ENRICH-AF — CZECH REPUBLIC - CENTRE # 0172

CLINICAL TRIAL AGREEMENT - ENRICH-AF

This CLINICAL TRIAL AGREEMENT (“Agreement”),
valid as of the date of the last signature of the Parties
(“Validity Date”) and effective on the date following the
date of its publishing in the Central Register of Contracts
of the Government Office of the Czech Republic
(“Effective Date”) is made between:

Hamilton Health Sciences Corporation (‘HHSC”),
through its Population Health Research Institute
(“PHRI"), at 237 Barton Street East, Hamilton, Ontario,
L8L 2X2, Canada

-and-
Military University Hospital Prague, at U Vojenské

nemocnice 1200, Prague, Czech Republic, 16902,
Czech Republic (“Institution”)

Each party is hereinafter referred to individually as a
“Party” and collectively as the “Parties”.
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SMLOUVA O KLINICKEM HODNOCENI — ENRICH-
AF

Tuto SMLOUVU O KLINICKEM HODNOCENI (dale jen
,Smlouva”) platny ke dni posledniho podpisu smluvnich
stran (,datum platnosti‘) a G¢inny ke dni jeho
zvefejneni v registru smliuv CR (dale jen ,Datum
ucinnosti’) uzavreli:

Hamilton Health Sciences Corporation (dale jen
“HHSC") prostfednictvim Population Health Research
Institute (dale jen ,PHRI") se sidlem na adrese 237
Barton Street East, Hamilton, Ontario, L8L 2X2, Kanada

_a_

Military University Hospital Prague, se sidlem na
adrese U Vojenske nemocnice 1200, Prague, Czech
Republic, 16902, Czech Republic (dale jen ,Instituce®)

Kazda jednotliva strana se bude dale oznacovat jen jako
,Smluvni strana‘ a spole¢né pak jako ,Smluvni
strany".

WHEREAS: VZHLEDEM K TOMU, ZE:

A PHRI is coordinating and is the sponsor of a multi- | A, PHRI koordinuje a je zadavatelem
centre clinical ftrial entitted EdoxabaN foR multicentrického klinického hodnoceni s nazvem
IntraCranial Hemorrhage survivors with Atrial EdoxabaN pro pacienty prezivsi nitrolebeéni
Fibrillation (ENRICH-AF) (“Project’), the krvaceni a trpici sinovou fibrilaci (ENRICH-AF)
protocol including any amendments from time to (dale jen ,Projekt), protokol véetné pfipadnych
time (“Protocol”) is incorporated hereto by zmen (dale jen ,Protokol”) je zde zahrnut formou
reference; odkazu:;

B. PHRI may also conduct substudies in conjunction | B. PHRI mlze v souvislosti s projektem provadét
with the Project (“Substudy(ies)”), and in the rovnéz podstudie (dale jen ,Podstudie”) a v
event that Site participates in any Substudies, all pfipadg, ze se Misto vykonu klinického hodnoceni
references to the Project shall include bude na jakychkoliv podstudiich podilet, veskeré
Substudy(ies), and the references to the Protocol odkazy na projekt budou zahrnovat i veskeré
shall include any protocols related to such podstudie a odkazy na protokol budou zahrnovat
Substudy(ies); veSkeré protokoly vztahujici se ktakovym

podstudiim;

C. Institution and the Principal Investigator, C. Instituce a Hlavni zkou$ejici

at U Vojenské nemocnice 1200, se sidlem na adrese U Vojenské
Prague, Czech Republic, 16902, Czech Republic nemocnice 1200, Prague, Czech Republic, 16902,
(“Investigator’) possess the resources and Czech Republic (dale jen ,Zkousejici”) vlastni
expertise to carry out a portion of the Project and zdroje a odborné znalosti pro provedeni ¢asti
wish to participate as a site for the Project. The Projektu a chtéji spolupracovat jakozto zafizeni
Principal investigator is the person responsible for pro realizaci projektu. Hlavni zkou$ejici je osoba
the conduct of the Study at Institution. Institution odpovédna za provedeni studie u Instituce.
and/or the Principal investigator are collectively Instituce a Hlavni zkouSejici jsou souhrnné
referred to as “Site”. Project activities carried out oznacovani jako ,Misto vykonu klinického
by Site shall be referred to as the “Study”; ; hodnoceni“. Cinnosti v ramci projektu provadéné
‘ Mistem vykonu klinického hodnoceni se budou
l oznacovat jako ,Studie;
\

D. Universitaire Ziekenhuizen Leuven, at Herestraat | D. Universitaire Ziekenhuizen Leuven, se sidlem
49, Leuven, Vlaams-Brabant, 3000, Belgiumm} Herestraat 49, Leuven, Vlaams-Brabant, 3000,
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duly represented by its CEO Prof. Dr. Wim

Robberecht. acting on the request of its employee
I - = < ropcr

Union Sponsor Representative for ENRICH-AF;

The Parties, in their respective roles as data
controller and data processor, undertake to
comply with the provisions of the General Data
Protection Regulation (EU) 2016/679 (“GDPR”),
and applicable national laws (Act No. 110/2019
Coll., on personal data protection), regulations
and guidance, with particular reference to the
requirements  concerning the  processing,
safekeeping and security of a Subject’s personal
data, as defined in the GDPR. The Parties shall
adopt appropriate security measures, whether
technical or organizational, as required by
applicable law to protect data collected during the
conduct of the Project against any unauthorized
use, destruction, loss, disclosure or access.

NOW THEREFORE, in consideration of the terms and
conditions contained herein, the Parties agree as

follows:
ARTICLE1. PERFORMANCE OF THE STUDY
1.1 Compliance: Site agrees to carry out the Study

1.2

1.3
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in conformance with the following: (a) all
applicable requirements of any governmental,
regulatory or other body that has authority with
respect to the performance of the Study
(‘Regulatory Authority(ies)”); (b) generally
accepted standards of good clinical practice,
including but not limited to, to the extent adopted
by the relevant Regulatory Authority, the
Guidance for Good Clinical Practice of the
International Conference on Harmonization, and
all applicable laws, regulations and guidelines
governing the conduct of human clinical research
in the jurisdiction of the Institution (together with
(a) as “Applicable Laws"); (c) the Protocol, and
(d) this Agreement.

Investigator: The Study shall be carried out
under the direction and supervision of the Chief
Examiner, Investigator SRR
the Neurosurgery and Neurooncology Clinic 1.LF
UK a UVN.

Study Personnel: Site represents that, during
the course of the Study, all investigators,
employees, contractors, affiliates, agents and any
other persons performing services for the Study
(together as ‘“Personnel”) shall have the
appropriate  training, information, licenses,
approvals, and certifications necessary to safely,
adequately and lawfully perform the Study in
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Belgie, radné zastoupena svym rektorem Prof. Dr.
Wimem Robberechtem, jednajici na zadost svého
zaméstnance je
zastupcem PHRI, jakozto zadavatele Projektu, v
Evropské unii pro Projekt;

Smluvni strany se v ramci svych prislusnych roli
jako spravce osobnich udaji a zpracovatel
osobnich udajli zavazuji dodrzovat ustanoveni
obecného nafizeni o ochrané osobnich udaji (EU)
2016/679 (dale jen ,GDPR") a pfislusnych
vnitrostatnich  pravnich  predpist  (zakon ¢.
110/2019 Sb., o zpracovani osobnich udaja),
nafizeni a pokynu, se zvlastnim ohledem na
pozadavky tykajici se zpracovani, uchovavani a
bezpec¢nosti osobnich Udaju Subjektu, jak jsou
definovany v GDPR. Smluvni strany pfijmou
vhodna bezpec€nostni opatreni, at' jiz technicka
nebo organizacni, pozadovana platnymi pravnimi
pfedpisy, za ucelem ochrany udajl
shromazdénych v prubéhu realizace Projektu pred
neopravnénym pouzitim, zni¢enim, ztratou,
zverejnénim nebo piistupem.

TIMTO se na zakladé podminek obsazenych v tomto
dokumentu Smluvni strany dohaodly takto:

CLANEK1.  PROVEDENI STUDIE

1.1 Dodrzovani pozadavku: Misto vykonu
klinického hodnoceni se zavazuje provést studii v
souladu s témito pozadavky: (a) vSechny
prislusné  pozZadavky jakychkoliv — statnich,
regulacnich nebo jinych organu, které maji

1.2

1.3
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prislusné pravomoci v souvislosti s provadénim
stude (dale jen ,Regulaéni organ(y)); (b)
vSeobecné prijimané standardy spravné klinicke
praxe, a to mimo jiné vcetné (a v rozsahu pfijatém
pfislusnym regulaénim organem) Smérnice pro
spravnou klinickou praxi Mezinarodni konference
pro harmonizaci a vSechny zakony, pfedpisy a
smérnice, které upravuji provadéni klinického
vyzkumu na lidech, platné v misté plsobnosti
Instituce (spolecné s (a) jen jako ,Platné
zakony"); (c) protokol; a (d) tato Smlouva.

ZkousSejici: Studie bude provadéna pod vedenim
a pod dohledem Hlavniho zkousejiciho
na Neurochirurgické a
neuroonkologické klinice 1. LF UK a UVN.

Pracovnici provadéjici studii: Misto vykonu
klinického hodnoceni prohladuje, Ze po celou
dobu provadeéni Studie vSichni zkousejici,
zamestnanci, dodavatelé, pobocky, zéastupci a
jakékoli jiné osoby, které budou poskytovat
sluzby pro ucely studie (spole¢né jen jako
,Pracovnici‘), budou mit fadnou kvalifikaci,
informace, opravnéni, souhlasy a -certifikace

KS
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accordance with this Agreement. Further, Site
shall be responsible to ensure that the Personnel
have read and understood the Protocol and shall
perform their activities and fulfill their obligations
in a timely and competent manner.

Fulfilment of the obligations of the Investigator
and investigators (hereinafter the
“Investigators”) stipulated by this Agreement
shall be ensured by the Healthcare Institution as
their employer within the framework of labor law
relations. The Healthcare Institution is
responsible for fulfilling the obligations of the
Investigator.  The  Healthcare Institution
undertakes to conclude an "Agreement on the
performance of work / agreement on work
activities" with the Investigator within 14 days
from the date of concluding this Agreement,
which obliges the Investigator to fulfill the
obligations set out in this Agreement.

Informed Consent Form: PHRI shall provide
Site with a template informed consent form
(“ICF”) for the Study. PHRI shall, prior to initiation
of the Study and during the conduct of the Study,
obtain and maintain written approval from
institutional review board or ethics review board
(“IRB") of the centre for the Study. Any changes
to the ICF require the prior written approval of
beth the IRB and PHRI.

Subjects: Site shall obtain a completed and
signed ICF from each subject participating in the
Study (“Subject”) prior to enrolling the Subject
into the Study, and keep the Subjects informed
throughout the Study.

Recruitment: Site may commence recruitment of
Subjects upon receipt of an authorization to do so
from PHRI. Site will use diligent efforts to recruit
Subjects in accordance with the Protocol. The
Parties acknowledge that the Project is a multi-
centre study and that recruitment is on a
competitive basis. Once the Project recruitment
goal has been reached, PHRI reserves the right
to notify Site to limit or cease further recruitment,
and Site shall immediately comply upon receipt of
any such notice. The Site is expected to recruit
at least eight (8) Subjects.

Conflict: Site represents and warrants that
it/he/she is not presently, and shall not be at any
time during the performance of the Study under
any obligation to a third party or subject to any
impediments which would: (a) prevent, inhibit or
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potfebné k bezpe¢nému, radnému a zakonnému
provadeéni studie v souladu s touto Smlouvou.
Dale musi Misto vykonu klinického hodnoceni
zajistit, aby si pracovnici precetli protokol, chapali
jeho obsah a vykonavali svou ¢innost a plnili své
povinnosti v€as a spravnym zpusobem.

PInéni povinnosti hlavniho zkous$ejiciho a
zkousejicich (dale jen zkouS$ejici) stanovenych
touto smlouvou zajisti zdravotnické zafizeni jako
jejich zaméstnavatel v ramci pracovnépravnich
vztahu. Zdravotnické zafizeni odpovida za pInéni
povinnosti zkous$ejiciho. Zdravotnické zafizeni
se zavazuje do 14 dnd ode dne uzavfeni této
smlouvy uzaviit se zkou$ejicim «Dohodu
o provedeni prace/dohodu o pracovni ¢innosti»,
ktera zkousSejiciho zavaze k plnéni povinnosti
stanovenych touto smlouvou.

Formular informovaného souhlasu: PHRI
poskytne mistu vykonu klinického hodnoceni
formular informovaného souhlasu (dale jen ,ICF*)
pro studii. PHRI musi pfed zahajenim studie a v
prubéhu provadéni studie ziskat a udrzovat v
platnosti pisemny souhlas etické komise centra
(dale jen ,IRB") pro studii. Veskeré zmény v ICF
vyZaduji pfedchozi pisemny souhlas IRB a PHRI.

Subjekty: Misto vykonu klinického hodnoceni
musi ziskat vyplnény a podepsany ICF kazdého
subjektu, ktery se studie ucastni (dale jen
,Subjekt"), pred zarfazenim takového subjektu do
studie a po celou dobu provadeni studie zajistit
informovani Subjekt(.

Nabor: Misto vykonu klinického hodnoceni mize
zacCit s naborem subjektl, kdyz k tomu obdrzi
povoleni PHRI.  Misto vykonu klinického
hodnoceni vynalozi maximalni usili k tomu, aby
provedlo nabor subjektl v souladu s protokolem.
Smluvni strany jsou si védomy toho, Ze projekt je
multicentricka studie a nabor se provadi na
zakladé soutéZe. Kdyz bude dosazeno cile
projektu v oblasti naboru, PHRI si vyhrazuje
pravo oznamit Mistu vykonu klinického
hodnoceni, aby omezilo nebo zastavilo dal$i
nabor a Misto vykonu klinického hodnoceni tak
ihned po obdrzeni takového oznameni udini.

Ocekava se, ze Misto vykonu klinického
hodnoceni zajisti ucast alespori osmi (8)
subjektd.

Konflikt: Misto vykonu klinického hodnoceni
prohlasuje, Ze v sou¢asné dobé ani kdykoliv v
priabéhu provadéni studie nebude mit zadné
povinnosti v¢i tfeti strané nebo nebudou na jeho
strané Zadné jiné prekazky, které by: (a) branily,

Ks
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negatively affect their performance of the Study,
(b) create a conflict of interest or (c) otherwise
impair the acceptance by a Regulatory Authority
of the data or results collected by Site.

Debarment: Site represents that neither it/he/she
nor any of the Personnel has been or is under
investigation by a Regulatory Authority for
debarment, disqualification, or any similar
regulatory action, and that it/he/she has no notice
or knowledge of debarment, disqualification, or
any similar regulatory action by any Regulatory
Authority in another jurisdiction. Furthermore,
Site shall, during the term of this Agreement and
for three (3) years following its expiration or early
termination, promptly notify PHRI in the event of
such debarment or threat of debarment,
conviction, disqualification, or indictment of Site
or Personnel.

Subject Safety: PHRI agrees to notify Site
promptly upon receipt of Study information that
would directly affect the health or safety of
Subjects. Site shall without delay inform all
Subjects and the IRB, as applicable. PHRI shall
not be liable for the failure of Site to immediately
inform Subjects or IRB of such new information.
Site shall promptly report all safety data and
information, including but not limited to any failure
to comply with or deviations from the Protocols,
to PHRI in accordance with the requirements of
the Protocol.

Records: Site shall prepare, maintain and store
accurate and complete written records and
supporting documentation for each Subject
(*Source Documents”) in accordance with the
instructions provided by PHRI and Applicable
Laws. Site shall prepare and submit accurate and
complete case report forms and all additional
documentation (“CRFs”) for each Subject to
PHRI as required by the Protocol. Site shall
reasonably cooperate with PHRI to promptly
resolve all data queries from PHRI and provide
such Source Documents as may be required. In
accordance with the obligations in ARTICLE 5
(Privacy), Site and the Personnel shall ensure
that any data or Source Documents disclosed to
PHRI does not include personal health
information (“PHI") unless permitted by signed
ICFs and/or other authorizations.

ENRICH-AF — CESKA REPUBLIKA - C. CENTRA. 0172
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omezovaly nebo mely negativni vliv na jeho
Cinnost pfi provadégji studie, (b) vedly ke stretu
zajm0 nebo (c) jinym zpusobem narusily pfijeti
Udaji nebo vysledkl ziskanych Mistem vykonu
klinického hodnoceni regulacnim organem.

Vylou&eni: Misto vykonu klinického hodnoceni
prohladuje, Ze samotné misto ani Zadny z jeho
pracovnikl neni vySetfovan zadnym regulaénim
organem za ucelem vylou€eni, diskvalifikace
nebo jakéhokoliv podobného opatfeni, a Ze nema
zadné informace o vylouceni, diskvalifikaci nebo
jakémkoliv  podobném opatfeni ze strany
jakéhokoliv regula¢niho organu v jiné jurisdikci.
Misto vykonu klinického hodnoceni je rovnéz
povinno v pribéhu platnosti této Smlouvy a po
dobu tfi (3) let po jejim ukonéeni nebo
prfed¢asném vypovézeni okamzité informovat
PHRI v pripadé takového vylouceni nebo
hroziciho vylou€eni, usvédceni, diskvalifikace
nebo Zaloby podané na Misto vykonu klinického
hodnoceni nebo pracovniky.

Bezpecnost subjekti: PHRI se zavazuje, ze
bude Misto vykonu klinického hodnoceni
urychlené informovat, pokud obdrzi v ramci
studie informace o pfimém dopadu na zdravi
nebo bezpecnosti subjektl. Misto vykonu
klinického hodnoceni neprodlené informuje
vSechny dotéené subjekty a IRB. PHRI nenese
zadnou odpovédnost za to, kdyz Misto vykonu
klinického  hodnoceni  nebude  okamzité
informovat subjekty nebo IRB o téchto novych
informacich. Misto vykonu klinického hodnoceni
neprodlené sdéli PHRI veskeré udaje a
informace o bezpecnosti, mimo jiné vcetné
jakéhokoliv poruseni nebo odchylky od protokoli
v souladu s pozadavky protokolu.

Zaznamy: Misto vykonu klinického hodnoceni
musi vypracovat, vést a uchovavat piesné a
uplné pisemné zaznamy a podklady pro kazdy
subjekt (dale jen ,Zdrojové dokumenty") v
souladu s pokyny PHRI a platnymi zakony. Misto
vykonu klinického hodnoceni vypracuje a
predlozi PHRI pfesné a kompletné vyplnéné
formulafe  zédznamd a  veSkerou  dal§i
dokumentaci (,CRF*) pro kazdy subjekt podle
pozadavkl protokolu. Misto vykonu klinického
hodnoceni musi spolupracovat s PHRI a
bezodkladné poskytnout udaje pozadované
PHRI a predlozit takové zdrojové dokumenty,
které mohou byt pozadovany. V souladu s
povinnostmi  uvedenymi v CLANKU 5
(Soukromi) musi Misto vykonu klinického
hodnoceni a pracovnici zajistit, aby zadné udaje
ani zdrojové dokumenty pfedané PHRI
neobsahovaly osobni zdravotni informace
(,PHI*), pokud to nebude povoleno na zakladé
podepsanych ICF a/nebo jiného souhlasu.
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Audit and Monitoring: Site shall cooperate with
and permit Regulatory Authorities or PHRI to
examine and inspect the facilities and equipment
required for performance of the Study and to
inspect and copy all data, reports, work products
and results relating to the Study. In relation to
visits by PHRI and/or its representative, the
Parties will mutually and reasonably agree upon
dates and times taking into account the reason for
such visit. For clarity, access to records for
monitoring or audit does not entitle PHRI to make
or retain a copy of any Subject's PHI, as more
particularly specified in ARTICLE 5 (Privacy),
unless such copying is permitted in accordance
with the ICF or any other authorizations. Site
understands that clinical trial monitoring is
essential to good clinical practices and agrees to
cooperate with PHRI to enable its monitoring
activities without undue restriction. If Site is
notified of an inspection by a Regulatory
Authority, Site shall forthwith inform PHRI about
the pending inspection and permit PHRI, or any
person designated by PHRI, to attend the
inspection unless prohibited by Applicable Laws
or court order. Site shall forthwith communicate
the information that arises from such inspections
to PHRI, unless prohibited by Applicable Laws or
court order. The Parties agree that any
consideration payable for the assistance of Site
for any audits and inspections is included in the
consideration payable hereunder, whether or not
itemized as such.

Change of Investigator: Should Investigator
leave the Institution or otherwise become
unavailable during the term of this Agreement,
PHRI shall cooperate with Institution to find a
replacement investigator who is acceptable to
both Institution and PHRI. Institution shall require
the replacement investigator to agree to comply
with and be bound by all the terms and conditions
hereof. Notwithstanding this, PHRI may elect not
to approve any person proposed as a
replacement investigator, in which event PHRI
shall have the right to terminate this Agreement
in accordance with ARTICLE 10 (Termination).

Study Product: PHRI shall provide, free of
charge, Site with sufficient amount of drug
products required for use in the Study (“Product”)
upon receipt of all documents required by PHRI.
Site shall: (a) only use the Product provided by
PHRI and not from other sources for the Study, (b)
use the Product solely for the purposes of
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Audit a sledovani: Misto vykonu klinického
hodnoceni je povinno spolupracovat a povolit
regulaénim organim nebo PHRI provedeni
kontroly a inspekce zafizeni a vybaveni
potfebneho k provadéni studie a kontraly vSech
Gdajl, zprav, pracovnich produkti a vysledku
vztahujicich se ke Studii a pofizeni jejich kopii. V
souvislosti s navstévami PHRI a/nebo jeho
zastupce se Smluvni strany vzajemné a rozumné
dohodnou na prislusnych terminech a asech, a
to s ohledem na dOvod takové navstévy. Pro
upfesnéni, pfistup k zaznamum pro Ucely
sledovani nebo auditu neopraviuje PHRI
pofizovat nebo uchovavat kopie jakychkoliv PHI
subjektl, jak je to konkrétnéji uvedeno v
CLANKU 5 (Soukromi), pokud takové
kopirovani nebude povoleno v souladu s ICF
nebo jinym opravnénim. Misto vykonu klinickeho
hodnoceni si je védomo toho, Ze sledovani
klinického hodnoceni je nezbytné pro zajisténi
spravné klinické praxe a zavazuje se, Ze bude
spolupracovat s PHRI, aby mohl provadét
sledovani bez zbyte€nych omezeni. Pokud bude
Misto vykonu klinického hodnoceni informovano
o kontrole ze strany regulaéniho organu,
okamzité uvédomi PHRI o takové kontrole a
umozni PHRI nebo jakékoli osobe, kterou PHRI
urci, zucastnit se této kontroly, pokud to nebude
v rozporu s platnymi zakony nebo soudnim
pfikazem. Misto vykonu klinickeho hodnoceni
neprodlené sdéli PHRI informace, které se zjisti
pfi téchto kontrolach, pokud to nebude v rozporu
s platnymi zakony nebo soudnim pifikazem.
Smluvni strany se dohodly, ze jakakoliv odména
splatna za spolupraci Mista vykonu klinického
hodnoceni pfi vSech auditech a inspekcich je
soucasti uhrady splatné podle této Smlouvy, a to
bez ohledu na to, zda je zde jako takova
uvedena.

Zména zkousejiciho: Pokud ZkouSejici opusti
Instituci nebo bude jinak nedostupny v pribéhu
trvani této Smlouvy, PHRI bude spolupracovat s
Instituci na nalezeni nahradniho zkousSejiciho,
ktery bude pfijatelny jak pro Instituci, tak pro
PHRI. Instituce bude pozadovat, aby kazdy
nahradni zkou$ejici souhlasil stim, ze spini a
bude vazan vsemi podminkami této Smlouvy.
Nehledé na vySe uvedené se muze PHRI
rozhodnout zamitnout osobu navrhovanou na
nahradniho zkous$ejiciho a v takovém pfipadé
ma PHRI pravo tuto Smlouvu vypovédét
v souladu s CLANKEM 10 (Vypovézeni).

Produkt studie: PHRI poskytne mistu vykonu
klinického hodnoceni bezplatné dostate¢né
mnozstvi lécivych pfipravkd potfebnych pro
pouziti v ramci studie (dale jen ,Produkt®) po
obdrzeni véech pozadovanych dokumentd. Misto
vykonu Klinického hodnoceni je povinno: (a)
pouzivat pro studii pouze produkt poskytnuty

LS
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ARTICLE 2.

2.1
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conducting the Study, and (c) ensure the Product
is stored in accordance with the instructions
provided by PHRI and the Product labels. Site
shall control and/or limit access to the Product to
the Personnel, and provide up-to-date records
showing receipt, dispensing and returns of the
Product in accordance the Protocol and
Applicable Laws. After completion of the Study,
Site shall dispose of the Product in accordance
with the instructions from PHRI.

PHRI will:

(a) provide the Healthcare Institution with the
tested medical drugs free of charge in
sufficient quantity and quality to enable the
Study to be conducted in accordance with the
Protocol. The tested medical drugs must be
characterized in proportion to their stage of
development, protected by the definition of
appropriate time, temperature and other
storage conditions and, if necessary,
procedures for finishing the tested medical
drugs before administration to subjects, and
devices for their administration must be used
and packaged so as to be protected from
contamination and deterioration  during
transport and storage and to be properly
marked and, where appropriate, coded;

(b) deliver all evaluated medical drugs
exclusively to the hospital pharmacy of UVN
Prague. Breach of such obligation shall be
assessed as extremely serious breach of the
contract on the basis of which Health
Institution may terminate the contract.

(c) if significant changes to the dosage form are
made during the clinical development of the
tested medical drug, PHRI shall provide the
new dosage form information necessary to
assess whether and to what extent the
changes will affect the pharmacokinetic profile
of the tested medical drug before using the
new dosage form in the Study;

(d) ensure the keeping of records documenting
the transport, receipt, storage, return and
disposal of tested, unused and expired
medical drugs, including the establishment of
a system for the withdrawal of defective
Product.

TERM

This Agreement shall commence on the Effective
Date specified above, and continue until PHRI
receives all completed and corrected forms,
reports and other documentation required by the
Protocol and final payment is sent by PHRI or
upon written notice from PHRI of early termination
of the Project, whichever occurs first, unless

CLANEK 2.
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PHRI a ne z jinych zdroja, (b) pouzivat produkt
pouze pro Ucely provadéni studie a (c) zajistit,
aby byl produkt uchovavan v souladu s pokyny
poskytnutymi PHRI a pokyny na etiketé produktu.
Misto vykonu klinického hodnoceni bude
kontrolovat a/nebo omezovat pfistup pracovniku
k produktu a zajisti aktualni zaznamy potvrzujici
pfijem, vydej a vraceni produktu v souladu s
protokolem a platnymi zakony. Po dokonceni
studie Misto vykonu klinického hodnoceni
zlikviduje produkt v souladu s pokyny PHRI.

PHRI:

(a) poskytne zdravotnickému zafizeni
hodnocena lé€iva bezplatné v dostate€ném
mnozstvi a kvalité tak, aby mohlo byt klinické
hodnoceni provedeno podle protokolu.
Hodnocena IéCiva musi byt charakterizovana
pfimeéfené stupni jejich vyvoje, chranéna
vymezenim vhodné doby, teploty a dalSich
podminek pro jejich uchovavani a v pfipadé
potfeby urleny i postupy pro konecnou
upravu hodnocenych [é€iv pfed podanim
subjektim a pomucky pro jejich aplikaci,
musi byt stabilni po celou dobu jejich
pouzivani a balena tak, aby byla chranéna
pfed kontaminaci a znehodnocenim bé&hem
dopravy a uchovavani a fadné oznacena a
pfipadné kodovana;

(b) doda vSechna hodnocena légiva vyhradné
do nemocniéni lékarny UVN Praha. Poruseni
této povinnosti se posuzuje jako zvlasté
zavazné poruseni smlouvy, na zakladé
kterého mluze zdravotnickeé zafizeni smlouvu
vypovédet;

(c) pokud jsou v prab&hu klinického vyvoje
hodnoceného |éCiva provedeny vyznamné
zmény lékové formy, zajisti zadavatel pfed
pouzitim nove lekové formy v klinickém
hodnoceni udaje o nové I|ékové formé
potiebné k posouzeni, zda a do jaké miry
provedené zmeény ovlivni farmakokineticky
profil hodnoceného lé€iva;

(d) zajisti vedeni zaznamu  dokladajicich
pfepravu, pfijem, uchovavani, vraceni a
likvidaci hodnocenych, nespotfebovanych i
expirovanych |&€iv véetné vytvoreni systému
stahovani a vraceni zavadného produktu.

DOBA PLATNOSTI

Tato Smlouva vstoupi v platnost k vyse
uvedenému datu ucinnosti a bude trvat az do
doby, kdy PHRI obdrzi vSechny vyplnéné a
opravené formulafe, zpravy a dal$i dokumentaci
pozadovanou v souladu s timto protokolem a
PHRI zasle kone¢nou platbu nebo do pisemného
oznameni PHRI o pfed€asném ukon&eni projektu,

KS
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otherwise terminated earlier in accordance with
ARTICLE 10 (Termination) (“Term”). The Study
is expected to continue until approximately
December 31 2023.

ARTICLE 3. COMPENSATION AND PAYMENT

3.1 In consideration for the work performed pursuant
to this Agreement, PHRI agrees to pay Site in
accordance with the Payment Schedule attached

herein as Exhibit 1 and Payment Rule Form |

attached as Exhibit 2.

3.2 Site shall review the details accompanying each
payment and inform PHRI in writing of any
discrepancies between the payment received and
the payment expected. Site shall inform PHRI of
any final discrepancies no later than four (4)
months after the Project database is locked.
Should PHRI not receive written notice of any final
discrepancies within such four (4) month period,
all payments required to be made hereunder shall
be deemed to have been made in full.

3.3 Site represents and warrants that it/he/she is not
a resident or citizen of Canada for tax purposes.

ARTICLE 4. CONFIDENTIAL INFORMATION

4.1 Site agrees to maintain or cause to be maintained
in confidence all information received, resulting
from and related to the Project, including but not
limited to, the Protocol and CRFs (“Confidential
Information”). This obligation shall be binding for
a period of ten (10) years from the termination or
completion of the Project. Site will not disclose the
Confidential Information without the prior written
approval of PHRI. Site may disclose Confidential
Information to Personnel and the IRB to the extent
required for the proper conduct of the Study,
provided that each person to whom disclosure is
made is fully informed of the confidential nature of
the information and agrees to keep it confidential
in accordance with this Agreement.

4.2 The obligations in Section 4.1 will not apply to
Confidential Information if and to the extent only
that it: (a) is or later becomes known to the public
or is in the public domain, other than by an act or
omission of Site; (b) is previously known to Site,
before the Effective Date or prior to Site having
signed a confidentiality agreement with PHRI in
connection with the Project, as evidenced by
written records; (c) is lawfully obtained from a third

ENRICH-AF — CESKA REPUBLIKA - C. CENTRA. 0172

a to podle toho, co nastane dfive, pokud nebude
ukon&ena drive jinak v souladu s CLANKEM 10
(Vypovézeni) (dale jen ,Doba
platnosti*). Oc¢ekava se, Ze studie bude
pokracovat pfiblizné do 31. prosince 2023.

CLANEK 3. UHRADA A PLATBA

3.1 Jako odménu na prace provedené na zakladé této
Smlouvy se PHRI zavazuje provést platby Mistu
vykonu Klinického hodnoceni v souladu s
harmonogramem plateb, ktery je zde pripojen
jako Priloha 1 a formulafem pfedpisu plateb
pfilozeného jako Pfiloha 2.

3.2 Misto vykonu Klinického hodnoceni zkontroluje
Udaje kazdé platby a informuje pisemné PHRI o
jakychkoli  nesrovnalostech mezi obdrZenou
platbou a oc¢ekavanou platbou. Misto vykonu
klinického hodnoceni informuje  PHRI o
pripadnych nesrovnalostech nejpozdéji do &tyrF (4)
mésicl  po uzamceni databaze projektu.
V pfipadé, ze PHRI neobdrzi pisemné oznameni
o zadnych nesrovnalostech béhem této Ihaty tyr
(4) mésicl, budou véechny platby, které maji byt
vsouladu stouto  Smlouvou  provedeny,
povazovany za zcela uskutecnéné.

3.3 Misto vykonu klinického hodnoceni prohlasuje, Ze
neni rezidentem nebo obfanem Kanady pro
danové ucely.

CLANEK 4. DUVERNE INFORMACE

4.1 Misto vykonu klinického hodnoceni se zavazuje,
Ze zachova nebo zajisti zachovani vSech
informaci  ziskanych,  vyplyvajicich  nebo
souvisejicich s projektem v tajnosti, a to mimo jiné
véetné protokolu a CRF (dale jen ,Duvérné
informace"). Tato povinnost je zavazna po dobu
deseti (10) let od vypovézeni nebo dokonceni
projektu. Misto vykonu klinického hodnoceni
nesdéli zadné duvérné informace bez
pfedchoziho pisemného souhlasu PHRI. Misto
vykonu klinického hodnoceni muze predat
davérné informace pracovnikim a IRB v rozsahu
nezbytném pro fadné provedeni studie, a to za
pfedpokladu, ze kazda osoba, které budou
pfedany, bude fadné informovana o dlvérné
povaze téchto informaci a zavaze se je udrzovat
v tajnosti v souladu s touto Smlouvou.

4.2 Povinnosti uvedené v Clanku 4.1 se nevztahuiji
na davérné informace, pokud: (a) jsou nebo se
pozdéji stanou vefejné  znamymi  nebo
dostupnymi, a to jinak nez jednanim nebo
opomenutim Mista vykonu klinickeého hodnoceni:
(b) jsou jiz dfive znamy Mistu vykonu klinického
hodnoceni pfed datem ucinnosti nebo pred
podpisem smlouvy o zachovani dUvérnosti

Mistem vykonu Klinického hodnoceni a PHRI v
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party and such third party has a legal right to souvislosti s projektem, coz bude dolozeno

disclose the information; or (d) is independently pisemnymi dokumenty; (c) budou v souladu se

developed by Site without the use of the z&konem ziskany od treti strany a tato tfeti strana

Confidential Information, as evidenced by written ma pravo na predani téchto informaci; nebo (d)

records. Misto vykonu klinického hodnoceni je ziska
nezavisle bez vyuziti davérnych informaci, coz
bude doloZeno pisemnymi dokumenty.

ARTICLE 5.  PRIVACY CLANEK 5.  SOUKROMI

5.1 All Parties shall comply with Applicable Laws | 5.1 V8echny Smiuvni strany musi dodrZovat platné
regarding the Confidential Information, including pravni predpisy pro davérné informace, a to mimo
but not limited to protected or personal jiné vcetné chranénych nebo soukromych
information, PHI and all data received or obtained informaci, PHI a vSech informaci pfijatych nebo
in the course of the Project. Access to PHI shall ziskanych v pribéhu projektu. Pfistup k PHI bude
be provided only to the extent permitted by the poskytnut pouze v rozsahu povoleném ICF
Subject's ICF or other authorization and subjektu ¢i jinym souhlasem a platnymi zakony.
Applicable Laws. Site shall de-identify all Misto vykonu klinického hodnoceni musi pred
information, data and documents prior to poskytnutim  pfistupu PHRI  deidentifikovat
providing access to PHRI, however in the event vSechny informace, Udaje a dokumenty, avSak v
PHRI receives or otherwise has access to a pfipadég, ze PHRI obdrzZi nebo ziska jinak pfistup
Subject's PHI, PHRI shall hold the PHI in k PHI subjektt, musi PHRI udrzet PHI v tajnosti v
confidence in accordance with all Applicable souladu se vSemi platnymi zakony, podepsanym
Laws, the signed ICF or other autharization. ICF nebo jinym souhlasem.

ARTICLE 6.  INTELLECTUAL PROPERTY CLANEK 6.  DUSEVNIi VLASTNICTVi

6.1 PHRI shall own and have all rights, title and | 6.1 PHRI bude vlastnit a mit veSkera prava a naroky
interest in: (a) all Project information, documents na: (a) veSkere informace, dokumenty a udaje
and data collected; (b) results derived from the shromazdené v ramci projektu; (b) vysledky
performance of the Project in all forms and ziskane pfi realizaci projektu ve vSech formach a
formats, and (c) any discovery or invention that formatech a (c) jakékoliv objevy nebo vynalezy,
may arise in the course of the Project by Site or které mize Misto vykonu klinického hodnoceni
the Personnel. Notwithstanding this, Site may use nebo pracovnici v prubéhu projektu ucinit. Bez
the data and results of the Study for its/his/her ohledu na to muize Misto vykonu klinického
internal non-commercial research and hodnoceni vyuzivat Udaje a vysledky studie pro
educational purposes provided that until the své vnitfni nekomeréni vyzkumné a vzdélavaci
Project results are public, as provided in ARTICLE ucely za predpokladu, Ze dokud vysledky projektu
7 (Publication), Site shall not make the results of nebudou zvefejnény, jak je to stanoveno v
the Study available to third parties without the CLANKU 7 (Zvefejnéni), nesmi Misto vykonu
prior written consent of PHRI. Subject medical klinického hodnoceni poskytnout vysledky studie
charts shall remain the property of Site. tretim stranam bez predchoziho pisemného

souhlasu PHRI. Lékafské zaznamy subjektl
zUstavaji vlastnictvim Mista vykonu Kklinického
hodnoceni.

6.2 Site disclaims all rights, title and interest to the | 6.2  Misto vykonu klinického hodnoceni se zfika prav,
data and results, to any and all intellectual opravnéni a narokl na Udaje a vysledky, na
property arising out of or in connection with the veskereé dusevni viastnictvi vyplyvajici z projektu
Project, and to information and documents nebo v souvislosti s nim a na informace a
received by Site as a result of or in the course of dokumenty, které Misto vykonu klinického
performing the Study, except to the extent that hodnoceni obdrzi v dusledku nebo v pribéhu
such rights are expressly granted hereunder. Any provadéni studie, a to kromé pfipadu, kdy tato
discovery or invention shall be promptly prava budou vyslovné udélena podle této
communicated to PHRI. PHRI shall file and Smlouvy. Jakykoli objev nebo vynalez musi byt
prosecute any patent applications, at its expense ihned oznamen PHRI. PHRI poda veskeré
and in its sole discretion. Site and the Personnel patentové prihlasky na své naklady a na zakladé
agree to provide reasonable assistance with any vlastniho uvazeni. Misto vykonu klinického
patent applications. Any compensation payable hodnoceni a pracovnici souhlasi s tim, ze
for the assignment of the inventor rights is poskytnou pfiméfenou pomoc pfi podavani
included in the consideration payable hereunder, pfipadnych patentovych pfihlasek. Jakakoli
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