CLINICAL TRIAL SITE AGREEMENT

BETWEEN

L’ASSISTANCE PUBLIQUE - HOPITAUX DE PARIS, Public
health institution with registered address at 3, Avenue Victoria,
Paris 4éme, France represented by its General Director, Mr.
Martin Hirsch, represented by Mrs. Florence Favrel
Feuillade, Director of the Delegation for Clinical Research
and Innovation, Carré Historique de I'HOpital Saint-Louis, 1 av.
Claude Vellefaux 75010 Paris, France in application of the
directorial decree,

Hereafter referred to as «AP-HP/Sponsory, of the one part,
HAVING MANDATED

The VALUE OUTCOMES s.r.0. company, having its registered
office at Vaclavska 316/12, Prague 2, 120 00, maintained by
the Municipial Court in Prague, Section C, File 94691,
Represented by Mrs Ing. Helena DoleZalova, Managing
Director, duly authorized to sign and execute this agreement in
the name and on behalf of APHP,

Hereafter referred to as «CRO»,
AND

The center University Hospital Kralovské Vinohrady,

With the registered address at Srobarova 1150/50, 100 34
Prague 10, Czech Republic,

ID: 00064173, VAT number: CZ00064173, Reference number:
KH 44/2019, cost center: 30062, represented by director prof.
MUDr. Petr Arenberger, DrSc., MBA, FCMA, duly authorized to
sign this agreement,

Hereafter referred to as the «Center»,
of the other part,
AND
Prof. MUDr. Zuzana Motovska, Ph.D., FESC date of birth
XXXXXXXX permanently resident
)I.0.9.000.00.090.009.09.009.00.0

(hereinafter referred to as the “Principal Investigator”)

hereafter referred to individually as the «Party»
or collectively as the «Parties».

(the Center and the Principal Investigator hereinafter
collectively referred to as the “Contracting Partners”)

SMLOUVA O PROVADENI KLINICKEHO HODNOCENI

UZAVRENA MEZI TEMITO STRANAMI

L’ASSISTANCE PUBLIQUE - HOPITAUX DE PARIS, vefejna
zdravotnicka instituce, se sidlem: 3, Avenue Victoria, Pafiz, 4.
obvod, Francie, zastoupend generalnim feditelem, panem
Martinem Hirschem, zastoupenym pani Florence Favrel
Feuillade, feditelkou Delegation for Clinical Research and
Innovation, Carré Historique de I'Hépital Saint-Louis, 1 av.
Claude Vellefaux, 75010 Pafiz, Francie, v aplikaci feditelského
vynosu

(dale jen ,AP-HP* nebo ,Sponzor), na strané jedné,
POVERUJICi NA ZAKLADE PLNE MOCI

Spoleénost VALUE OUTCOMES s.r.0., se sidlem: Vaclavska
316/12, 120 00 Praha 2, Ceska republika zapsanou u
Méstského soudu v Praze, oddil C, vlozka 94691, zastoupenou
Ing. Helenou Dolezalovou, generalni feditelkou, fadné
opravnénou podepsat a plnit tuto smlouvu jménem AP-HP

(dale jen ,CRO"),
A

Fakultni nemocnici Kralovské Vinohrady,

se sidlem: Srobarova 1150/50, 100 34 Praha 10, Ceska
republika,

IC: 00064173, DIC: CZ00064173, &islo jednaci: KH 44/2019,
nakladové stfedisko: 30062, zastoupenou prof. MUDr. Petrem
Arenbergerem, DrSc., MBA, FCMA, feditelem, Fadné
opravnénym podepsat tuto smlouvu

(dale jen ,Centrum®), na strané druhé,

A

Prof. MUDr. Zuzana Motovska, Ph.D., FESC, datum narozeni
XXXXXXXXX, trvale bytem XXXXXXXXXXXXXXXXXXXXX

(dale jen ,Hlavni zkouSejici”)

(kazdy dale jednotlivé jako ,strana“ nebo spolecné jako
,strany®).

(Centrum a Hlavni zkou3ejici dale spole¢né oznacovani
jako ,Smluvni partnefi”)




HAVING CONSIDERED PRI ZOHLEDNENi
- European Law and Regulations in force, particularly: - Platného evropského prava a evropskych nafizeni,
o Directive 2001/20/EC of the European Parliament and pfedevsim:
of the Council of 4 April 2001 on the approximation of o Smémice Evropského parlamentu a Rady 2001/20/ES
the laws, regulations and administrative provisions of ze dne 4. dubna 2001 o sblizovani pravnich a
the Member States relating to the implementation of spravnich predpist ¢lenskych statl tykajicich se
good clinical practice in the conduct of clinical trials on uplatiiovani spravné Kklinické praxe pfi provadéni
medicinal products for human use klinickych hodnoceni humannich Ié€ivych pfipravku
o The General Data Protection Regulation (Regulation o Obecného nafizeni o ochrané osobnich Udajl
(EU) 2016/679 of the European Parliament of April (nafizeni Evropského parlamentu (EU) 2016/679 ze
27, 2016) dne 27. dubna 2016)
- Laws and regulations of the Czech Republic - Z&kon a predpist Ceské republiky
(hereinafter referred to as the “Agreement”) (dale jen ,Smlouva®)




IT IS PRESENTED THAT:

| SE SIEDNAVA NASLEDUJICI:

AP-HP will undertake a prospective study
described in the protocol entitled:
Hereafter called «Research»

AP-HP provede pfedpokladanou studii
popsanou v protokolu s nazvem:
(dale jen ,Studie®)

Assessment of Loading with the P2Y12 inhibitor ticagrelor or clopidogrel to Halt
ischemic Events in patients Undergoing elective coronary Stenting: the ALPHEUS
study

YOI 0099.09.0.099.099.099.0.990.990.99.0.990.990.999.99909904

Financial Code AP-HP
Finanéni kod AP-HP

whose coordinating investigator is:

jehoz koordinujicim zkouSejicim je:

Pr Johanne Silvain, Hopital La Pitié Salpétriére, APHP, Pafiz

whose Coordinating Investigator for the
Czech Republic is:

jehoz koordinujicim zkousejicim pro Ceskou
republiku je:

YOI 0.999.099.999.999.999.0.990.999.990999.999.999.999.9990994

which will take place, at the earliest, from:

které bude probihat nejdfive od:

1.4.2020

For an estimated duration of:

po pfedpokladanou dobu:

11 months / 11 mésicu

The Center is:

University Hospital Kralovské Vinohrady

Centrum:
Hospital:
Fakultni nemocnice Kralovské Vinohrady
Nemocnice:
Department:
[1I. interni — kardiologicka klinika
Klinika:

Under the responsibility of:

Hlavni zkousejici:

Prof. MUDr. Zuzana Motovska, Ph.D., FESC

It being specified that the AP-HP has delegated to Value Outcomes the performance of part of the Sponsor’s missions,
in particular the payment of additional costs related to the carrying out of the Research by the Center, Principal
Investigator and members of study team and the execution of this Agreement.

Bylo definovano, Zze AP-HP povéfilo spolecnost Value Outcomes plnénim Casti kol Sponzora, pfedevsim uhradou
nakladi souvisejicich s provadénim Studie ze strany Centra, Hlavniho zkousejiciho a Clenu studijniho tymu s plnénim

této Smlouvy.




THIS STATEMENT HAS BEEN AGREED ON AND
ADOPTED AS FOLLOWS

ARTICLE 1 - PURPOSE OF THE AGREEMENT

The purpose of this Agreement is to specify:
- the methods of carrying out Research within the
Center
- the allocation of study-related responsibilities
between the Sponsor and the Contractors
- the terms and conditions under which APHP as
Research Sponsor covers, through the CRO, the costs
incurred by its implementation within the Center, under
the conditions mentioned in article 5 of this
Agreement.

ARTICLE 2 - LEGAL FRAMEWORK OF THE RESEARCH

The Research is described in France as interventional research
according to the Health Public code.

The research will be carried out within the Participant Center in
accordance with the law applicable to clinical trials in the Czech
Republic.

As part of their contractual relationship, the Parties undertake,
each as far as it is concerned, to comply with the applicable
regulations in force regarding the processing of personal data
and, in particular, the European General Data Protection
Regulation.

In this respect, the Parties agree in particular to respect the
appendix to this convention on the subcontracting of personal
data in the context of Research and the provisions of the
Research Protocol and its appendices, hereinafter named the
«Protocol».

ARTICLE 3 - Obligations of the Contracting Partners

The Contracting Partners shall conduct and document the
Study in a diligent and efficient manner in strict compliance with
(a) the Protocol; and (b) the terms and conditions of this
Agreement; and (c) the ethical principles of the Declaration of
Helsinki; and (d) the ICH Harmonised Tripartite Guideline for
Good Clinical Practice as amended as well as generally
accepted standards of Good Clinical Practice; and (e) all
applicable legal regulations; and (f) all orders and directives of
competent public administration authorities and ethics
committees, if any. The Center shall provide adequate
resources and facilities for the performance of the Study.

The Study at the Center shall be conducted under the
supervision of the Principal Investigator who shall be

TOTO STANOVISKO BYLO ODSOUHLASENO A PRIJATO
NASLEDOVNE

CLANEK 1 - UCEL SMLOUVY

Uelem této Smlouvy je specifikovat:

- zpUsoby provadéni Studie v ramci Centra

- rozdéleni povinnosti souvisejicich se Studii mezi
Sponzora a Smluvni partnery.

- podminky, za kterych AP-HP, jakoZto sponzor Studie,
pokryje prostfednictvim CRO néklady vzniklé v
souvislosti s realizaci Studie v Centru, za podminek
uvedenych v ¢lanku 5 této Smlouvy.

CLANEK 2 - PRAVNi RAMEC STUDIE

Studie je popsana ve Francii jako intervenéni studie v souladu s
postupy vefejného zdravotnictvi.

Studie bude provadéna v ramci Centra v souladu s pravem
tykajicim se Studii v Ceské republice.

V ramci smluvniho vztahu se strany zavazuji v rozsahu, v jakém
se jich to tyka, ze budou dodrZovat platna pfislusna nafizeni
tykajici se zpracovani osobnich (dajli, pfedevS§im obecné
nafizeni EU o ochrané osobnich Gdajd.

V tomto ohledu strany predevSim souhlasi, Ze budou
respektovat pfilohu této Smlouvy tykajici se delegovani
zpracovani osobnich Udajd v souvislosti se Studii a ustanoveni
protokolu Studie a jeho dodatku (dale jako ,Protokol”).

CLANEK 3 - POVINNOSTI SMLUVNICH PARTNERU

Smluvni partnefi se zavazuiji provést a zdokumentovat Studii
hospodarné a s naleZitou odbornou pé¢i v pfisném souladu s (a)
Protokolem; a (b) podminkami této Smlouvy; a (c) etickymi
zasadami Helsinské deklarace; a (d) Harmonizovanym
Tfistrannym Guideline ICH pro sprévnou klinickou praxi véetné
jeho naslednych zmén a obecné pfijimanymi standardy spravné
klinické praxe; a (e) v8emi pfisluSnymi pravnimi pfedpisy; a (f)
veSkerymi prikazy a sméricemi Centra, pfisluSnych organi
vefejné moci a spravy a etickych komisi, jsou-li takové. Centrum
se zavazuje poskytnout odpovidajici zdroje a vybaveni k
provadéni Studie.

Studie bude v Centru provadéna pod dohledem Hlavniho
zkouSejiciho, ktery je odpovédny za jeji fadny prdbéh. Hlavni
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responsible for due course of the Study. The Principal
Investigator is the responsible head of the group of
investigators in case the Study is conducted at the Center by
several investigators and persons participating in the Study
(hereinafter referred to as “Study Team Members”). The
Principal Investigator is responsible for the well-being of the trial
subjects participating in the Study in terms of professional
medical services provided.

The Principal Investigator will also serve as the contact person
for Sponsor with regard to the Study at the Center.

The Center shall allow and the Principal Investigator shall
ensure that the Study Team Members” comply with the terms
and conditions of this Agreement. The Center shall ensure
through the Principal Investigator that original and new Study
Team Members will appropriately trained, are properly qualified
and educated. The Sponsor shall have the right to reject
specific Study Team Members, if the Sponsor deems them not
appropriately educated and/or qualified. The Principal
Investigator and Study Team Members are employees of the
Center.

The Center shall make it possible for the Principal Investigator,
Investigators and Study Team Members, as required, to
participate in Investigators’ meetings and teleconferences held
in the course of the Study to the extent requested by the
Sponsor.

The Center undertakes not to perform any of the duties of the
Center by a third party.

The Principal Investigator agrees that the Sponsor may
unilaterally change the number of trial subjects that the
Principal Investigator shall include in the Study and/or the
recruitment timeframe by issuing a relevant instruction for the
Study. Such an instruction shall not concern the already
included trial subjects.

The Contracting Partners agree to make maximum efforts to
enroll trial subjects in the Study in accordance with the inclusion
requirements and timelines set forth in the Protocol.
Recruitment of trial subjects is expected to begin on April 2020
and to be completed by October 2020. Recruitment of trial
subjects is always governed by current terms and conditions of
the Protocol.

The Principal Investigator agrees to include in the Study only
such trial subjects that are duly suitable for the Study in
compliance with the Protocol. The expected number of enrolled
subjects at the Center is XXX

The Contracting Partners agree to ensure that the Study shall
be conducted in compliance with the approval or consent with
notification issued by the State Institute for Drug Control
(hereinafter referred to as the “SUKL”) and approvals of the

zkouSejici je odpovédnym vedoucim skupiny zkouSejicich v
pfipadé, Zze Studie je v Centru provadéna vicero neZ jednim
zkouSejicim a osob podilejicich se na provadéni Studie (dale jen
,Clenové studijniho tymu®). Hiavni zkousejici je odpovédny za
blaho subjektt hodnoceni UG¢astnicich se Studie z hlediska
poskytovani zdravotnich sluzeb na nélezité odborné drovni.

Hlavni zkouSejici sou¢asné bude slouzit pro Sponzora jako
kontaktni osoba v Centru ve vztahu ke Studii.

Centrum se zavazuje umoznit a Hlavni zkouSejici se zavazuje
zajistit, aby Clenové studijniho tymu jednali v souladu s
podminkami této Smlouvy. Centrum se prostfednictvim
Hlavniho zkouSejiciho zavazuje zajistit, ze puvodni i novi
Clenové studijniho tymu budou fadné proskoleni, jsou Fadné
kvalifikovani a vzdélani. Sponzor méa pravo odmitnout konkrétni
Cleny studijniho tymu, pokud se Sponzor domniva, Ze nejsou
pfislusné vzdélani a/nebo kvalifikovani. Hlavni zkouSejici a
Clenové studijniho tymu jsou zaméstnanci Centra.

Centrum se zavazuje umoznit Hiavnimu zkousejicimu a Clen(im
studijniho tymu, Ucastnit se podle potreby setkani zkousejicich
a telekonferenci uskute¢riovanych v prubéhu Studie v rozsahu
pozadovaném Sponzorem.

Centrum se zavazuje, Ze nebude provadét kteroukoliv z
povinnosti Centra tfeti stranou.

Hlavni zkouSejici souhlasi, ze Sponzor miZze jednostranné
kdykoli zménit poCet subjektd hodnoceni, které Hlavni zkousejici
do Studie muze zaradit a/nebo ¢asovy harmonogram naboru, a
to prostfednictvim vydani pfisluSného pokynu ke Studii. Takovy
pokyn se nedotkne jiz zafazenych subjektd hodnoceni.

Smluvni partnefi se zavazuji vynalozit veSkeré usili k zafazeni
subjektt hodnoceni do Studie v souladu s pozadavky na
zafazovani a Ihatami stanovenymi v Protokolu. Pfedpokladany
zaCatek naboru subjektl hodnoceni je duben 2020 a
pfedpokladané ukonceni fijen 2020. Nabor subjektd hodnoceni
se vzdy Fidi aktualnimi podminkami Protokolu.

Hlavni zkouSejici se zavazuje do Studie zafadit pouze fadné
zpUsobilé subjekty hodnoceni v souladu s Protokolem.
Predpokladany poget subjektt hodnoceni zafazenych na Centru
je XXX

Smluvni partnefi se zavazuii zajistit, Ze Studie bude provadéna
v souladu s povolenim nebo souhlasem k ohlaseni vydanym
Statnim Gstavem pro kontrolu léciv (dale jen "SUKL") a souhlasy
pfislunych etickych komisi.




competent ethics committees.

The Principal Investigator agrees to appropriately inform all trial
subjects through Informed consent of the aims, methods,
expected benefits and potential risks of the Study. The Principal
Investigator agrees to inform all subjects through Consent to
the processing of personal data of the circumstances under
which their personal data might be disclosed to the Sponsor,
competent authorities, third parties providing services for the
Sponsor and/or ethics committees or regulatory authorities.
The Principal Investigator agrees to ensure that the trial
subjects shall not participate in the Study until after they sign
their informed consent provided by the Sponsor. The Principal
Investigator shall keep the original of such consent in the trial
subjects’ medical records. If such consent is revoked in the
course of the Study, no further Study-related procedures may
be performed by the Contracting Partners with regard to the
respective trial subject, except for any Study-related follow-up
monitoring laid down in the Protocol and consented to by the
trial subject. Subsequent treatment of the trial subject, which is
not related to the Study, lies in the sole medical responsibility
and legal liability of the Center.

If in the course of the Study at the Center trial subjects' health
is harmed, the Contracting Partners shall inform the Sponsor of
any such event (i) in case of any serious adverse effect and/or
serious adverse events and/or, if applicable, in case of
pregnancy, within 24 hours at the latest from the moment they
become aware of the subject's health damage and (ii) in case
of any adverse effect and/or adverse event immediately within
the timelines specified in the Protocol and other instructions on
safety-related data reporting provided by the Sponsor. Such
reporting must also include an assessment of causality. Any
other harm to health of trial subjects or any serious breach of
the Protocol or good clinical practice guidelines must be
reported to the Sponsor without undue delay.

The Principal Investigator agree to immediately answer any
questions of the Sponsor or persons authorized by the Sponsor
regarding adverse event documentation. This includes - but is
not limited to - active follow-up monitoring and clarification of
relevant inconsistencies in adverse event and pregnancy
reports. For the purposes of adverse event and pregnancy
reporting, the Principal Investigator must use the forms
provided by the Sponsor, if applicable.

During and after completion of the Study, the Contracting
Partners shall submit to the Sponsor all documents received
from authorities, ethics committee/s, and/or competent
regulatory authorities regarding any consent or authorization or
safety of subjects- related communication with respect to the
Study without undue delay following their receipt.

The Contracting Partners agree to use the Investigational

Hlavni zkouSejici se zavazuje vSechny subjekty hodnoceni,
prostiednictvim informovaného souhlasu, informovat o cilech,
metodach, pfedpokladanych pfinosech a potencialnich rizicich
Studie. Hlavni zkouSejici se zavazuje vSechny subjekty
hodnoceni, prostfednictvim souhlasu se zpracovanim osobnich
udajl, informovat o okolnostech, za kterych by jejich osobni
udaje mohly byt zpfistupnény Sponzorovi, pfisluSnym organdm,
tfetim stranam, jez poskytuji sluzby Sponzorovi a/nebo etickym
komisim €i regulatornim organam. Hlavni zkou3ejici se zavazuje
zajistit, Ze subjekty hodnoceni se zuCastni Studie teprve poté,
co podepisi informovany souhlas subjektu hodnoceni
poskytnuty Sponzorem. Hlavni zkouSejici uchova original
takového souhlasu ve zdravotnické dokumentaci subjektu
hodnoceni. Pokud subjekt hodnoceni svij souhlas v pribéhu
Studie odvola, Smluvni partnefi nesmi ve vztahu k tomuto
subjektu hodnoceni provést zadné dalSi postupy v ramci Studie
vyjma pfipadnych opatfeni tykajicich se nasledného sledovani
predepsanych Protokolem, s nimiZ subjekt hodnoceni souhlasil.
Nasledna lécba subjektu hodnoceni, ktera nesouvisi se Studii,
je vyhradni lékafskou a pravni odpovédnosti Centra.

Pokud v pribéhu Studie v Centru dojde k poSkozeni zdravi
subjektu hodnoceni, Smluvni partnefi se zavazuiji informovat o
kaZzdé takové udalosti Sponzora (i) v pfipadé zavazného
nezadouciho U¢inku a/nebo zavazné nezadouci pfihody a/nebo
v pfipadech téhotenstvi, jsou-li takové, nejpozdéji do 24 hodin
od chvile, kdy se o poskozeni zdravi subjektu hodnoceni dozvi
a (ii) v pfipadé nezadouciho ucinku a/nebo nezadouci pfihody
neprodlené v ramci |h(t stanovenych v Protokolu a jinych
pokynech danych Sponzorem o hl&3eni dat tykajicich se
bezpe€nosti. SouCasti takového hlaSeni musi byt také
posouzeni pfi¢inné souvislosti. O jakémkoliv jiném pokozeni
zdravi subjektu hodnoceni nebo jakémkoliv zavazném poruseni
Protokolu nebo pokynud spravné klinické praxe musi Smluvni
partnefi informovat Sponzora bez zbyte¢ného odkladu.

Hlavni zkouSejici se zavazuje bez zbyte¢ného prodleni
zodpovédét vSechny dotazy Sponzora nebo osob povéfenych
Sponzorem tykajici se dokumentace nezadouci udalosti. Toto
zahrnuje zejména aktivni nésledné sledovani a objasnéni
pfislusnych nesrovnalosti v hlaSenich nezadoucich pfihod a
pfipadu téhotenstvi. Za ucelem hlaSeni nezadoucich pfihod a
pfipadl téhotenstvi je Hlavni zkouSejici povinen pouzivat
formulafe poskytnuté Sponzorem, jsou-li takové.

Béhem a po skonCeni Studie se zavazuji Smluvni partnefi
predlozit Sponzorovi veSkeré dokumenty pfijaté od ufadd,
etickych komisi a/nebo pfisludnych regulatornich organd
vztahujicich se k bezpecnosti subjektti hodnoceni, a to bez
zbyte¢ného prodleni.

Smluvni partnefi se zavazuji pouzivat hodnoceny IéCivy
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Medicinal Product exclusively for the purposes of conducting
the Study and only as specified in the Protocol. The Contracting
Partners are responsible for the proper receipt, use, handling,
storage and keeping detailed and accurate records of handling
of the Investigational Medicinal Product in the course of the
Study pursuant to the requirements of good clinical practice,
good pharmacy practice and Protocol. The Contracting
Partners agree to properly liquidate any unused Investigational
Medicinal Product at the Center and properly document such
liquidation. The Contracting Partners shall immediately
liquidate any unfinished or unused Investigational Medicinal
Product administered by infusion immediately after its
preparation or modification.

The Center hereby undertakes to ensure the storage,
preparation, control and distribution of Investigational Medicinal
Products in accordance with the provisions of the Protocol,
applicable laws and in accordance with all provisions of
Guideline LEK-12 of the State Institute for Drug Control.

The Principal Investigator agrees to draw the Investigational
Medicinal Product in compliance with the Protocol and in doses
required for every visit of the trial subject.

The Principal Investigator must collect data and enter them
within 5 working days of their generation in the electronic case
report forms (hereinafter referred to as “CRFs”) in accordance
with the requirements set forth in the Protocol. The Principal
Investigator agrees to regularly forward CRFs and any
documentation required in the Protocol to the Sponsor so that
the Sponsor could process them directly or through another
entity on a continuous basis. Within five working days of the last
trial subject’s treatment, all outstanding CRFs must be entered
and related documentation must be forwarded to the Sponsor.
The Principal Investigator agree to assist in promptly clarifying
any questions concerning CRF data and to address and answer
such questions within five (5) working days. Furthermore, the
Principal Investigator agree to reasonably assist in preparing
the overall Study report upon the Sponsor's request. The
Contracting Partners shall ensure that CRFs shall not be
available to any persons other than Study Team Members and
the Principal Investigator and that access to CRFs, if they are
in electronic form, shall be protected by username and
password.

The Principal Investigator shall ensure that all CRFs submitted
to the Sponsor are true, complete, correct and accurate and
reflect the actual results of the Study. The Principal Investigator
also agrees to provide the Sponsor with copies of all reports,
including all updates and changes, that were requested by the
ethics committee.

The Center shall keep all electronic and other documents,
including without limitation, source documents and the
Investigator’s files required by ICH guidelines and applicable

pfipravek vyhradné pro uéely provadéni Studie a pouze
zpusobem specifikovanym v Protokolu. Smluvni partnefi jsou
odpovédni za fadné pfijimani, pouzivani, nakladani, skladovani
a vedeni dukladné a pfesné evidence zachézeni s hodnocenym
léCivym pfipravkem v prubéhu Studie v souladu s pozadavky
spravné klinické praxe, spravné lékarenské praxe a Protokolem.
Navic se Smluvni partnefi zavazuji zajistit fadnou likvidaci
nepouzitého hodnoceného lé€ivého pfipravku v Centru a tuto
likvidaci Ffadné zdokumentovat. V pfipadé naCatého a
nespotfebovaného baleni hodnoceného IéCivého pfipravku,
jehoz forma podani je infuze, zajisti Smluvni partnefi likvidaci
ihned po pfipravé &i upravé hodnoceného 1&€ivého pripravku.

Centrum se timto zavazuje zajistit uskladnéni, pfipravu, kontrolu
a distribuci hodnocenych IéCivych pfipravki v souladu s
ustanovenim Protokolu, platnych zakonu a v souladu se vSemi
ustanovenimi pokynu LEK-12 Statniho tstavu pro kontrolu I&Civ.

Hlavni zkouSejici se zavazuje odebirat hodnoceny IéCivy
pfipravek v souladu s Protokolem, a to v davkovani potfebném
pro kazdou jednotlivou navstévu subjektu hodnoceni.

Hlavni zkouSejici je povinen shromazdovat data a vkladat je do
5 pracovnich dni od jejich vytvofeni do elektronickych
zaznamovych listd (dale jen ,CRF*) v souladu s nélezitostmi
stanovenymi v Protokolu. Hlavni zkouSejici se zavazuje
pravidelné predavat Sponzorovi CRF a veSkerou dokumentaci
vyzadovanou Protokolem, aby je Sponzor mohl pfimo i
prostfednictvim jiného subjektu pribézné zpracovavat. Ve |h(té
5 pracovnich dn(i po oSetfeni posledniho ze subjekt(i hodnoceni
musi byt dokoneno vloZeni veSkerych zbyvajicich CRF a
souvisejici dokumentace musi byt pfedana Sponzorovi. Hlavni
zkouSejici se zavazuje poskytovat soucinnost pfi pohotovém
objasfiovani jakychkoli dotazl tykajicich se udaji v CRF a
vénovat se témto dotazim a zodpovidat je nejpozdéji ve lhuté 5
(péti) pracovnich dnd. Hlavni zkouSejici se dale na Zadost
Zadavatele zavazuje poskytovat pfiméfenou soucinnost pii
pfipravé celkové zpravy o Studii. Smluvni partnefi zajisti, Ze
CRF nebudou pfistupné nikomu jinému nez Clen(im studijniho
tymu a Hlavnimu zkou$ejicimu a pfistup k nim, pokud budou v
elektronické podobg, bude chranén pfistupovym jménem a
heslem.

Hlavni zkou$ejici je povinen zajistit, Ze vSechny CRF poskytnuté
Sponzorovi jsou pravdivé, pfesné a Fadné vypinény a Ze jsou
vérnym odrazem skutecnych vysledkd Studie. Hlavni zkouSejici
se rovnéz zavazuje pfedat Sponzorovi kopie vSech zprav,
véetné v8ech aktualizaci a zmén, které si vyZadala eticka
komise.

Centrum se zavazuje uchovavat veskerou elektronickou i jinou
dokumentaci, vCetné zdrojové dokumentace a slozky
ZkouSejiciho, vyzadovanych ICH pfedpisy a pfisluSnymi
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laws regulating for fifteen (15) years after the end of the Study.
Study documentation must be kept in a suitable location and
manner, and the Center must keep record of the location where
Study documentation is stored to ensure that it is readily
available upon the request of the Sponsor's appointed
representative, the ethics committee, an auditor or competent
authorities.

The Contracting Partners understand that the Sponsor or a
third party on behalf of the Sponsor will monitor the
performance of the Study closely by prior Agreement, during
normal working hours. The Contracting Partners agree to
appropriately support such monitoring activities, including
without limitation, by providing the Sponsor's appointed
representative with access to the facilities and data as
necessary and to cooperate with the Sponsor or the relevant
third party in this regard. The Principal Investigator and Study
Team Members must participate in personal discussions upon
the request of the Sponsor. The sponsor shall ensure that he
or a third party complies with legal obligations, in particular the
obligation of confidentiality and the protection of personal data.

The Contracting Partners shall, during and after the Study,
allow and support any inspections of responsible authorities
without any right to special payment or reimbursement. The
Contracting Partners must inform the Sponsor about any such
inspection or the intent to conduct such inspection as soon as
they learn about it. The Contracting Partners shall allow the
Sponsor to be present at any inspection conducted by
authorities or in similar institutions.

In the event that the Principal Investigator terminates his or her
employment at the Center, the Center or Principal Investigator
shall inform the Sponsor as soon as it learns about it and shall
propose a duly qualified person acting as a new principal
investigator. The Sponsor shall have the right to object to such
replacement. The Center shall make maximum efforts to
require the new principal investigator to agree in writing to the
terms and conditions stipulated in this Agreement. If the Center
and the Sponsor are unable to agree on the new principal
investigator or if the new principal investigator is unwilling to
agree to the terms and conditions stipulated in this Agreement,
the Sponsor shall have the right to terminate this Agreement.
The Center and the Principal Investigator must immediately
inform the Sponsor in writing about all changes having an
impact on the availability of resources and/or Study Team
Members conducting the Study.

The Contracting Partners agree to allow CRO contracted by the
Sponsor to exercise any of the Sponsor’s rights and to perform
any of the Sponsor's obligations under this Agreement on
behalf of the Sponsor, provided that they have authorization or
a power of attorney to exercise the Sponsor's rights and to
perform the Sponsor’s obligations.

pravnimi predpisy upravujicimi provadéni Studie po dobu
patnécti (15) let po skonceni Studie. Studijni dokumentace musi
byt uchovavana na vhodném misté a vhodnym zplisobem a
Centrum je povinno vést zaznamy o misté, kde je dokumentace
Studie uchovavana, aby tato byla pohotové k dispozici na zadost
povéfeného zastupce Sponzora, etické komise, auditora nebo
pfislusnych Urad.

Smluvni partnefi jsou si védomi, Ze Sponzor nebo jeho jménem
tfeti strana bude dlkladné monitorovat provadéni Studie po
predchozi dohodg, v béZné pracovni dobé&. Smluvni partnefi se
zavazuji pfiméfené podporovat tyto monitorovaci aktivity, véetné
ale bez omezeni, poskytnutim pfistupu povéfenému zastupci
Sponzora do prostor a k datim dle potfeby a spolupracovat se
Sponzorem nebo pfislusnou freti stranou v tomto ohledu. Na
zadost Sponzora jsou Hlavni zkousejici a Clenové studijniho
tymu povinni se zu€astnit osobni diskuze. Sponzor zajisti, aby
on nebo jeho jménem ftfeti strana dodrzovala zakonné
povinnosti, pfedevdim povinnost miCenlivosti a ochrany
osobnich udaju.

Smluvni partnefi se zavazuiji, ze béhem a po skonceni Studie,
umozni a budou podporovat veSkeré kontroly odpovédnych
Ufadd bez jakychkoli narokid na zvlastni odménu ¢&i nahradu.
Smluvni partnefi jsou povinni informovat Sponzora o kazdé
takové inspekci ¢i zaméru takovou inspekci provést ihned poté,
co se o nich dozvi. Smluvni partnefi se zavazuji umoznit, aby
Sponzor mohl byt pfitomen na kazdé inspekci provadéné urady
nebo podobnymi institucemi.

V pfipadé, ze Hlavni zkouSejici v prdbéhu Studie ukondi
pracovnépravni vztah s Centrem, Centrum nebo Hlavni
zkousSejici je povinen o této skuteCnosti informovat Sponzora
neprodlené poté, co se o tom dozvi, a souCasné navrhnout
fadné kvalifikovanou osobu jako nového hlavniho zkousejiciho.
Sponzor ma pravo vznést namitky vaéi tomuto nahrazeni.
Centrum se zavazuje s vynaloZzenim maximainiho Usili
pozadovat po novém hlavnim zkouSejicim, aby se pisemné
zavazal k dodrzovani podminek sjednanych v této Smiouvé.
Pokud Centrum a Sponzor nejsou schopni domluvit se na osobé
nového hlavniho zkouSejiciho anebo pokud novy hlavni
zkousSejici neni ochoten zavazat se k podmink&m stanovenym
touto Smlouvou, Sponzor je opravnén vypovédét tuto Smlouvu.
Centrum a Hlavni zkouSejici jsou povinni neprodlené pisemné
informovat Sponzora o vSech zménach, které maji vliv na
dostupnost zdroji a/nebo Clenti studijniho tymu provadgjiciho
Studii.

Smluvni partnefi se zavazuji umoznit CRO, smluvné zajisténym
Sponzorem, aby jménem Zadavatele vykonavala kterékoliv z
prav a povinnosti Sponzora na zakladé této Smlouvy, v pfipadé,
Ze se prokazi povéfenim Ci plnou moci, ze které jejich opravnéni
vykonavat prava a povinnosti Sponzora vyplyva.




In the case that the Center, the Principal Investigator or Study
Team Members use in the course of the Study devices that
require servicing, calibration or any other special care, the
Center agrees to maintain such devices in due operational
condition and to provide relevant documentation thereof to the
Sponsor upon the request of the Sponsor.

ARTICLE 4: REFERENCES OF THE PARTIES /
CORRESPONDENCE

The contact person within the Center for any question relating
to this Research is:
Name: Prof. MUDr. Zuzana Motovska, Ph.D., FESC
Address: University Hospital Kralovské Vinohrady

[II. interni — kardiologicka klinika

Srobarova 1150/50, 100 34 Prague 10, Czech Republic
E-mail: XXXXXXXXXX
Telephone number; XXXXXXX

The administrative contact person for the Sponsor, competent
to answer any question concerning the Study and the execution
of this Agreement is:

Name: Ing. Helena DoleZalova

Address: VALUE OUTCOMES s.r.o., Vaclavska 316/12,
Prague 2, 120 00

E-mail; XXXXXXXXXXXXX

Telefonni Eislo: XXXXXXXX

All letters, items or notifications of any kind arising from the
application of this Agreement shall be sent to the attention of
the aforementioned referent(s) of each of the Parties, at the
coordinates indicated above, as well as to the direction of the
Center.

ARTICLE 5: DUTIES OF THE SPONSOR

The Sponsor agrees to provide the Contracting Partners with
the Investigational Medicinal Product, complete, correct and
actual CRF templates, informed consents, other information
and other drugs/placebo required for the due performance of
the Study free of charge and in the quantity and frequency
necessary for the proper performance of the Study in line with
applicable legal requirements.

Investigational Medicinal Product (as well as other medication,
placebo, if required by the Protocol) will be delivered to the
following address:

University Hospital Kralovské Vinohrady

Ustavni lékarna

Srobarova 1150/50, 100 34 Prague 10, Czech Republic

The Investigational ~ Medicinal ~ Product,  necessary
documentation and other information required for the
performance of the Study and provided to the Center are and
shall remain the Sponsor’s property. The Sponsor declares that

V pfipadé, ze pfi Studii pouziva Centrum, Hlavni zkousejici nebo
Clenové studijniho tymu pfistrojové vybaveni, které vyzaduje
servis, kalibraci nebo jinou zvlastni péci, Centrum se zavazuje
udrzovat takové pfistrojové vybaveni zpUsobilé Fadného
provozu, o emz je povinno Sponzorovi na vyzadani poskytnout
odpovidajici dokumentaci

CLANEK 4: REFERENCE STRAN / KORESPONDENCE

Kontaktni osobou v ramci Centra pro jakékoli dotazy tykajici se
této studie je:
Jméno: Prof. MUDr. Zuzana Motovskd, Ph.D., FESC
Adresa: Fakultni nemocnice Krélovské Vinohrady

[1l. interni — kardiologicka klinika

Srobarova 1150/50, 100 34 Praha 10, Ceska republika
E-mail: XXXXXXXXXXXX
Telefonni €islo: XXXXXXX

Administrativni  kontaktni osobou Sponzora, ktera je
kompetentni odpovidat na dotazy tykajici se studie a pInéni této
Smlouvy, je:

Jméno: Ing. Helena Dolezalova

Adresa: VALUE OUTCOMES s.r.o., Vaclavska 316/12, Praha 2,
120 00

E-mail: XXXXXXXXXXXXXX

Telefonni Cislo: XXXXXXXX

VSechny dopisy, polozky ¢i oznameni jakéhokoli typu vyplyvajici
z aplikace této Smlouvy budou zasilany k rukdm vyse
uvedenych kontaktnich osob na adresy uvedené vySe a také na
adresu Centra.

CLANEK 5: POVINNOSTI SPONZORA

Sponzor se zavazuje Smluvnim partnerim poskytnout zdarma v
mnozstvi a Casovych intervalech pro fadné provedeni Studie
hodnoceny IéCivy pfipravek, spravné a aktualni vzory CRF,
informované souhlasy, a dal$i dokumentaci a lé€ivo/placebo
vyZadované pro fadné provadéni Studie v souladu s poZadavky
platnych pravnich pfedpisdl.

Hodnoceny |éCivy pfipravek (jakoZ i dalsi 1éCivo, placebo, je-li
vyzadovano Protokolem) bude dodavan na nésledujici adresu:

Fakultni nemocnice Kralovskeé Vinohrady
Ustavni Iékarna )
Srobarova 1150/50, 100 34 Praha 10, Ceska republika

Hodnoceny léCivy pfipravek a veSkerd dokumentace
vyzadované pro provadéni Studie poskytnuté Centru jsou a
zUstavaji vlastnictvim Sponzora. Sponzor prohlasuje, ze jsou
splnény veSkeré podminky stanovené pfislusnymi pravnimi
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all conditions stipulated in applicable laws regulating the
production (import) of the provided Investigational Medicinal
Product and the distribution of the Investigational Medicinal
Product to the Center have been met.

The Sponsor, throughout the CRO, undertakes to promptly
notify the Center and the Principal Investigator of the revocation
of the SUKL's and / or Ethical Committee's endorsement and of
the termination of the Study. The Sponsor throughout the CRO,
shall also promptly inform the Center and the Principal
Investigator of any facts that may adversely affect the safety or
health of subjects or affect the continued conduct of the Study.

ARTICLE 6 - FINANCIAL REMUNERATION

The Sponsor undertakes to pay to the Contractors for properly
performed activities under this Agreement, including the
transfer of rights under Article 7, a remuneration of XXXX per
patient through the CRO in accordance with Annex 1 to this
Agreement regarding funds, while the Contracting Partners
declare that the maximum anticipated remuneration is EUR
12 500. The Principal Investigator and Study Team Members
remuneration will be paid through the Center and according to
the Center's internal rules.

The Contracting Partners are not entitled to any remuneration
or reimbursement other than that set forth in this Agreement
and its Appendix 1

Any remuneration and reimbursement for the Center must be
paid within 45 days of the day the CRO receives a relevant tax
document (invoice), which meets all requirements stipulated in
applicable laws regulating value-add tax, to the following bank
account of the Center:

Bank: Czech National Bank
Na Pfikopé 28
115 03 Prague 1

Bank code: 0710

Account holder: University Hospital Kralovské Vinohrady
Account No.: XXXXX

Reference: number of invoice

Invoices must be issued and sent to the CRO with the protocol
number to the address VALUE OUTCOMES s.r.o, Vaclavska
316/12, 120 00 Prague 2, or by e-mail to: XXXXXXX
Remuneration and compensation under this Agreement and
Annex No. 1 shall be paid to the Center and the Principal
Investigator as follows: retroactively for the immediately past
and not yet invoiced period at the end of each calendar half-
year. The CRO will send to the Principal Investigator by e-mail
XXXXXXX an agreed summary of the number and type of
recorded visits to be paid under this Agreement. The CRO shall

pfedpisy pro vyrobu (dovoz) dodavaného hodnoceného Iégivého
pfipravku a jeho distribuci do Centra.

Sponzor se zavazuje prostfednictvim CRO bez prodleni
informovat Centrum a Hlavniho zkouSejiciho o revokovani
souhlasnych stanovisek SUKL a/nebo etickych komisi a o
ukonéeni Studie, Sponzor je rovnéz povinen prostfednictvim
CRO neprodlené informovat Centrum a Hlavniho zkouSejiciho o
veSkerych skuteCnostech, které mohou nepfiznivé ovlivnit
bezpe€nost nebo zdravi subjektd hodnoceni nebo mit viiv na
dal$i provadéni Studie.

CLANEK 6 - ODMENA

Sponzor se zavazuje zaplatit Smluvnim partnerim za fadné
provedené ¢&innosti na zakladé této Smlouvy véetné prevodu
prav dle ¢l. 7 odménu ve vysi XXXX za jednoho pacienta, a to
prostfednictvim CRO v souladu s pfilohou &.1 této Smlouvy
tykajici se finannich prostfedkd, pfiemz strany prohlasuiji, ze
predpokladana maximaini vySe odmény ¢ini 12 500 EUR.
Odména Hlavnimu zkousejicimu a Clen(im studijniho tymu bude
vyplacena prostfednictvim Centra dle jeho internich pravidel.

Smluvni partnefi nemaji narok na zadnou jinou odménu ¢i
nahradu kromé téch, které jsou uvedeny v této Smlouvé a v
pfiloze €. 1.

VeSkeré odmény a nahrady jsou splatné ve Ihité 45 dnl ode
dne, kdy bude CRO dorucen odpovidajici darovy doklad
(faktura) majici vSechny naleZitosti dle pfislusnych pravnich
pfedpist upravujicich dan z pfidané hodnoty, a to ve prospéch
bankovniho G¢tu Centra:

Banka: Ceska narodni banka
Na Prikopé 28
115 03 Praha 1

Kéd banky: 0710

Majitel Gctu: Fakultni nemocnice Krélovské Vinohrady
Cislo Gtu: XXXXXX

Reference: Cislo faktury

Faktury musi byt vystaveny a zasilany CRO s uvedenim ¢isla
protokolu, a to na adresu VALUE OUTCOMES s.r.0, Vaclavska
316/12, 120 00 Praha 2, pfipadné e-mailem na XXXXXXX
Odmény a nahrady dle této Smlouvy a pfilohy €. 1 budou Centru
a Hlavnimu zkouSejicimu uhrazeny takto: Zpétné za
bezprostfedné uplynulé a dosud nefakturované obdobi vzdy na
konci kazdého kalendainiho pololeti. CRO zaSle na e-mailovou
adresu XXXXXXXX Hlavnim zkousSejicim odsouhlaseny pfehled
poétu a druhu zaznamenanych navstév, jez maji byt dle této
Smlouvy hrazeny. CRO uhradi Centru na zakladé Fadné
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pay to the Center, based on a properly issued and delivered
invoice, the appropriate remuneration for the period for which
the draft invoice in question has been approved under this
Article.

Unless otherwise stipulated in this Agreement, all amounts
stated in this Agreement and Annex 1 are exclusive of VAT. If
some payments for services are subject to VAT, the CRO wiill
pay the applicable amount of VAT in accordance with the
legislation effective as of the date of the chargeable event on
the basis of the relevant tax document (invoice), which will meet
all the requirements prescribed by applicable legislation.
Beneficiaries are responsible for paying all other taxes in
connection with payments under this Agreement.

The contractual partners are aware that this Agreement will be
published in the Contract Register pursuant to Act No.
340/2015 Coll., On the Register of Contracts (hereinafter
referred to as the “Contract Register Act’). The Center
undertakes to publish this Agreement in the contracts register
within 5 working days of the validity of the Agreement. The
version of the Contract of publication will be sent to the CRO at
the e-mail address XXXXXXXXX

CRO will pay an administrative fee of XXXXX to the Center for
the contract processing.

ARTICLE 7 - INTELLECTUAL PROPERTY RIGHTS

The Sponsor shall own the exclusive rights to all results, data,
findings, discoveries, inventions and specifications, whether
patentable or not, that were originated, conceived, derived,
produced, discovered, invented or otherwise made by the
Center, the Principal Investigator and/or Study Team Members
in connection with conducting the Study (hereinafter referred to
as “Results®). The Contracting Partners hereby assign all their
proprietary rights to Results to the Sponsor in advance and the
Sponsor accepts such assigned rights. The royalty fee for this
assignment is already included in the remuneration of the
Contracting Partners under Article 5 hereof. The Contracting
Partners shall not acquire any rights to Results by performing
this Agreement.

All medical records and original source documents shall remain
the property of the Center; however, the Sponsor shall be
permitted to use them in accordance with this Agreement and
based on the consent of trial subjects. Disclosure of Results to
any subject, including a CRO, ethics committee or regulatory
authority, shall not be deemed as granting the ownership of
such information to these entities.

To the extent intellectual property rights to Results are legally
not assignable, the Sponsor is hereby granted by the
Contracting Partners an exclusive, worldwide, sub-licensable,
time-unlimited and irrevocable license for unlimited use of these
Results. The royalty fee for this license is already included in

vystavené a doruéené faktury pfislusnou odménu za obdobi, pro
néz byl pfedmétny navrh faktury dle tohoto ¢lanku odsouhlasen.

Nestanovi-li tato Smlouva jinak, vSechny ¢astky uvedené v této
Smlouvé a pfiloze €. 1 jsou uvedeny bez DPH. Pokud nékteré
platby za sluzby podiéhaji DPH, CRO zaplati pfisluSnou ¢astku
DPH ve vySi dle pravnich pfedpist ucinnych ke dni uskutecnéni
zdanitelného plnéni na zakladé pfislusného dafového dokladu
(faktury), ktera bude spliovat vSechny nélezitosti pfedepsané
pfisludnymi  pravnimi  pfedpisy. Pfijemci platby nesou
odpovédnost za uhrazeni vSech ostatnich dani v souvislosti s
platbami na zakladé této Smiouvy.

Smluvni partnefi si jsou védomi, Ze tato Smlouva bude
zvefejnéna v registru smluv na zakladé zakona ¢. 340/2015 Sb.,
0 Registru Smluv (dale jen ,Zakon o registru smluv®). Centrum
se zavazuje uvefejnit tuto Smlouvu v registru smluv do 5
pracovnich dni od platnosti Smlouvy. Verze smlouvy ze
zvefejnéni bude CRO =zaslana na e-mailovou adresu
XXXXXXXXX

CRO zaroven uhradi Centru administrativni poplatek ve vySi
XXXXX za uzavieni smlouvy.

CLANEK 7 - PRAVA K VYSLEDKUM

Sponzorovi patfi vyhradni prava ke vSem vysledkdm, datdm,
zjisténim, objeviim, vynaleztim a specifikacim, bez ohledu na to,
zda jsou zpUsobilé byt pfedmétem patentové ochrany i nikoli,
které vznikly, byly vytvofené, odvozené, vyprodukované,
objevené, vymyslené nebo jinak ucinéné Centrem, Hlavnim
zkoudejicim a/nebo Cleny studijniho tymu v souvislosti s
provadénim Studie (dale jen ,Vysledky*). Smluvni partnefi timto
pfedem postupuji veskera sva majetkova prava k Vysledkim na
Zadavatele a Zadavatel tato postoupena prava pfijima. Odména
za tento pfevod je jiz zahruta v odméné Smluvnich partnert dle
¢l. 5. Smluvni partnefi neziskéavaji k Vysledkim pinénim této
Smlouvy z&dna prava.

Vedkera zdravotnickd dokumentace a pUvodni zdrojova
dokumentace zUstane majetkem Centra; nicméné, Sponzor je
opravnén ji pouzit v souladu s touto Smlouvou a souhlasem
subjektt  hodnoceni.  Zpfistupnéni  Vysledkl jakémukoli
subjektu, véetné CRO i etické komise anebo regulatorniho
organu nebude povaZzovano za udéleni vlastnického prava k
témto informacim témto subjektim.

V rozsahu, v jakém prava duSevniho vlastnictvi k Vysledkim
nejsou prevoditelna, udéluji timto Smluvni partnefi Sponzorovi
vyhradni, neodvolatelnou v misté a ¢ase neomezenou licenci s
pravem udélovat podlicence, a to ke vSem zplsoblm uZiti téchto
Vysledkil. Odména za tuto licenci je jiz zahrnuta v odméné
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the remuneration of the Contracting Partners under Article 5.
The Center shall make maximum efforts so that the actual
owners of the intellectual property rights, i.e. employees of the
Center would allow the Center to grant the aforementioned
license to the Sponsor. The sponsor is not obliged to use the
license.

To eliminate any doubts, an invention that is an improvement,
a new use or a new drug form of the Investigational Medicinal
Product shall be the sole property of the Sponsor.

The Contracting Partners agree to ensure that all Results
(hereinafter referred to as “Inventions”) made by Study Team
Members of the Center shall be reported to the Sponsor without
undue delay.

The Sponsor may utilize, reproduce and transform anonymized
radiological/diagnostic images made in the course of the Study,
in compliance with the provisions of the informed consent and
to the extent specified in the informed consent, for any scientific
and/or commercial purposes, in any form and by any means,
electronic or mechanical, including making photocopies,
electronic recordings (e.g. on CD-ROM), micro-copies, or by
any data storage and data retrieval systems, including data
banks and the Internet. The Contracting Partners hereby grant
to the Sponsor an exclusive, worldwide and irrevocable license
for the use of aforementioned images. The royalty fee for this
license is already included in the remuneration of the
Contracting Partners under Article 5. The Contracting Partners
confirm that all such images shall be obtained with trial subject's
consent that shall be submitted to the Center by the Sponsor
and that the images shall not contain any information, through
which the relevant trial subject could be identified.

ARTICLE 8- CONFIDENTIALITY AND INTELLECTUAL
PROPERTY RIGHTS

The Contracting Partners agree to treat as strictly confidential
all information marked as “Confidential” and received from or
on behalf of the Sponsor or CRO in relation to the Study, the
Investigational Medicinal Product, the Protocol or this
Agreement as well as Results (hereinafter referred to as
“Confidential Information”). The Contracting Parties agree that
the Contracting Partners must also treat as strictly confidential
any information that is not marked as “Confidential” but can be
considered Confidential Information based on its nature or
conditions under which it was provided or disclosed, including
any data concerning the Study, information for internal use only
or information created based on the Study, for example
including the Protocol, the dataset for the investigator or
preliminary Results of the Study. The Contracting Partners may
use Confidential Information only for the purposes of
performance of this Agreement and agree not to disclose such

Smluvnich partnerl dle ¢l. 5. Centrum se zavazuje vyvinout
maximalni Usili k tomu, aby skuteCni vlastnici téchto prav
dusSevniho vlastnictvi, tzn. zaméstnanci Centra umoznili Centru
udélit vySe uvedenou licenci Sponzorovi. Sponzor neni povinen
licenci vyuzit.

Pro odstranéni pochybnosti plati, Zze vynalezy, které jsou
vylepSenimi nebo novym pouzitim ¢i novymi lékovymi formami
hodnoceného légivého pfipravku jsou vyluénym vlastnictvim
Sponzora.

Smluvni partnefi se zavazuji zajistit, ze veskeré Vysledky (dale
jen ,Vynélezy), ucinéné Cleny studijniho tymu budou
bezodkladné oznameny Sponzorovi.

Sponzor smi uzivat, rozmnozovat a pfevadét anonymizované
radiologické/diagnostické snimky pofizené v pribéhu Studie v
souladu s ustanovenimi informovaného souhlasu a v rozsahu
tam stanoveném, pro veskeré Ucely, védecké a/nebo komercni,
v jakékoli formé a jakymikoli zplsoby, elektronickymi nebo
mechanickymi, véetné pofizovani fotokopii, elektronickych
zaznamu (napf. na CD-ROM), mikro-kopii, nebo prostfednictvim
systéml na uchovavani a obnovovani dat, véetné databank a
internetu. Za timto uéelem udéluji Smluvni partnefi Sponzorovi
vyhradni, mistem neomezenou a neodvolatelnou licenci k
uzivani vySe uvedenych snimku. Odména za tuto licenci je jiz
zahrnuta v odméné Smluvnich partner( dle ¢&l. 5. Smluvni
partnefi potvrzuji, Ze veskeré takové snimky budou ziskané se
souhlasem subjektu hodnoceni, ktery Centru pfedd Sponzor a
Ze nebudou obsahovat zadné informace, jejichz prostfednictvim
by mohl byt Sponzora identifikovan konkrétni subjekt hodnoceni.

CLANEK 8 - MLCENLIVOST A DUSEVNI VLASTNICTVI

Smluvni partnefi se zavazuji zachazet se vSemi informacemi
oznacenymi jako ,Divérné" a pfijatymi od Sponzora nebo CRO
v souvislosti se Studii, hodnocenym IéCivym pfipravkem,
Protokolem nebo touto Smlouvou a s Vysledky (déle jen
,D0vérné informace®) pfisné davérné. Strany zaroven
sjednavaji, ze jsou povinny zachézet jako s divémymi i s témi
informacemi, které sice jako ,Divérné”“ nejsou oznaceny, ale
mohou byt povaZzovany za Duvérné informace, a to na zakladé
jejich povahy & podminek, které se vztahovaly k jejich
poskytnuti ¢i zpfistupnéni, v€etné viech Udaji tykajicich se
Studie, udaju pro vnitfni potfebu, anebo informaci vytvofenych
na zakladé Studie, a to napfiklad vCetné Protokolu, souboru
informaci pro zkouSejiciho Ci pfedb&Znych Vysledkd Studie.
Smluvni strany smi pouzivat Divérné informace pouze pro Ucely
pInéni této Smlouvy a zavazuiji se nezpfistupnit takové Divémné
informace Zadné tfeti strané mimo CRO a stran povéfenych
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Confidential Information to any third party other than CRO or
parties authorized by the Sponsor. The Contracting Partners
agree to provide access to Confidential Information only to
persons that need to know Confidential Information for the
purpose of providing services based on this Agreement and
only if such persons were provably bound by the Contracting
Partners to observe conditions that are at least as stringent as
the conditions under this Article.

The term Confidential Information, as used in this Agreement,
does not apply to data and information where the Contracting
Partners can prove that such data and information (i) were
already in possession of the Center or the Principal Investigator
without the confidentiality obligation at the time of their
disclosure to them by or on behalf of the Sponsor or CRO, (ii)
are or become a part of public information by means other than
by an act or omission on the part of the Center or the Principal
Investigator, (iii) were legally acquired by the Center or the
Principal Investigator from a third party not bound to the
Sponsor or its Affiliates by an explicit or implied confidentiality
obligation or (iv) were created independently by the Center or
the Principal Investigator without reference to Confidential
Information or its use.

Furthermore, the Contracting Partners may disclose
Confidential Information to the extent required by law or an
enforceable court order, provided, however, that the
Contracting Partners shall give the Sponsor reasonable
advance notice and shall cooperate with the Sponsor to seek a
protective order or any other appropriate remedy upon the
request of the Sponsor. The Contracting Partners agree to
make maximum reasonable efforts to ensure confidential
treatment of any Confidential Information that shall be
disclosed.

This confidentiality obligation and the prohibition to use
Confidential Information as specified in this Agreement shall
remain in effect even after this Agreement is terminated.

The Contracting Partners agree to liquidate any Confidential
Information in their possession or to return it to the Sponsor or
to the CRO. The Center shall keep 1 paré of the Confidential
Information of the Sponsor or CRO for archiving purposes.

Al pre-existing agreements regarding the confidentiality
obligation with regard to the Study shall be superseded by this
Agreement and only with regard to the Study.

The Sponsor agrees not to disclose any fact that the Center

designates as confidential and / or which are considered
confidential by generally binding legal regulations.

The Center undertakes to maintain the strictest confidentiality

Sponzorem. Smluvni strany se zavazuji umoznit pfistup k
Davérnym informacim pouze osobam, jez se s Davérnymi
informacemi potiebuji seznamit pro Gcely poskytovani sluzeb na
zakladé této Smlouvy, a i to pouze tehdy, pokud tyto osoby byly
stranami prokazatelné zavazany k dodrzovani podminek
alesporn tak pfisnych, jako jsou podminky dle tohoto &lanku.

Pojem Duvérné informace, jak je pouzivan v této Smlouvé, se
nevztahuje na data a informace, u nichZz mohou Smluvni partnefi
prokézat, Ze (i) jimi Centrum nebo Hlavni zkou$ejici disponovali
bez povinnosti mienlivosti v dobé, kdy jim byly zpfistupnéné
Sponzorem nebo CRO, (ii) jsou nebo se stanou souéasti
vefejnych informaci jinak nez jednanim ¢&i opomenutim Centra
nebo Hlavniho zkouejiciho, (iii) je Centrum nebo Hlavni
zkouSejici pravem nabyli od tfeti strany, kterd neni vuci
Sponzorovi nebo CRO vazana vyslovnou nebo pfedpokladanou
povinnosti miéenlivosti, nebo (iv) byly vytvofeny nezavisle
Centrem nebo Hlavnim zkouSejicim bez odkazovani se na
Duavérné informace nebo jejich pouZiti.

Navic jsou Smluvni partnefi opravnéni zpfistupnit Divérné
informace Sponzora v takovém rozsahu, v jakém je takové
Zpfistupnéni vyzadovano pravnimi pfedpisy nebo vykonatelnym
soudnim rozhodnutim, avSak za podminky, Ze Smluvni partnefi
o takové skute€nosti v pfiméfeném Casovém predstihu informuji
Sponzora a na jeho zadost s nim budou spolupracovat ve snaze
dosdhnout opatfeni za UCelem ochrany nebo jiného
pfiméfeného pravniho prostiedku. Smluvni partnefi se zavazuji
vyvinout v8echno pfiméfené Usili, aby zabezpedili divérné
zachézeni s kteroukoli z Davérnych informaci Sponzora, jenz
bude zpfistupnéna.

Tyto povinnosti k zachovavani mi¢enlivosti a zakazu pouzivani
Davérnych informaci dle této Smlouvy zlstanou v platnosti i po
skonCeni této Smlouvy.

Smluvni partnefi se zavazuji na zadost Sponzora zlikvidovat
Davérné informace Sponzora, jimiz disponuji anebo je vréatit
Sponzorovi nebo CRO. Centrum si ponecha 1 paré Divérnych
informaci Sponzora nebo CRO pro potfeby archivace.

Veskeré dohody existujici pfed uzavienim této Smlouvy a
tykajici se zachovavani mi€enlivosti ve vztahu ke Studii, se
nahrazuji touto Smlouvou.

Sponzor se zavazuje zachovavat mienlivost o skuteCnostech,
které Centrum oznaCi jako skutecnosti divérné a/nebo které
jsou povazovany za divérné obecné zavaznymi pravnimi
pfedpisy.

Centrum se zavazuje zachovavat nejpfisnéjSi micenlivost
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on all the documents and information that will be submitted to it
for carrying out the Research as well as on all documents,
results and data, personal data; which will be produced /
processed during the course of the Research. This obligation
of confidentiality shall remain in force five years after the expiry
of the present Agreement, or its early termination, or during the
period provided by the applicable legislation if greater than five
(5) years.

AP-HP is the owner of the raw data and results as part of the
research and the exclusive exploitation reserve as Sponsor.
The Center agrees not to use or prohibit the use or access of
raw data or research results to a third party.

ARTICLE 9 - AUDIT

Subject to fifteen (15) working days notice prior to the on-site
intervention of the auditor's identity, the dates of its conduct and
its content, the Center undertakes to assist the Sponsor, or
agent of the Sponsor for the conduct of any audit on the conduct
of the Research, including, with regard to the processing of
personal data by the Principal Investigator.

Sponsor undertakes to not disrupt the proper functioning of the
hospital service by conducting the audit.

The Center may request to the Sponsor to postpone the audit
for a legitimate reason related to the continuity of the public
service, with the simultaneous suggestion of a new date.

The Center also undertakes to inform the Sponsor in case of
request for an on-site inspection by the competent authority
regarding the Research which is the subject of this Agreement

ARTICLE 10 - LIABILITY AND INDEMNITY

The sponsor must indemnify the Contracting Partners
(hereinafter the Center and the Principal Investigator
collectively referred to as the “Indemnified Party”) for damage
(including non-pecuniary damage) to the extent to which a trial
subject or any other under law entitled person successfully
claims namely damage to health (including death) as a result of
using the Investigational Medicinal Product or any clinical
intervention or procedure required by the protocol in a
competent court of justice, provided that such damage
provably:

- did not arise from the failure of the Indemnified
Party to comply with (a) the terms of this
Agreement; and/or (b) the protocol, and/or (c) all
applicable laws and regulations governing the
performance of the study, and/or (d) safety
measures and written instructions of the sponsor
or the CRO; and/or

ohledné vSech dokumentt a informaci, které budou Centru
pfedlozeny pro Ucely provedeni Studie, a také ohledné vSech
dokument, vysledkl, Udajl a osobnich Gdajl, které budou
vyhotoveny / zpracovany béhem Studie. Tato povinnost
mienlivosti bude platna po dobu péti let od ukonéeni této
Smlouvy nebo od jejiho pfed€asného ukonceni nebo po dobu
stanovenou v pfislusné legislativé, pokud je delSi nez pét (5) let.

AP-HP je vlastnikem zdrojovych dat a vysledkd v ramci
klinického hodnoceni a jako sponzor si vyhrazuije jejich vyhradni
pouzivani. Centrum souhlasi, Ze nebude pouzivat ani nezakaze
pouzivani & pfistup tfetich stran ke zdrojovym datim ¢i
vysledkam klinického hodnoceni.

CLANEK 9 - AUDIT

Za podminky pfedchoziho oznameni zaslaného patnact (15)
pracovnich dni pfed zasahem auditora na misté a obsahuijiciho
datum auditu a jeho obsah se Centrum zavazuje byt napomocno
Sponzorovi nebo zastupci sponzora pfi provedeni auditu
tykajiciho se realizace Studie, a to véetné zpracovani osobnich
Udajd Hlavnim zkousejicim.

Sponzor se zavazuje nenaruSovat provadénim auditu fadné
poskytovani zdravotnich sluzeb Centrem.

Centrum mlZe pozadat Sponzora o odloZeni auditu, a to z
opravnéného dlvodu souvisejiciho s poskytovanim zdravotnich
sluzeb Centrem, pfi¢emz sou€asné navrhne nové datum.

Centrum se také zavazuje informovat Sponzora v pfipadé
Zadosti pfisluSného organu o mistni kontrolu tykajici se Studie,
ktera je pfedmétem této Smlouvy.

CLANEK 10 - ODPOVEDNOST A ODSKODNENI

Sponzor je Smluvnim partnerdm (Centrum, Hlavni zkouSejici
dale oznadovani jen jako ,OdSkodfiovana strana“) povinen
nahradit Ujmu (v€etné Ujmy nemajetkové) v rozsahu, v jakém je
vUuci nim u pfisluSného soudu subjektem hodnoceni nebo jinymi
k tomu podle platnych pravnich pfedpist opravnénymi osobami
Uspésné uplatnén zejména nérok na nahradu Ujmy na zdravi
(vEetné smrti) vzniklé z divodu uZivéani hodnoceného léCivého
pfipravku nebo jakéhokoli vykonu nebo postupu vykonaného na
subjektu hodnoceni dle pozadavku Protokolu, a to za podminky,
ze tato ujma prokazatelné:
- nevznikla z divodu, ze OdSkodrovana strana
nejednala v souladu (a) s podminkami této
Smlouvy; a/nebo (b) Protokolem; a/nebo (c) viemi
pfislusnymi  pravnimi  pfedpisy a pravidly
upravujicimi  provadéni  Studie; a/nebo (d)
bezpecnostnimi opatfenimi a pisemnymi pokyny
Sponzora nebo CRO; a/nebo
- nevznikla z divodu nedbalého nebo Umysiného
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- does not arise from a negligent or willful illegal act
or omission of the Indemnified Party; and/or

- is not fully covered from insurance Research
taken out Sponsor in compliance with applicable
laws for the benefit of the indemnified party.

In the case that such damage incurs only in part due to reasons
on the part of the Indemnified Party as previously, the
Indemnified Party shall be entitled to indemnification from the
Sponsor to the extent to which the reasons indicated in the
Article above did not contribute to the damage.

ARTICLE 11- INSURANCE

The sponsor shall be responsible for taking out insurance for
the purposes of the study in compliance with applicable legal
regulations. For these purposes, the sponsor represents and
warrants that it took out insurance of liability of the Sponsor and
the Principal Investigator for damage (including the non-
pecuniary damage, with the exception of non-pecuniary
damage caused by violation of personality or name protection
rights, by defamation, slander, bullying, harassment, unequal
treatment or by any other way of discrimination), including
indemnification in case of death of a trial subject or damage to
health to a trial subject due to the study performance pursuant
to section 52 (3, f) of pharmaceuticals act 378/2007. In order
to eliminate any doubts, the sponsor and the Contracting
Partners represent and warrant that this insurance does not
replace insurance covering activities which are not related to
the study, e.g. a regular provision of medical services.

ARTICLE 12 - PERSONAL DATA PROTECTION AND
DISCLOSURE

The Contracting Partners and the Sponsor agree to adhere to
applicable personal data protection laws, especially regulation
(eu) 2016/679 of the European parliament and of the council of
27 April 2016 on the protection of natural persons with regard
to the processing of personal data and on the free movement
of such data, and repealing directive 95/46/EC (general data
protection regulation), the law regulating personal data
processing and relevant guidelines of the SUKL, in particular
guideline klh-22, if applicable, and according to Annex 2
entitled "SUBCONTRACTING CLAUSES - PROTECTION OF
PERSONAL DATA".

The Contracting Partners understand that the Sponsor or a
third party authorized by the Sponsor shall enter results of the
study, all reports related to the study, site-training records and
outcomes of all audits performed by, or on behalf of, the
Sponsor into internal electronic databases of the Sponsor
and/or third parties authorized by the Sponsor in compliance
with good clinical practice rules or inspections. As part of such

protipravniho jednani ¢i opomenuti OdSkodriované
strany; a/nebo

- neni pIné nahrazena z pojisténi Klinického
hodnoceni sjednaného Sponzorem v souladu s
pravnimi pfedpisy ve prospéch OdSkodriované
strany.

Dale plati, ze pokud vznikne takova Ujma pouze z€asti z divod(
na strané OdSkodiované strany uvedenych vySe vtomto
¢lanku, OdSkodfované strané vznika narok na nahradu djmy
vuci Sponzorovi v rozsahu, v jakém se na vzniku Skody
nepodilely duvody uvedené vySe v tomto ¢lanku.

CLANEK 11 - POJISTENI

Sponzor odpovida za zajisténi pojisténi pro Ucely Studie v
souladu s pfislusnymi pravnimi pfedpisy. Za timto Ucelem
Sponzor prohlasuije, ze zajistil pojiSténi odpovédnosti Sponzora
a Hlavniho zkou3ejiciho za Skodu (véetné nemajetkové ujmy,
vyjma nemajetkové Ujmy zplsobené poruSenim prav na
ochranu osobnosti ¢i jména, urazkou na cti, pomluvou, Sikanou,
obtéZzovanim, nerovnym zachazenim ¢&i jinymi zpUsoby
diskriminace), jehoz prostfednictvim je zajisténo i odSkodnéni v
pfipadé smrti subjektu hodnoceni nebo v pfipadé Ujmy vzniklé
na zdravi subjektu hodnoceni v dlsledku provadéni Studie v
souladu s § 52 odst. 3 pism. f) zakona 378/2007 o éCivech. Pro
vylou€eni pochybnosti Sponzor a Smluvni partnefi prohlasuji, ze
pojisténi podle tohoto odstavce nenahrazuje pojisténi vztahujici
se k aktivitim, které nesouvisi se Studii, napf. b&Zné
poskytovani zdravotnich sluzeb.

CLANEK 12 - OCHRANA ZPRiSTUPNENi OSOBNICH
UDAJU

Smluvni partnefi a Sponzor se zavazuji jednat v souladu s
pfisluSnymi pravnimi pfedpisy v oblasti ochrany osobnich udaj(,
zejména nafizenim Evropského parlamentu a Rady (EU)
2016/679 ze dne 27. dubna 2016 o ochrané fyzickych osob v
souvislosti se zpracovanim osobnich udaji a o volném pohybu
téchto Udaju a o zruSeni smérnice 95/46/ES (obecné nafizeni o
ochrané osobnich Udajl), zdkonem upravujicim zpracovani
osobnich Gdajti a pislusnymi pokyny SUKL, zejména pokynem
KLH-22, pokud se uplatni a v souladu s pfilohou €. 2 s nazvem
,DOLOZKY O ZPRACOVANi V RAMCI SUBDODAVKY -
OCHRANA OSOBNICH UDAJU.

Smluvni partnefi jsou si védomi, ze Sponzor nebo tfeti osoba
Sponzorem povéfena budou vkladat Vysledky Studie a veskeré
zpravy souvisejici se Studii, zd&znamy o Skolenich v misté
provadéni Studie a vystupy z veSkerych auditl provadénych
Sponzorem nebo jeho jménem podle pravidel spravné klinické
praxe Ci inspekci do internich elektronickych databazi Sponzora
a/nebo tetich osob povéfenych Sponzorem. V ramci této spravy
dat mohou byt v souladu s pozadavky pravidel spravné klinické
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data management, the personal data of the principal
investigator, such as first and last name, address and financial
interests according to the financial interests declaration, as well
as the personal data of other employees of the center, study
team members and their involvement in the study and
outcomes of audits performed by the sponsor in compliance
with good clinical practice rules or inspections (hereinafter
referred to as “Data”) and personal data protection laws may be
stored, processed and used by the sponsor and authorized
third parties in compliance with good clinical practice rules and
applicable personal data protection laws. The Sponsor shall
provide Data to external public databases, such as
clinicaltrials.gov, as well as, to the extent necessary under
applicable law, to government authorities. Data shall be
processed for the purposes of compliance with the sponsor’s
legal obligations. Data shall be processed for an indefinite
period of time, however, no longer than until the purpose, for
which they are processed, is fulfilled.

The Principal Investigator agree not to enroll any natural
persons in the study until such persons grant their non-
opposition to the processing of their personal data

ARTICLE 13 - DURATION, EXECUTION AND
TERMINATION OF THE CONTRACT

This Agreement become applicable on the date of signature of
the last signatory party. It binds the Parties until completion of
the Research.

The rights and obligations of the Sponsor and the Contracting
Partners that are set forth in this Agreement and by nature are
to survive this Agreement (including, without limitation, rights
with respect to ownership, Inventions, confidentiality,
publication, anti-bribery, liability and indemnification) shall
remain in effect even after this Agreement is terminated or
completely performed.

It may be terminated by either Party before its expiry date by
giving written notice to the other party in the case that the Study
at the Center needs to be terminated due to medical or ethical
reasons. The Principal Investigator must consult termination of
this Agreement by the Contracting Partners under the previous
sentence with the Sponsor beforehand. Without prejudice to the
foregoing, in the event of critical or important findings from an
audit or inspection related to good clinical practice,
pharmacovigilance or regulatory matters, practice or procedure
that have a negative impact on the rights, safety or well-being
of trial subjects or that may pose a potential risk to public health
or that may render Study data inadmissible or that seriously
violate applicable legal regulation and rules, the Sponsor
reserves the right (at its own discretion) to temporarily stop the
recruitment of trial subjects with immediate effect until the

praxe a pfisluSnych pravnich pfedpisi na Useku ochrany
osobnich Udaju uchovavany, zpracovavany a pouzivany
Sponzorem a povéfenymi tretimi stranami osobni Udaje
Hlavniho zkou$ejiciho, jako jsou jméno, pfijmeni a adresa,
finanéni zajmy podle potvrzeni o finan¢nich zajmech, a dale také
osobni Udaje Clend studijniho tymu a jejich zaangazovani ve
Studii a vystupy auditt provedenych Sponzorem podle pravidel
spravné klinické praxe Ci inspekci (dale jen ,Data®) a pravnich
pfedpist vztahujicich se k ochrané osobnich udaju. Sponzor
bude poskytovat tato Data externim vefejnym databazim jako je
napf. clinicaltrials.gov a v nezbytném rozsahu na zakladé
pfislusnych pravnich predpist také organim vefejné moci. Data
budou zpracovavana pro plnéni pravnich povinnosti Sponzora.
Data budou zpracovavana po dobu neurgitou, nejdéle vSak do
naplnéni Ucelu, pro ktery jsou zpracovavana.

Hlavni zkouSejici se zavazuje zajistit, ze do provadéni Studie
nebudou zaangazovany zadné fyzické osoby, které neudélily
souhlas se zpracovanim svych osobnich Udajd.

CLANEK 13 - TRVANi SMLOUVY, PLNENi SMLOUVY A
UKONCENi JEJi PLATNOSTI

Tato smlouva nabyva platnosti dnem jejiho podpisu posledni
smluvni stranou. Smlouva je pro strany zavazna do ukonceni
Studie.

Prava a povinnosti Sponzora a Smluvnich partner( stanovené v
této Smlouvé, které s ohledem na svou povahu maji pretrvat i po
skonéeni této Smlouvy (véetné prav s ohledem na vlastnictvi,
Vynalezy, zachovavani miéenlivosti, publikace, nekorupéni
jednani, odpovédnosti a odSkodnéni), zustavaji v platnosti i po
skonceni nebo spinéni této Smlouvy.

Smlouva mize byt ukoncena kteroukoli stranou pfed datem
jejiho vyprseni, a to formou vypovédi dorucené druhé strané v
pfipadé, ze provadéni Studie v Centru musi byt ukonéeno z
lékar'skych anebo etickych divodd. Ukonéeni Smlouvy Centrem
dle pfedchozi véty je Hlavni zkouSejici povinen pfedem
prokonzultovat se Sponzorem. Aniz je tim doteno pfedchozi
ustanoveni, v pfipadé kritickych nebo dilezitych zjisténi v ramci
auditu nebo inspekce tykajicich se spravné klinické praxe,
farmakovigilance nebo regulatornich zaleZitosti, praxe nebo
postupu, které maji nepfiznivy vliv na prava, bezpecnost, nebo
blaho subjektl hodnoceni anebo které mohou pfedstavovat
potencialni riziko pro vefejné zdravi anebo které mohou mit za
nasledek nepfijatelnost dat ze Studie anebo které predstavuji
vazné poruseni pfislusnych pravnich predpist a pravidel, ma
Sponzor pravo (podle své volby) s okamzitym uéinkem dogasné
zastavit nabor subjektd hodnoceni, dokud nebudou pfedmétna
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relevant findings are fully assessed or to terminate this
Agreement with immediate effect.

Notwithstanding any other termination right set forth in this
Agreement or in the applicable generally binding legal
regulations, the Sponsor reserves the right to terminate this
Agreement at any time without cause based on thirty-day (30)
notice. Immediately upon receipt of the notice based on any
provision of this Agreement, the Center and the Principal
Investigator agree to (i) cease recruiting and enrolling trial
subjects in the Study, (ii) cease all procedures to the extent
medically permissible on trial subjects already enrolled in the
Study and (iii) refrain as much as possible from incurring
additional costs and expenses. In the case that r the Sponsor
announces that the thirty-day (30) notice does not provide
enough time to evaluate risks for enrolled trial subjects who
receive the Study Drug, the Contracting Parties shall cooperate
so that the treatment of the trial subjects with the Study Drug
would be safely terminated during a mutually agreed period of
time; however, the Sponsor shall not be required to provide the
Study Drug based on this Agreement for an unreasonable
period of time.

It terminates automatically in the event that the competent
authority prohibits the conduct of the Research. The fees owed
the Center will then be paid by the CRO in proportion to the
work done by the day of the termination of the Agreement.

In the case that the Sponsor reasonably believes that the
Contracting Partners shall be unable to start recruitment or to
fulfil their recruitment obligations by the agreed deadline, the
Sponsor shall have the right, by sending written notice to the
Contracting Partners, to (a) decrease with immediate effect the
number of trial subjects to be recruited; or (b) extend the
recruitment deadline; or (c) the Sponsor may terminate this
Agreement with immediate effect, provided that the Sponsor
informed the Contracting Partners about their delay with
recruiting trial subjects in writing beforehand and asked them to
remedy this delay within an additional reasonable time-limit and
the Contracting Partners failed to remedy this delay within such
additional reasonable time-limit.

In the case that the Sponsor does not approve a new Principal
Investigator or a new Principal Investigator does not accept in
writing the obligations under this Agreement, the Sponsor may
terminate this Agreement as of the day of delivery of the
termination notice to the Center.

Upon termination of this Agreement, the Contracting Partners
shall return, at the CRO's call, to the Sponsor and CRO all
unused materials and items provided to the Contracting
Partners in relation to the Study within thirty (30) working days
from receiving the call to return.

Any modification to this Agreement will be made by written
amendment signed by the Parties.

Zjisténi zcela posouzena nebo s okamzitym Gc€inkem ukondit tuto
Smlouvu.

Bez ohledu na jakékoli jiné pravo ukondit tuto Smlouvu, jeZ mize
byt stanoveno v této Smlouvé anebo vyplyva z obecné
zavaznych pravnich pfedpisti, Sponzor ma pravo ukonéit tuto
Smlouvu kdykoli i bez uvedeni divodu na zakladé vypovédi s
tficetidenni (30) vypovédni Ihitou. Ihned po doruceni vypovédi
této Smlouvy na zakladé kteréhokoli ustanoveni této Smiouvy,
se Centrum a Hlavni zkouSejici zavazuiji (i) zastavit nabor a
zafazovani subjektd hodnoceni do Studie, (ii) zastavit provadéni
veSkerych postupd, u jiz zafazenych subjektd hodnoceni, a to v
mife, v jaké to dovoluje lékaiské hledisko, a (iii) zdrzet se v
maximalni mozné mife vytvafeni dalSich nakladd a vydajd. V
pfipadé, ze Sponzor sdéli, Ze vypovédni Ihita v délce tficeti (30)
dnl je nedostate¢né dlouhd doba na vyhodnoceni rizik pro
zafazené Subjekty hodnoceni, kterym je podavan hodnoceny
léCivy pfipravek, budou strany spolupracovat na tom, aby byla
bezpe€né ukondena Ié¢ba téchto subjektl timto lécivem v
pribéhu vzajemné dohodnuté doby, ale v zadném pfipadé
nebude zavazek Sponzora dodavat hodnoceny IéCivy pfipravek
podle této Smlouvy trvat déle nez pfiméfenou dobu.

Smlouva bude automaticky ukoncena, pokud pfislusny organ
zakaze provadéni klinického hodnoceni. Finanéni prostfedky
dluzné Centru budou uhrazeny ze strany CRO podle prace
provedené do dne ukon&eni Smlouvy.

Pokud se Sponzor odivodnéné domniva, Ze Smiuvni partnefi
nebudou schopni zacit nabor anebo spinit svoje povinnosti
tykajici se naboru v ramci sjednané Ihlty, ma Sponzor prévo na
zakladé oznameni doruéeného Smluvnim partnerim (a) s
okamzitym Ucinkem sniZit poCet subjektl hodnoceni, jez maji
byt zafazeni do Studie; anebo (b) prodlouZit dobu naboru; anebo
(c) ukondit tuto Smlouvu s okamzitym ucinkem, avSak pouze
pokud pfedem pisemné upozornil Smiuvni partnery na jejich
prodleni s naborem subjektd hodnoceni a pozadal je o napravu
v dodate¢né pfiméfené Ih(té, kterou jim za timto ucelem stanovi,
a Smluvni partnefi ani v takové dodate¢né |huté napravu
neucini.

V pfipadé Ze Sponzor neschvali nového Hlavniho zkousejiciho
anebo tento novy Hlavni zkouSejici se pisemné nezavaze k
povinnostem dle této Smlouvy, Sponzor je opravnén tuto
Smlouvu ukon€it vypovédi ke dni doruceni vypovédi Centru.

Pfi skonCeni Smlouvy se Smluvni partnefi zavazuji vratit, na
vyzvu CRO, Sponzorovi a CRO veSkery nespotfebovany
material a pfedméty, jez jim byly poskytnuty v souvislosti se
Studii, a to nejpozdéji do tficeti (30) pracovnich dni od obdrZeni
vyzvy k vraceni.

Jakakoli zména této Smlouvy musi byt u€inéna pisemnym
dodatkem podepsanym stranami.
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ARTICLE 14 -APPLICABLE LAW, JURISDICTION,
DISPUTES, LANGUAGE

This Agreement is governed by Czech Law.

The Contracting Parties have agreed that this Agreement may
be changed, excluding the exception mentioned below, only
through written consecutively numbered amendments signed
by all Contracting Parties.

In the event of difficulties in the interpretation or execution of
this Agreement, the Parties shall endeavor to resolve their
dispute amicably.

This Agreement has been drawn up in the Czech and English
language, and the contracting parties consider both language
versions to be equal; however, in case of any interpretation
discrepancy between the individual versions, the Czech version
shall prevail as agreed by the contracting parties. This
Agreement and all of its Appendices represent an entire
agreement of the contracting parties with respect to the subject-
matter of this Agreement.

If there is any conflict or disagreement between the terms of the
Protocol and this Agreement, then it applies to clinical matters
and is governed by the Protocol, while all other matters are
governed by this Agreement.

The Contract shall be executed in three (3) counterparts with
the validity of the original.

CLANEK 14 - ROZHODNE PRAVO, SOUDNi
PRISLUSNOST, SPORY, JAZYK

Tato Smlouva se fidi Ceskym pravem.

Smluvni strany se dohodly, Ze tato Smlouva mize byt s dale
uvedenou vyjimkou ménéna pouze pisemné prostfednictvim
vzestupné Cislovanych dodatkt podepsanych vSemi Smiuvnimi
stranami.

V pfipadé rozpor( ve vykladu Ci plnéni této Smlouvy se strany
pokusi vyresit spor smirmné.

Tato Smlouva je sepsana v Ceském a anglickém jazyce a
smluvni strany povaZzuji obé jazykové verze za rovnocenné,
avsak pro pfipad vykladovych nesrovnalosti mezi jednotlivymi
verzemi se smluvni strany dohodly, Ze pfednost méa Eeské verze
Smlouvy. Tato Smlouva a vSechny jeji pfilohy predstavuji Gplnou
dohodu stran o pfedmétu této Smlouvy.

Pokud se vyskytne jakykoliv rozpor nebo neshoda mezi
podminkami uvedenymi v Protokolu a v této Smlouvé, potom pro
klinické zalezitosti plati a tyto se fidi Protokolem, zatimco
vSechny ostatni zalezitosti se fidi touto Smlouvou.

Smlouva bude vyhotovena ve tfech (3) stejnopisech s platnosti
originalu.
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FOR ASSISTANCE PUBLIQUE - HOPITAUX DE PARIS FOR STUDY CENTER / ZA CENTRUM

By delegation/ Na zakladé povéreni: The CRO, VALUE

OUTCOMES

Name/Jméno:  Ing. Helena Dolezalova Name/Jméno: Prof. MUDr. Petr Arenberger, DrSc., MBA, FCMA
Title/Pozice: Managing director Title/Pozice: Director/feditel

Date/Datum: Date/Datum:

Signature/Podpis .........cceeeeriiiiiiiiiiiiiiieee e Signature/Podpis .........cceeeiviiiiiiiiiiiiiie e

HLAVNI ZKOUSEJICi / PRINCIPAL INVESTIGATOR
Name/Jméno: Prof. MUDr. Zuzana Motovska, Ph.D., FCMA
Title/Pozice: Principal investigator/Hlavni zkouSejici
Date/Datum:

Signature/Podpis. ........cvvveeeeiiiiiiiiee
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Appendix 1: FINANCIAL TERMS

Per patient:
Activity Activity’s content Gross payment
1 Inclusion of patient in the study according to protocol XXX
2 Filling out form Visit 1 XXX
3 Filling out form Visit 2 XXX
4 Filling out form Visit 3 XXX
Total XXX
Pfiloha ¢. 1: FINANCNi PODMINKY
Za jednoho pacienta:
Cinnost Obsah €innosti Platba brutto
1 Zafazeni pacienta do Studie dle protokolu XXX
2 VypInéni formulare Navstéva 1 XXX
3 Vyplnéni formulafe Navstéva 2 XXX
4 Vyplnéni formulafe Navstéva 3 XXX
Celkem XXX
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ANNEX 2: SUBCONTRACTING CLAUSES -
PROTECTION OF PERSONAL DATA

The purpose of this appendix is to define the conditions under
which the Principal Investigator, processor in the sense of
Article 4 (8) of the General Data Protection Regulation
(Regulation (EU) 2016/679), hereinafter referred to as the
"Processor”, undertakes to perform the personal data
processing operations defined below in account of the
Research Sponsor, responsible for treatment, hereinafter
referred to as the "Controller".

The Processor is authorized to process the personal data
necessary for carrying out the Research on behalf of the
Sponsor.

The nature of the operations performed on the data, the
purpose (s) of the processing, the personal data processed and
the persons concerned by them are specified in the Protocol
and, where appropriate, its annexes.

I.  Obligations of the Processor towards the
Controller
The Processor undertakes to:

1. Treat the data only for the sole purpose (s) that is / are
subject of the subcontracting

2. Process the data according to the documented
instructions of the Controller. If the Processor considers
an instruction to constitute a violation of the European
Data Protection Regulation or any other provision of EU
law or data protection law of the Member States, he shall
inform the Controller as soon as possible.

3. Guarantee the confidentiality of personal data processed
within the framework of this Agreement.

IIl.  Security
The Processor undertakes to respect the security and
confidentiality of the data and the access to into electronic
systems of the Controller in accordance with the applicable
laws and regulations, and in particular in accordance with the
Regulation (EU) 2016/679.

lll.  Subcontracting

The Processor may use a subcontractor (hereinafter referred to
as the "Subcontractor") to carry out specific treatment activities.
In this case, the Processor informs the Controller in advance of
any proposed changes concerning the addition or replacement
of other subcontractors. This information must clearly indicate
the outsourced processing activities, the Subcontractor's
identity and contact information, and the dates of the
subcontract. The Controller has a maximal period of 15 days
from the date of receipt of this information to present his
objections. The subcontracting can only be carried out if the
Controller has not raised any objection or requests for
information during the agreed period.

PRILOHA €. 2: DOLOZKY O ZPRACOVANI V RANCI
SUBDODAVKY - OCHRANA OSOBNICH UDAJU

Ugelem této pfilohy je definovat podminky, za kterych se Hlavni
zkousSejici jako zpracovatel ve smyslu €l. 4 odst. 8 obecného
nafizeni o ochrané osobnich udaji (nafizeni (EU) 2016/679)
(dale jako ,zpracovatel), zavazuje provadét zpracovani
osobnich Udaju definované nize jménem Sponzora Studie
odpovédného za nakladani s udaiji (dale jako ,spravce”).

Zpracovatel je opravnén zpracovavat osobni idaje nezbytné pro
provadéni Studie jménem Sponzora.

Povaha zpracovatelskych Cinnosti u osobnich Udajd, ucel
zpracovani, zpracovavané osobni udaje a dotéené osoby jsou
specifikované v protokolu, pfipadné v jeho dodatcich.

. Povinnosti zpracovatele vi¢i spravci

Zpracovatel se zavazuje:

1. zpracovavat Udaje vyhradné pro Ucel(-y), které jsou
prfedmétem delegovani

2. zpracovavat Udaje v souladu s doloZenymi pokyny
spravce. Pokud se zpracovatel domniva, Ze dany pokyn
pfedstavuje poruseni obecného nafizeni o ochrané
osobnich udajl nebo jiného ustanoveni pravnich predpist
Evropské unie nebo ¢lenskych statl tykajicich se ochrany
osobnich udajd, neprodlené o tom informuije spravce.

3. zarudit divérnost osobnich Udaju zpracovavanych v ramci
této Smlouvy.

Il. Bezpecnost
Zpracovatel se zavazuje respektovat bezpe¢nost a divérnost
Udajl a pfistupu do elektronickych systém( spravce v souladu s
pfislusnymi zakony a nafizenimi, pfedev§im v souladu s
nafizenim (EU) 2016/679.

lll.  Zpracovani v ramci subdodavky

Zpracovatel mlzZe vyuzit subdodavatele (dale jako
,Subdodavatel) pro provedeni specifickych zpracovatelskych
¢innosti. V takovém pfipadé pfedem pisemné informuje spravce
o v8ech navrhovanych zménach tykajicich se pfidani novych
nebo nahrazeni stavajicich dalSich subdodavatell. Tyto
informace musi jasné uvadét vy€lenéné Cinnosti zpracovani,
totoznost a kontaktni udaje subdodavatele a data uzavfeni
smlouvy se subdodavatelem. Spravce ma na vzneseni svych
namitek maximalni lhutu 15 dni od data doruceni této informace.
Zpracovani v ramci subdodavky mlze byt provedeno, pouze
pokud spravce béhem sjednané Ihity nevznese namitku nebo
nepozada o informace.
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The Subcontractor is required to comply with the same
obligations as the Processor set out in this Agreement. It is the
responsibility of the Processor to ensure that the Subcontractor
provides the same adequate guarantees for the implementation
of appropriate technical and organizational measures to ensure
that the processing meets the requirements of the EU
Regulation on Data Protection. The Processor remains fully
responsible towards the Controller for his obligations executed
by the Subcontractor.

IV.  Duty to inform the people concerned

At the time of the data collection from research subjects within
the framework of this Research, the Processor has the
responsibility to provide those involved in the data processing
operations with the necessary information, which is made
available through the documents provided by the Controller.

V.  Exercise of rights by trial subjects

Whenever possible, the Processor should assist the Controller
in fulfilling his obligation to respond to requests for the exercise
of the rights by trial subjects and provide all necessary means
for the management of these requests.

The requests for the exercise of the rights of the subject will be
made in accordance with the instruction prepared by the
Controller.

VI.  Reporting of security incidents and breaches in
personal data protection

The Processor assumes responsibility for the notification in
writing of the Controller within 72 hours after becoming aware
of any disappearances, as well as any security breaches or
violations of personal data protection. This notification shall be
accompanied by all relevant documentation to enable the
Controller, if necessary, to notify the incident to the competent
authorities.

VIl.  Processor’s assistance in the compliance to the
Controller's obligations

The Processor shall, as necessary, assist the Controller in
carrying out impact assessments of data protection by
providing all elements relating to the security and the conditions
of use of the personal data processed, on behalf of the
Controller.

The Processor assists the Controller in carrying out the prior
consultation of the supervisory authority by providing the
Controller with all elements relating to the security and the
conditions of use of the personal data processed on behalf of
the Controller.

Subdodavatel musi plnit stejné povinnosti, jako jsou ulozeny
zpracovateli v této Smiouvé. Je odpovédnosti zpracovatele
zajistit, aby subdodavatel poskytoval stejné dostate¢né zaruky
pro provedeni vhodnych technickych a organizacnich opatfeni,
které zajisti, ze zpracovani bude odpovidat pozadavkim
obecného nafizeni 0 ochrané osobnich Udaji. Zpracovatel je
nadale zcela odpovédny vici spravci za své povinnosti pinéné
subdodavatelem.

IV.  Povinnost informovat dotéené osoby

V okamziku shromazdéni Udaji od subjektd hodnoceni v ramci
této Studie ma zpracovatel odpovédnost poskytnout osobam
dotenym zpracovanim osobnich Udaju nezbytné informace,
které budou zpfistupnény v dokumentech poskytnutych
spravcem.

V.  Uplatnéni prav ze strany subjektt hodnoceni

Pokud je to mozné, zpracovatel pomUze spravci s pinénim jeho
povinnosti v rdmci odpovidani na Zadosti o uplatnéni prav ze
strany subjektd hodnoceni a poskytne vSechny nezbytné
prostiedky pro fizeni takovych Zadosti.

Zédosti o uplatnéni prav subjektu budou vyhotoveny v souladu
s pokyny spravce.

VI.  Ohlasovani bezpeénostnich incidenti a poruseni
ochrany osobnich tdaju

Zpracovatel toto pisemné oznami spravci, a to do 72 hodin od
okamziku, kdy zjisti ztratu Gdajd, poruSeni bezpeénosti Ci
ochrany osobnich udajd. K tomuto oznameni musi byt pfilozena
veskera pfislusna dokumentace, aby sprévce v pfipadé potfeby
mohl oznamit tento incident pfisluSnym organdim.

VIl.  Pomoc zpracovatele s pInénim povinnosti spravce

Zpracovatel v pfipadé potfeby pomize spravci s posouzenim
dopadu ochrany osobnich Udajd tim, Ze poskytne vSechny prvky
tykajici se bezpe€nosti a podminek pouzivani osobnich udaju
zpracovavanych jménem spravce.

Zpracovatel pomuze spravci v ramci pfedbézné konzultace s
dozoréim organem tim, Zze poskytne spravci vSechny prvky
tykajici se bezpe€nosti a podminek pouzivani osobnich udaju
zpracovavanych jménem spravce.
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VIl

The Processor shall inform the Controller of the name and
contact details of his data protection officer, if he has
designated one in accordance with Article 37 of the European
Data Protection Regulation.

Data Protection Officer

IX.  Register of categories of treatment activities

The Processor declares to keep, in writing, a register of all
categories of processing activities carried out on behalf of a
Controller in accordance with the requirements of the European
Data Protection Regulation, and which he shall make available
to the Controller.

X.  Obligations of the controller in respect of the
Processor

The Controller is committed to:

1. Document, in writing, any instructions regarding the data
processing by the Processor

2. Ensure compliance with the obligations laid down in the
European General Data Protection Regulation by the
Processor, in advance and throughout the duration of the
processing

3. Supervise the processing, including carrying out audits
and inspections with the Processor when deemed
appropriate.

ViIL.

Zpracovatel je povinen sdélit sprévci jméno a kontaktni Udaje
svého povéfence pro ochranu osobnich Udajl, pokud takového
povéfence jmenoval v souladu s €l. 37 obecného nafizeni o
ochrané osobnich Udajl.

Povérenec pro ochranu osobnich udaji

IX.  Zaznamy kategorii €innosti zpracovani

Zpracovatel prohlaSuje, Ze povede pisemné zaznamy vsech
kategorii zpracovatelskych ¢innosti provadénych jménem
spravce v souladu s pozadavky obecného nafizeni o ochrané
osobnich udajd a zpfistupni jej spravci.

X.  Povinnosti spravce vici zpracovateli

Spravce se zavazuje:

1. pisemné dokumentovat pokyny tykajici se zpracovani
Udaju zpracovatelem

2. zajistit dodrZovani povinnosti stanovenych v obecném
nafizeni o ochrané osobnich Udajl ze strany zpracovatele,
a to pfed zpracovanim i béhem néj

3. dohlizet na zpracovani, véetné provadéni auditd a kontrol u
zpracovatele, pokud to bude povazovat za vhodné.
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