylou€i z uvefejnéni metadata smlouvy, kterd
jsou obchodnim tajemstvim smluvni strany
spliujici stanovena kritéria.

Béhem (30) dnd od podpisu Uc€innosti této
smlouvy Zadavate poskytne instituci
anonymizovanou verzi dohody podle odstavce
12.7 za ucelem jejiho zvefejnéni instituci.

Zadavate bere v Uvahu, Ze tato smlouva spada
pod povinnost zvefejnit v rejstfiku smluv, a
proto se zavazuje poskytnout instituci do (30)
dnd od podpisu U¢innosti této smlouvy s
anonymizovanou verzi Dohody za ucelem
jejiho zverejnéni instituci.

Nedoda-li Zadavate nebo zastupce zadavatele
takovou verzi Smlouvy se znecitelnénymi Gdaji
ve vySe uvedené Ihuté, Poskytovatel tuto
Smlouvu podle svého nejlepsiho védomi a
svédomi s ohledem na obchodni tajemstvi a
jiné duvérné informace sama znecitelni a
zvefejni v registru smluv bez toho, aniz by
proces konzultovala s Zadavate .

V souladu se znénim § 51 odst. 2 pism. d)
zakona ¢. 378/2007 Sb., o IéCivech, je
zastupcem pro EU je centrum WCN -
Werkgroep Cardiologische centra Nizozemi se
sidlem WCN Catharijnesingel 52, Utrecht,
3511 GC, Nizozemsko. Centrum WCN bude
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The Netherlands. WCN will act as Sponsor ’s
legal representative in the European Union and
has appointed | I o assume
obligations and responsibilities outlined in this
Agreement.

- signature page to follow -
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jednat jako pravni zastupce Zadavate v
Evropské unii a jmenovalo
tomu, aby prevzal povinnosti a zavazky
stanovené v této Smlouvé.

- nasleduje stranka k podpisu -
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IN WITNESS WHEREOF, the Parties have caused this
Agreement to be duly executed in 4 copies, signed by
their duly authorized representatives.

Hamilton Health Sciences Corporation (“Sponsor”)

NA DUKAZ CEHOZ strany této Smlouvy uzaviraji tuto
Smlouvu ve 4 vyhotovenich, pfi¢emz pfipojuji své
vlastnoruéni podpisy svych opravnénych zastupcu.

Hamilton Health Sciences Corporation (,,Zadavate®)

Signature

Name:

Position: Director of Contracts, Population Health
Research Institute

Date: 18.5.2018

(YYYY-MMM-DD)

PROVIDER: Fakultni nemocnice Hradec Kralové

Podpis
Jméno: NG
Pozice: Director of Contracts, Population Health

Research Institute

Datum: 18.5.2018
(RRRR-MMM-DD)

POSKYTOVATEL: Fakultni nemocnice Hradec
Kralové

Signature
Name: prof. MUDr. Vladimir Pali¢ka, CSc., dr. h. c.
Title: Director

Date: 31.5.2018

(YYYY-MMM-DD)
INVESTIGATOR: I

Podpis
Jméno: prof. MUDr. Vladimir Palicka, CSc., dr. h. c.
Titul: Feditel

Datum: 31.5.2018
(RRRR-MMM-DD)

zkouskeJici: I

Signature
31.5.2018

(YYYY-MMM-DD)

Date:
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Podpis
31.5.2018
(RRRR-MMM-DD)

Datum:
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Exhibit A - Page 1/2
PAYMENT SCHEDULE AND PAYMENT RULE
FORM

Priloha A - Strana 1/2 L
HARMONOGRAM PLATEB A FORMULAR PREDPISU
PLATEB

STUDY: ARTESIA
CENTRE #: 180
COUNTRY: CZECH REPUBLIC

STUDIE: ARTESIA
€. CENTRA: 180
STAT: CESKA REPUBLIKA

Payment distribution will be as shown below. Payments
will be processed on a quarterly basis with the payment
run cut-offs on March 31t, June 30", September 30" and
December 315t of each year. Payments will be issued and
sent out within 25 days from the processing/run date (i.e.,
payment for run date March 315! will be mailed on or prior
to April 25M). Payments will be made for all CRFs received
and validated to be clean prior to this date, according to
the attached payment schedule.

Platby budou rozdéleny, jak je uvedeno nize. Platby budou
provadény Gtvriletné s terminy vyplaty 31. bfezna, 30. ¢ervna, 30.
zafi a 31. prosince kazdého roku. Platby budou vystaveny a
uhrazeny do 25 dnu od data zpracovani (ij. platoba k 31. bfeznu
bude zaslana nejpozdéji do 25. dubna). Platby budou provedeny
na zakladé CRF obdrzenych a schvélenych pred terminem
vyplaty v souladu s harmonogramem plateb.

Amount in EUR
per Study subject,
per visit and receipt
of all required
CRFs for the visit

Visit Type

Castka v EUR na
subjekt studie, na
navstévu a pfijem
vSech pozadovanych
CRF pro navstévu

Druh navstévy

Baseline/Randomization

Vychodisko/Randomizace

30 day follow-up

30-denni nasledna kontrola

6 month follow-up

6-mésiéni nasledna kontrola

12 month follow-up

12-mésiéni nasledna kontrola

18 month follow-up

18-mésiéni nasledna kontrola

24 month follow-up

24-mésiéni nasledna kontrola

30 month follow-up

30-mésiéni nasledna kontrola

36 month follow-up

36-mésiéni nasledna kontrola

42 month follow-up

42-mésiéni nasledna kontrola

Final Follow-up Visit

Konecéné kontrolni navstéva

Holdback * Zadrzné *

Total Average Per Participant Celkova primérna ¢astka na
Amount pacienta

(based on Average follow-up (na zakladé primérné nasledné
of 24 months) ** kontroly po dobu 24 mésicu) **
Total Average Per Participant Celkova primérna ¢astka na
Amount pacienta

(based on Average follow-up (na zakladé pramérné ndsledné
of 36 months) ** kontroly po dobu 36 mésicu) **
Total Average Per Participant Celkova primérna ¢astka na
Amount pacienta

1 1 & peppingesl

(based on Average follow-up
of 48 months) **

1 1 1§ =alEEEEEE=N

(na zakladé prumérné ndsledné
kontroly po dobu 48 mésicu) **

*  The Holdback Fee will be paid after the database for
the study has been closed, if all required data on the
patient has been collected and provided to Sponsor
before the database is closed.

* Zadrzena Céastka bude vyplacena po uzavieni databaze pro
studii za predpokladu shromézdéni vSech pozadovanych dat
o pacientech a jejich predani Zadavate pred uzavienim
databaze.

START-UP PAYMENTS: |l EUR

Payment for the agreement negotiation will be issued
upon receipt of executed CTA and confirmation of REB
submission.

PLATBY K ZAHAJENI:JllllEUR
Platba bude provedena na z&kladé obdrzeni uzaviené CTA a
potvrzeni podani REB .

** PER SUBJECT FEES: Visit amounts are inclusive of:

** POPLATKY ZA SUBJEKTY: Castky za navétévy zahrnuji:

e Protocol procedures, participant follow-up, event
reporting, data processing and query resolution
(based on all relevant forms and documented received
and clean).

e Postupy protokolu, nasledné kontroly pacienta, podavani
zprav o udalostech, zpracovani Udaju a feSeni dotazli (na
zakladé vSech relevantnich formulartd a dokumentu).

e Provider overheads, pharmacy, lab fees etc. as
applicable (request waived or reduced fees for this
investigator-initiated study).

e Rezijni naklady Poskytovatel, poplatky [ékarnam a
laboratofim, atd. (zruSené nebo snizené poplatky za tuto studii
iniciovanou Zkousejicim).

o All applicable taxes.

e VSechny pfislusné dané.
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Exhibit A — Page 2/2
PAYMENT SCHEDULE AND PAYMENT RULE
FORM

Pfiloha A — Strana 2/2 L
HARMONOGRAM PLATEB A FORMULAR PREDPISU
PLATEB

COUNTRY: CZECH REPUBLIC

CENTRE #: 180

PROVIDER: Fakultni nemocnice Hradec Kralové
INVESTIGATOR:

STAT: CESKA REPUBLIKA

€. CENTRA: 180

POSKYTOVATEL.: Fakultni nemocnice Hradec Kraloveé
ZKOUSEJiCi:

Payment will be in EUR. Payments will be processed
on a quarterly basis with the payment run cut-offs on
March 31st, June 30", September 30" and
December 315t of each year. Payments will be issued
and sent out within 25 days from the processing/run
date (i.e., Payment for run date March 31st will be

mailed on or prior to April 25") provided that a
minimum ofhhas been earned within the
given payment period. Payments will be made for all

CRFs received and validated to be clean prior to this
date, according to the attached payment schedule.

Platba bude provedena v EUR. Platby budou zpracovany
Ctvrtletné k datim 31. bfezna, 30. €ervna, 30. zafi a 31.
prosince kazdého roku. Platby budou vystaveny a odeslany
do 25 dnu od data zpracovani (ij. platba k 31. bfeznu bude
zaslana nejpozdéji do 25. dubna) za predpokladu, Ze
ziskand ¢astka za dané obdobi &ini minimalné .
Platby budou provedeny na zakladé CRF obdrzenych,
schvalenych a bez vyhrad k datu zpracovéani v souladu s
harmonogramem plateb.

Payments will be made to only one party.
(ALL INFORMATION BELOW MUST BE PRINTED)

Platby budou vyplaceny pouze jedné strané. o
(VSECHNY NIZE UVEDENE INFORMACE MUSI BYT

TISKACIM PISMEM)

The following information is required in order to
generate payment by wire transfer. Incomplete
information could result in a delay in payment.

Nasledujici informace jsou nezbytné k provedeni platby
prevodem. NeuUplné informace mohou mit za nasledek
zdrzeni platby.

Nazev banky (Bank Name)

Ceska narodni banka

Adresa banky (Bank Address)

Na Piikopé 28, 115 03 Praha 1

SWIFT kéd (Bank SWIFT code)

CNBACZPP

Jméno pfijemce (Beneficiary Address)

Fakultni nemocnice Hradec Kralové

Adresa pfijemce (Beneficiary Address)

Sokolska 581, 500 05 Hradec Kralové — Novy Hradec
Kralové, Ceska republika

IBAN nebo ¢&islo G¢tu pfijemce (Beneficiary IBAN or
Account number)

CZ93 0710 0345 3400 2463 9511

Variabilni symbol:

cislo protokolu, jméno zkousejiciho

Reference (if applicable) Reference (pokud je to
vhodné):

The information requested below has to be
provided before we can initiate any payments.

Nize pozadované informace musi byt poskytnuté
pfedtim, nez mizeme iniciovat platby.

Are you an entity that has to submit value added
tax?
Yes

No

Jste platcem DPH?

Ne

Ano

If payment to a business entity such as the
Investigator’s professional corporation or the
Provider please provide the following:

V pfipadé platby podnikatelské jednotce, jako je
vefejna obchodni spoleénost zkousSejiciho nebo
Poskytovatel, uvedte nasledujici udaje:

Tax ID #/GST Registration #:

DIC/&. registrace GST: CZ00179906

For HHSC use only — Vendor ID #:

Pouze pro U¢ely HHSC — Identifikacni Cislo prodejce:
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