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English Czech

[Tripartite Institution — Investigator - CRO Template| |  [Sablona tfistranné smlouvy mezi zdravotnickym|
lzafizenim, zkou$ejicim a CRO|

NON-INTERVENTIONAL STUDY AGREEMENT SMLOUVA O NEINTERVENCNIM KLINICKEM
HODNOCENI

THIS AGREEMENT (hereinafter the “Agreement”) | Tato smlouva (dale jen ,smlouva‘“) nabyva platnosti
is valid on and effective date of publication in the | a u€innosti dnem zvefejnéni v registru smiuv (,datum
register of contracts (“Effective Date”). u€innosti”).

Between Mezi stranami

Mapi Life Sciences UK Limited, a company | MAPI Life Science UK Limited, spole¢nost
organized and existing under the laws of United | zfizena a plsobici podle zakonu Spojeného
Kingdom of Great Britain and Northern Ireland, | kralovstvi Velké Britanie a Severniho Irska, se
located at Concept House, 6 Stoneycroft Rise, | sidlem Concept House, 6 Stoneycroft Rise,
Chandlers Ford, Eastleigh, Hampshire, SO53 | Chandlers Ford, Eastleigh, Hampshire, SO53
3LD United Kingdom of Great Britain and | 3LD, Spojené kralovstvi Velké Britanie a Severniho
Northern Ireland, VAT number GB 193 9420 80, | Irska, DIC GB 193 9420 80, kterou zastupuje

represented b in his capacity as

, duly authorized for the ,
purpose of this Agreement, zplnomocnéna k jednani pro Ucely této smlouvy,
(hereinafter referred to as “CROQO”), (dale ,CRO"),

acting on behalf of IPSEN PHARMA S.A.S., | ktera jedna jménem spole¢nosti IPSEN PHARMA
based on the Power of Attorney dated 23 | S.A.S., na zakladé pIné mci zed ne 23. ledna 2018,
January 2018, constituting Appendix 4 to this | tvofici dodatek 4 této smlouvy (déle jen ,Ipsen®
Agreement (hereinafter referred to as “Ipsen” or | nebo ,zadavatel studie”)

“Sponsor”)

and a

Fakultni nemocnice Kralovské Vinohrady, | Fakultni nemocnici Kralovské Vinohrady se
located at Srobarova 1150/50, 100 34 Prague 10, | sidlem na adrese Srobarova 1150/50, 100 34 Praha
Czech Republic, VAT: CZ00064173 represented | 10, Ceska republika, DIC: CZ00064173, kterou
by Doc. MUDr. Robert Grill, Ph.D., MHA, | zastupuje Doc. MUDr. Robert Grill, Ph.D., MHA,
Director, reference number: KH 20/2018, cost | feditel, Cislo jednaci: KH 20/2018, né&kladové

center: 51040, stfedisko: 51040,

(hereinafter referred to as the “Institution” or | (dale ,zdravotnické zafizeni“ nebo ,pracovisté
“Study Site”) studie”)

and a

MUDr. Pharm.Dr. Jan Dvorak, date of birth: | MUDr. Pharm.Dr. Jan Dvorak, datum narozeni:

with residence at , S bydlistém na adrese
(hereinafter

referred to as the “Principal Investigator”). (dale ,hlavni zkousSejici”).
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Referred individually as a “Party” and collectively as
the “Parties”.

WHEREAS

IPSEN PHARMA S.A.S., a company organized and
existing under the laws of FRANCE, located at 65
quai Georges Gorse, 92100 Boulogne
Billancourt, France, VAT number FR
80308097185 (hereinafter referred to as the
“Sponsor”) is the sponsor of a non-interventional

ost authorization safety study referenced N°
_ as defined by the European

Parliament and in the Module VIII of the Guidelines
on good pharmacovigilance practices (GVP),
entitled

(hereinafter referred to as the “Study”), which shall
be conducted according to the following Protocol
and its amendments (hereinafter the “Protocol”,
which term shall include any amendments made to
the Protocol from time to time provided separately
to the Principal Investigator and Institution).

The

Institution and the Principal
expressly agree that the Sponsor is a third-party
beneficiary to this Agreement and that the Sponsor
may enforce its rights under this Agreement.

Investigator

The Study is a non-interventional study and does
not imply specific study testing for the participating
patients.

The Institution and the Principal Investigator have
each reviewed the Protocol as well as any other
related information to evaluate their interest in
participating in the Study in accordance with the
terms and conditions set forth herein.

Uvedené strany budou dale v této smlouvé
oznacovany jednotlivé jako ,(smluvni) strana“ a
spoleéné jako ,(smluvni) strany”.

PREAMBULE

IPSEN PHARMA S.A.S., spole€nost zfizena a
pusobici podle zakonu Francie, se sidlem 65 quai
Georges Gorse, 92100 Boulogne Billancourt,
Francie DIC: FR 80308097185 (dale ,zadavatel
studie®) je zadavatelem neintervenéni poregistraéni
studie bezpecnosti s Cislem podle
definice Evropského parlamentu a modulu VI
Pokynu ke spravné farmakovigilanéni praxi (SVP), s
nazvem

(dale ,studie®), ktera bude realizovana podle dale
uvedeného protokolu a jeho dodatkd (dale
.protokol®, pfi¢emz tento termin zahrnuje i veskeré
dodatky  protokolu, které budou hlavnimu

zkousSejicimu a zdravotnickému zafizeni pfilezitostné
a samostatné poskytnuty).

Zdravotnické zafizeni a hlavni zkouSejici vyslovné
souhlasi s tim, Ze je tato smlouva uzavirana ve
prospéch zadavatele studie jako tfeti strany, a Ze
tento mlze uplathovat sva prava ze smlouvy

vyplyvajici.

Studie je neintervencniho typu a nevyzaduje
specifické testy zapojenych pacient(.

Zdravotnické  zafizeni a hlavni  zkousejici
pfezkoumali protokol a ostatni souvisejici informace
a nasledné zvazili svlj zajem o ucast ve studii v
souladu s podminkami zde uvedenymi.
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The Institution agrees that there is a separate
agreement between the CRO and the Principal
Investigator regarding the financial support due by
the Sponsor, through the CRO, to the Principal
Investigator and study site personnel (referred to as
the “Financial Agreement”). The purpose of this
Financial Agreement is only to set-up the payment
to the Principal Investigator, The Principal
Investigator's obligations regarding the Study
conduct remain in this Agreement.

1. Introduction

The Sponsor wishes the Institution and the
Principal Investigator to carry out a non-
interventional Study (as understood under
Article 2(c) of Directive 2001/20/EC) under
the control of the Principal Investigator.

2. Study Conduct

2.1.  The Sponsor with the Institution has
designated the Principal Investigator to
recruit patients into, and participate in the
Study as a Study site. The Institution
assures that the Principal Investigator has
sufficient authority, competence, and
experience in clinical trials, as well as
medical and scientific skills to participate in
this Study, according to any legal and health
applicable requirements.

The Institution and the Principal Investigator
will use their best efforts to recruit
approximately [ NG patents.
The parties agree that the increase of the
number of patients to be enrolled at the
Institution will require written approval from
the Sponsor, but not an amendment to this
Agreement. Patient enrolment will stop
when the total number of patients as
specified in the Protocol has been recruited
between participating sites.

2.2. The Institution and the Principal
Investigator will take part in the Study, collect
the necessary information and communicate
such information to the CRO, in compliance
with the terms of the Protocol, which is
attached in Appendix 1 of this Agreement and
all its amendments.

2.3.  The Institution undertakes to create
all necessary conditions allowing for the

Zdravotnické zafizeni bere na védomi a souhlasi,
Ze mezi CRO a hlavnim zkouS$ejicim bude uzaviena
separatni smlouva tykajici se finanéni odmény
hlavniho zkousejiciho a personalu zapojeného do
studie (dale jen ,Finan¢ni dohoda”). Povinnosti
hlavniho zkousejiciho tykajici se provadéni studie
budou uvedeny zejména v této smlouve.

1. Uvod

Zadavatel méa zajem, aby zdravotnické zafizeni
a hlavni  zkou3ejici  realizovali  tuto
neintervencni studii (tak jak je chapana podle
¢lanku 2c smérnice 2001/20/ES).

2. Realizace studie

2.1. Zadavatel a zdravotnické zafizeni
pové&fili  hlavniho zkouSejiciho naborem
pacientl do studie a jeji realizaci na pracovisti
studie. Zdravotnické zafizeni zaruluje, ze
hlavni zkouSejici ma dostate€nou pravomoc,
kvalifikaci a zkuSenosti s praci na klinickych
hodnocenich a také |ékafskou a vé&deckou
erudovanost k U¢asti na této studii, a to podle
jakychkoli  relevantnich  zadkonnych a
zdravotnickych pozadavkd.

Zdravotnické zafizeni a hlavni zkouSejici

vynalozi veskeré usili k naboru
h pacient(l. Strany se dohodly,
ze ke zvySeni poctu registrovanych pacientd
ve zdravotnickém =zafizeni bude nutny
pisemny souhlas zadavatele, nikoli vSak
dodatek k této smlouvé. Nabor pacientt bude
zastaven, jakmile je do studie na zapojenych
pracovistich zafazen celkovy pocet pacientd
uvedeny v protokolu.

2.2. Zdravotnické zafizeni a hlavni
zkouSejici se zapoji do studie a budou sbirat
potfebné informace a poskytovat je CRO v
souladu s protokolem, ktery je k této smlouvé
pfipojen jako pfiloha 1, a se vSemi jeho
dodatky.

2.3. Zdravotnické zafizeni se zavazuje
vytvofit nezbytné podminky, aby mohl hlavni
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Principal Investigator to make use of all
necessary equipment, medical apparatus
and premises, which he/she may need in the
course of carrying out the Study. The
Principal Investigator will inform the CRO
and the Sponsor about all changes of
personnel, facilities and clinical research
methods at the Institution that may affect the
Study.

24. The Institution agrees, that the

Principal Investigator will perform the Study

diligently and with care and in accordance

with:

e the provisions of this Agreement;

¢ the Protocol attached in Appendix 1,;

o all applicable laws, codes and guidance
notes including without limitation the
provisions of the 1996 World Medical
Association’s Declaration of Helsinki and
its subsequent revisions, the Rules
Governing Medicinal Products in the
European Union: Volume 9A -
Guidelines on Pharmacovigilance for
Medicinal Products for Human Use (Part
I.7), the Design & Conduct of
Observational Studies ICH EZ2E,
Directive 2001/83/EC (as amended), the

International Society for
Pharmacoepidemiology Guidelines for
Good Pharmacoepidemiology

Practices, regulation of the European
Parliament and Council (EU) 2016/679
from date 27" April 2016 on the
protection of individuals with regard to
the processing of personal data and on
the free movement of such data and
repealing Directive 95/46/EC and
(“DPD”),the EFPIA Code of Practice of
October 2007 (if applicable) as well as
all laws, regulations, or professional
codes or practices applicable in the
country in which the Study shall be

performed (together “Applicable
Rules”).
2.5. In accordance with national laws,

provisions of the European Federation of
Pharmaceutical Industries and Associations’
Disclosure Code (“EFPIA Disclosure Code”
as defined below) and any other non-
European transparency/industry  code,
IPSEN will record, process and publish the
amounts of Transfers of Values (“ToV” as

zkou8ejici  vyuzivat veSkeré potfebné
vybaveni, Iékafské pfistroje a prostory, které
bude potfebovat k realizaci studie. Hlavni
zkousejici bude CRO a zadavatele informovat
o vSech zménach svého personalu, pracovist
a metod klinického vyzkumu, které mohou mit
vliv na realizaci studie.

2.4.  Zdravotnické zafizeni souhlasi, ze
hlavni zkou$ejici bude studii realizovat pilné,
peclivé a v souladu s témito poZzadavky:

e ujednani této smlouvy;

e protokol pfipojeny v pfiloze 1;

o vesSkeré relevantni zakony, kodexy a
smérnice, zejména ustanoveni Helsinské
deklarace Svétové Iékafské asociace z
roku 1996 a jejich naslednych revizi, pravni
predpisy EU k léCivym pfipravkdm: Svazek
9A - pokyny k farmakovigilanci
humannich lécivych pfipravkl (€ast 1.7),
dokument ICH E2E o struktufe a realizaci
observacnich studii, Smérnice
2001/83/ES (v platném znéni), smérnice
pro spravnou farmakoepidemiologickou
praxi Mezinarodni spole¢nosti pro
farmakoepidemiologii, nafizeni
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 a (,DPD"), kodex EFPIA z fijna
2007 (je-li relevantni), jakoz i vSechny
zakony, predpisy, nebo profesni kodexy
nebo praxe v zemi, kde je studie
realizovdna (dale spole¢né ,platna
pravidla®).

25. V souladu s narodnimi zakony,
ustanovenimi kodexu zvefejfiovani informaci
Evropské federace farmaceutickych
spoleCnosti a asociaci (,kodex zvefejfiovani
informaci EFPIA® definovany nize) a
jakéhokoli jiného oborového kodexu nebo
kodexu pro transparentnost platného mimo
Evropu, spoleCnost IPSEN zaeviduje,
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defined below) made to the Investigator and
Institution directly or indirectly by Ipsen
during the calendar year, including within the
performance of this Agreement.

In order to comply with these requirements,
IPSEN will have to collect, process and/or
disclose (i) the existence, and if required the
content, of this Agreement, (ii) Study
Personnel involved in the trial and
Investigator’s details (i) the type of
interactions and its associated aggregated
ToV. Therefore the Investigator/Institution
shall promptly (and in all events, within thirty
(30) days of such request) provide the CRO
and/or IPSEN with all information requested
regarding the ToV.

By signing this Agreement, the Investigator
and Institution acknowledges and consents
to the processing and disclosure by IPSEN
of value transfer information, including
without limitation on IPSEN’s website.

For the purpose of this Article:

- ToV means direct and indirect
financial flow, benefiting to the Investigator
and Institution, as the case may be, whether
in cash, in kind or otherwise.

- EFPIA Disclosure Code designates
the "Code on Disclosure of Transfers of
Value from Pharmaceutical Companies to
Healthcare Professionals and Healthcare
Organisations" (EFPIA HCP/HCO
Disclosure Code) as adopted on June 6th,
2014 by the General Assembly of the
European Federation of Pharmaceutical
Industries and Associations (EFPIA). IPSEN
is an EFPIA Member Company.

2.6 The CRO shall file and obtain under its
sole responsibility all relevant
authorizations, approvals and review, as
applicable, from all applicable ethics
committee(s) and/or regulatory authority

zpracuje a zverejni Castky pfevodud hodnot
(,pfevod hodnoty“ definovany nize) ve
prospéch hlavniho zkous$ejiciho a
zdravotnického zafizeni provedenych pfimo
¢i nepfimo spole¢nosti IPSEN v pribéhu
kalendafniho roku, véetné pinéni této
smlouvy.

S ohledem na dodrzovani téchto pozadavki
bude spole¢nost IPSEN muset
shromazdovat, zpracovavat a/nebo
zvefejfiovat informace o (i) existenci a, v
pfipadé potfeby, obsahu této smlouvy, (ii)
Udajich personalu zapojeného do studie a
hlavniho zkouS$ejiciho a (iii) typu interakci a
souvisejicich pfijatych pfevodu hodnot. Z toho
dlvodu hlavni zkouSejici a zdravotnické
zafizeni bezodkladné (a za vSech okolnosti
do ftficeti (30) dni od takového pozadavku)
poskytnou klinické vyzkumné organizaci
a/nebo  spolecnosti IPSEN  veskeré
pozadované informace ohledné pievodu
hodnot.

Podpisem této smlouvy berou hlavni
zkousejici a zdravotnické zafizeni na védomi
a souhlasi s tim, Zze spole¢nost IPSEN bude
zpracovavat a zvefejfiovat informace o
pfevodu hodnot, mimo jiné v€etné zvefejnéni
na webovych strankach spole¢nosti IPSEN.

Pro ucely tohoto &lanku plati:

- Pfevod hodnoty znamena pfimy i
nepfimy financni tok, pfipadné zvyhodnéni
hlavniho zkouSejiciho a zdravotnického
zafizeni, at’ uz se jedna o hotovost, naturaini
¢i jiné plnéni.

- Kodex zvefejhovani informaci EFPIA
oznaluje ,Kodex pro zvefejiiovani informaci
o prevodech hodnot farmaceutickymi
spole¢nostmi ve prospéch zdravotnickych
pracovnikli a zdravotnickych organizaci®
(Kodex zvefejiiovani informaci EFPIA
HCP/HCO) ve znéni ze dne 6. ¢ervna 2014
pfijatém na valném shromazdéni Evropské
federace farmaceutickych spole¢nosti a
asociaci (EFPIA). IPSEN je ¢lenskou
spole¢nosti federace EFPIA.

2.6 CRO ma vyhradni povinnost zajistovat a
archivovat veskera relevantni povoleni,
schvaleni a revizni zpravy od vSech
relevantnich etickych komisi a kontrolnich
Ufadu pfed realizaci studie a o jejich ziskani
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prior to the performance of the Study and
shall inform the Institution and the Principal
Investigator of its obtaining of the same. The
Institution and the Principal Investigator
undertake not to start any Study procedure
or Study patient recruitment before all the
authorisations from agencies at local,
national, European and international levels
and any appropriate independent Ethics
Committees approval required to conduct
the Study have been obtained.

2.7. The Principal Investigator and the
Institution state that they have the experience,
capabilities, access to adequate patient
population and resources to conduct the
Study in a competent manner and that they
will not participate in any other study that
would prevent them from fulfiling their
obligations under the Study.

2.8. The Principal Investigator agrees to
comply to make himself/herself available for
meetings and to answer promptly to
guestions raised by CRO, the Sponsor or by
any individual designated by CRO with regard
to the Study.

2.9. The Parties undertake that any
change to the Protocol, shall be by written
agreement between the Parties.

2.10. The parties undertake that any change
to this Agreement will require a written
amendment to this Agreement agreed
between the Parties, except in case of an
increase of the number of patients to be
recruited as described in clause 2.1 and
change of bank detalils.

2.11. The Parties acknowledge and agree
that the Study shall not include nominative
data of patients participating in the Study and
the Institution agrees, that the Principal
Investigator shall take all reasonable steps to
fill in the electronic case report forms
(hereinafter referred to as “eCRF”) in
compliance with the Protocol under the
provided format by the Sponsor and/or its
designee without any identifying elements, to
check the said data and forward it to CRO
within the defined timelines. All eCRF
completed during the Study and the final

je povinna informovat zdravotnické zafizeni a
hlavniho zkouSejiciho. Zdravotnické zafizeni
a hlavni zkouSejici se zavazuji nezah3jit
zadné procedury studie ani nabor pacient(
pfed obdrzenim vSech potfebnych povoleni
od mistnich, statnich, evropskych a
mezinarodnich organu a potfebnych souhlasu
nezavislych etickych komisi.

2.7.  Hlavni zkouSejici a zdravotnické
zafizeni prohlasuji, Ze maji k dispozici know-
how, kapacity, pfistup k relevantni populaci
pacientll a zdroje potfebné k realizaci studie
nalezitym zplsobem, a Ze se nezapoji do jiné
studie, pokud by jim to branilo v plnéni
povinnosti vyplyvajicich z této studie.

2.8. Hlavni zkouSejici se zavazuje byt k
dispozici na konferencich ke studii a rychle
reagovat na dotazy CRO, zadavatele nebo jiné
osoby, kterou tim CRO v rdmci studie povéfi.

2.9. Strany prohladuji, ze v pfipadé
jakakoliv zmény protokolu majici dopad do
rozpo€tu studie bude uzavien pisemny
Cislovany dodatek k této smlouvé.

2.10. Strany prohlasuji, Ze k jakymkoli
zmeénam této smlouvy bude nutny jeji pisemny
dodatek mezi nimi dohodnuty, a to s vyjimkou
navyseni poctu registrovanych pacientd, jak je
popsano v bodu 2.1 a zmény bankovnich
udaju.

2.11. Strany berou na védomi a potvrzuji, Ze
v ramci studie nebudou poZadovany osobni
Udaje pacientd GcCastnicich se studie, a
zdravotnické zafizeni souhlasi, ze hlavni
zkouSejici podnikne veskeré pfiméfené kroky
k vyplfovani elektronickych formulafi CRF
(dale ,eCRF*) bez identifikovatelnych udaju, v
souladu s protokolem a ve formatu sdéleném
zadavatelem a/nebo osobou jim uréenou a
bude zadana data kontrolovat a poskytovat je
CRO ve stanovenych I|hatach. Hlavni
zkouSejici poskytne CRO vsechny eCRF
vyplfiované béhem studie a zavéreénou
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report, duly dated and signed will be provided
to CRO by the Principal Investigator.
Notwithstanding the foregoing, it is also
understood and agreed between the Parties
that the CRO and the Sponsor shall create a
database with the name of all the clinical sites
and investigators participating in the Study in
order to ensure the administrative follow-up
of the Study, the proper invoice management
and the compliance with clinical databases
requirements.

2.12.  ltis expressly understood that for the
purpose of the Study the assignment of the
patient to a particular therapeutic strategy is
not decided by the Protocol but falls within the
current practice and the prescription of the
medicine is clearly separated from the
decision to include the patient in the Study.
No additional diagnostic or monitoring
procedures shall be applied to the patients
and epidemiological methods shall be used
for the analysis of collected data as per Article
2c of 2001/20/EC. As a consequence, the
Sponsor is not supplying any product or other
Study medication, and therefore the
Institution and the Principal Investigator are
free from the outset to choose the treatment
or care they consider to be the most
appropriate for their patients, according to
standard of care and local clinical practice
and according to their local Summary of
Product Characteristics.

2.13. For each patient who wishes to
participate in the Study, the Principal
Investigator undertake to (i) duly inform such
patient that he/she is involved in the
performance of the Study, (ii) have a consent
form signed either by the patient or the
relevant person to show his/her acceptance
to be involved in the Study and (iii) fill in
accurately and in full the eCRF under the
provided format by Sponsor and/or its
designee.

2.14. It is hereby acknowledged and
agreed between the Parties that the Principal
Investigator and other collaborators involved
in the Study will each perform his/her
obligations under this Agreement as an
independent  professional, without any
influence, direct or indirect, on his/her
professional independence by the Sponsor

zpravu fadné opatfené datem a podpisem. Bez
ohledu na vy$e uvedena ujednani, strany takeé
berou na védomi a potvrzuji, Ze CRO a
zadavatel vytvofi databazi s nazvy vSech
klinickych pracovist a jmény zkouSejicich
zapojenych do studie, aby mohli zajistit
administrativni zpracovani studie, fadnou
evidenci faktur a dodrzeni pozadavku na
databaze v klinickych studiich.

2.12. Strany vyslovné prohladuji, ze
pfifazovani pacientd ke konkrétni lécebné
strategii neni rozhodovano s ohledem na
protokol, ale Ze probiha podle stavajici praxe,
a ze predepsani konkrétniho pfipravku nijak
nesouvisi s rozhodnutim o zafazeni pacienta
do studie. Pacienti nemusi absolvovat Zadné
dodate¢né diagnostické a monitorovaci
vykony a ziskana data budou analyzovéana
epidemiologickymi metodami podle ¢lanku 2c
smérnice 2001/20/ES. V duasledku této
skuteCnosti zadavatel neposkytuje zadné
pfipravky ani  jiné hodnocené  léky;
zdravotnické zafizeni a hlavni zkouSejici
mohou proto od zacatku volné zvolit IéCbu
nebo péci, kterou pro daného pacienta
povazuji za nejvhodnéjsi v souladu s mistnim
standardem péce a klinickou praxi a také s
mistnim Souhrnem Gdaju o pFipravku.

2.13. U kazdého pacienta se zajmem o
UcCast ve studii se hlavni zkouSejici zavazuije (i)
takového pacienta fadné informovat o jeho
zapojeni do studie, (ii) ziskat od n&j nebo jiné
relevantni osoby podepsany informovany
souhlas potvrzujici rozhodnuti pacienta o
zapojeni do studie a (iii) vyplfiovat pfesné a
upIné eCRF ve formatu zadaném zadavatelem
nebo jim povéfenou osobou.

2.14.  Strany berou na védomi a potvrzuji, ze
hlavni zkouSejici a dalSi personal zapojeny do
studie budou plnit své povinnosti podle této
smlouvy jako nezavisli odbornici, aniz by byla
jejich profesionalni nezavislost jakkoli pfimo
nebo nepfimo ovlivnéna zadavatelem nebo
CRO, a Ze jejich ucast na studii je v Zadném
pfipadé nemotivuje, aby pfedepisovali,
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and the CRO, and that his/her participating in
the Study does not in any manner constitute
an inducement to prescribe, supply,
administer, recommend, buy or sell any of the
Sponsor’'s products. Furthermore, no gift,
pecuniary advantage or benefit in kind is
supplied, offered or promised to the Institution
and/or to the Principal Investigator as an
inducement to recommend, prescribe,
purchase, supply, sell or administer the
Product or any of the Sponsor’s products.

Commencement and Duration

The Agreement shall become effective as of
its Effective Date and will remain in full force
and effect until the end of the Study or close-
out of the Institution and completion of the
obligations of the Parties under this
Agreement or termination in accordance with
Section 17 of this Agreement.

The Agreement shall become effective as of
the effective date of Publication of the
Agreement into the Register of Contracts in
accordance with Section 6 of the Act No.
340/2015 Call.

Financial Reward

4.1. In consideration of the Institution
carrying out the Study in accordance with
this Agreement, the CRO will provide to the
Institution, through this Agreement, the
financial support set out in the Appendix 2 to
this Agreement, for the conduct of the Study
in accordance with the terms of the Protocol
attached as Appendix 1 to this Agreement
and in accordance with applicable tax law.

4.2. Once the payments defined in the
present section made by CRO to the
Institution, the CRO and the Sponsor will not
have any other responsibility. It shall be the
responsibility of the Institution to comply with
all obligations in respect of taxes and social
security contributions, if applicable, which
relate to the patient matter of this Agreement
including, without limitation, those that relate
to the Institution.

4.3. It is hereby understood and agreed
between the Parties that only filled and
exploitable eCRF shall give right to

dodavali, aplikovali, doporu€ovali, prodavali
nebo kupovali jakékoli produkty zadavatele.
Kromé toho zdravotnickému zafizeni ani
hlavnimu  zkouSejicimu nebyl poskytnut,
nabidnut nebo sliben Zadny dar, penézni
plnéni nebo vécna vyhoda, aby doporucovali,
predepisovali, nakupovali, dodavali, prodavali
Ci aplikovali hodnoceny pfipravek ¢&i jakykoli jiny
produkt zadavatele.

Zahajeni a doba trvani studie

Smlouva nabyva ucinnosti dnem ucinnosti a
platna a uc¢inna zlstane az do ukonceni studie
celkové nebo ve zdravotnickém zafizeni a
vyporadani zavazk( stran podle této smlouvy
nebo do jejiho vypovézeni podle bodu 17 této
smlouvy.

Smlouva nabude uginnosti dnem svého
zvefejnéni v registru smluv podle §6 zakona .
340/2015 Sb.

Finan¢ni odména

4.1. Zarealizaci studie podle této smlouvy
v souladu s podminkami protokolu
pfipojeného k ni jako pfiloha 1 poskytne CRO
zdravotnickému zafizeni finanéni odménu
uvedenou v priloze 2 této smlouvy a v souladu
s platnymi dafiovymi predpisy.

4.2. Jakmile CRO provede platby ve
prospéch zdravotnického zafizeni definované
v tomto bodu, CRO a zadavatel vuci nim
nebudou mit Zzadné dalsi zavazky.
Zdravotnické zafizeni musi dodrzet vSechny
své zavazky (napf. hrazeni pfipadnych dani a
pfispévkli na  socialni  zabezpeceni)
souvisejici s otazkami pacientdl v této
smlouveé, zejména zavazky, které se tykaji
zdravotnického zafizeni.

4.3. Strany timto berou na védomi a
potvrzuji, Ze odména podle této smlouvy bude
poskytnuta pouze za naleZit€ vyplnéné a
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consideration hereunder.

4.4. VAT will be regulated in accordance
with the provisions stated in the European
Directives of 2008/8/EC and 2006/112/EC.
The regulations valid at the time of invoicing
will be applicable. Where remunerated
activities under this Agreement are subject
to VAT, the Institution shall be entitled to
charge VAT at the legal rate in addition to
the fees stated in this Agreement, provided
the VAT is stated separately on the invoice
made out to CRO. Reverse charge
provisions will be applied where relevant.

45. The payments made by CRO in
accordance with the present Agreement
include compensation for all expenses and
overheads charges incurred by the
Institution, and related to performance of the
Study and use of any intellectual property
rights in performing the Study, including the
Study Results, improvements thereof and
know-how gained or conceived by the
Institution and the Principal Investigator
during the term of this Agreement.

4.6. It is expressly agreed by the Parties
that no additional sum shall be paid by the
CRO and the Sponsor to the Institution as a
consideration for the performance of the
Study, as specified in Appendix 2.

Payments will be initiated after review of data
and resolution of all queries have been
completed. In this respect, CRO reserves the
right not to pay the amounts owed to the
Institution if data is provided in a manner that
does not comply with this Agreement and the
Protocol.

4.7. Payments shall be made to the
Institution within forty-five (45) days from the
receipt of the invoice, under the conditions
specified in this Agreement by wire bank
transfer, upon the issuance of an invoice.

4.8. In the event that CRO pays fees
higher than those actually owed, the
Institution shall within thirty (30) days
reimburse the excess amount to CRO which
may, at its discretion, offset the sums against
other services.

pouzitelné formulare eCRF.

44. DPH bude FeSena v souladu s
ustanovenimi evropskych smérnic 2008/8/ES
a 2006/112/ES. Bude postupovano podle
predpisu platnych v dobé fakturace. Pokud
odménéné Cinnosti podle této smlouvy
podléhaji DPH, zdravotnické zafizeni ma
pravo k ¢astkam uvedenym v této smlouvé
navic uc¢tovat DPH v zakonné sazbé&, DPH
v8ak musi byt na faktufe vystavené pro CRO
vy€isleno samostatné. Tam, kde to bude
relevantni, se pouzije pFeneseni danové
povinnosti.

4.5. Platby provedené CRO podle této
smlouvy pokryvaji vSechny rezijni a jiné
naklady zdravotnického zafizeni i odménu za
realizaci studie a vyuziti jakychkoli prav
duSevniho vlastnictvi vytvofenych béhem
realizace studie, véetné vysledkd, vylepSeni a
know-how vyvinutych Ci ziskanych
zdravotnickym  zafizenim a hlavnim
zkouSejicim bé&hem obdobi platnosti této
smlouvy.

4.6.  Strany se vyslovné dohodly, Ze CRO a
zadavatel zdravotnickému zafizeni za realizaci
studie neposkytnou Zadné dalSi pIinéni nad
ramec plateb uvedenych v pfiloze 2.

Odména bude poukazana po kontrole
poskytnuti dat a vyfeSeni vSech dotazl(. V
tomto ohledu si CRO vyhrazuje pravo nehradit
zavazky vici zdravotnickému zafizeni, pokud
jsou data poskytnuta zpusobem, ktery je v
rozporu s touto smlouvou a protokolem.

4.7.  Platby budou zdravotnickému zafizeni
poukazéany do 45 dnli od obdrzeni faktury, a to
bankovnim pfevodem za podminek
stanovenych v této smlouve.

4.8. V pfipadé, ze CRO uhradi vyssi ¢astku
nez skute¢né dluznou, zdravotnické zafizeni ji
musi preplatek do 30 dna vratit, pficemz CRO
muze podle svého uvazeni preplatek odecist z
odmeén za jiné sluzby.
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4.9. If this Agreement is terminated early 49. Jeli tato smlouva vypovézena
before the end of the Study, the fees provided pfedCasné, tj. pfed koncem studie, odmény
for in this clause shall be paid in part, solely in stanovené v tomto bodu budou uhrazeny
consideration of the services performed in full ¢astecné, tj. pouze za sluzby pIné realizované
at the time of termination. do ukonceni platnosti smlouvy.

4.10. Additional information 4.10. Dalsiinformace

Invoices should be issued to the name of: Faktury je nutno vystavit

and sent to CRO at the following address: a zaslat je CRO na adresu:

Attention: [N K rukam: I

Invoices will be paid by CRO on behalf of the CRO faktury uhradi jménem zadavatele, a to
Sponsor to the payee as specified in pfijemci uvedenému v pfiloze 3: ,Bankovni
Appendix 3: “Bank Details” (NB: Invoices udaje” (pozn.: faktury musi obsahovat adresu
must include bank address). banky).

In case the Institution or Principal Investigator Pokud bude zdravotnické zafizeni nebo hlavni
need further information regarding invoicing zkouSejici vyzadovat dals§i informace k

and payment, CRO can be reached at: fakturaci a platbam mohou CRO kontaktovat na
h adrese _

5. Confidential Information, Personal Data | 5. Duvérné informace, osobni Udaje a dusevni

and Intellectual Property vlastnictvi

5.1 All information supplied by the 51 Veskereé informace o studii a jejich
Sponsor and/or the CRO to the Principal vysledcich &i produktech zadavatele (jak jsou
Investigator and/or the Institution or acquired definovany nize) poskytnuté zdravotnickému
by the Principal Investigator and/or the zafizeni nebo hlavnimu  zkou$ejicimu
Institution or by the Principal Investigator’s or zadavatelem nebo CRO, pfipadné ziskané
the Institution’s employees and/or contractors hlavnim zkou$ejicim, zafizenim nebo jeho
and relating to the Study and the Sponsor’s zaméstnanci a smluvnimi partnery, budou
product, and the Study Results (as defined povazovany za ,,dtvérné informace”.
below) shall be deemed “Confidential

Information”.

5.2 Confidential Information shall only be 5.2 Duvérné informace Ize vyuzivat pouze pro
used for the Study and shall not be disclosed UCely studie a nesmi byt poskytnuty zadnym
to any third party other than the Principal osobdm kromé& hlavniho  zkouSejiciho,
Investigator’s and/or Institution’s employees zdravotnického zafizeni a jejich zaméstnanct
and contractors directly involved in the Study a smluvnich partnert pfimo zapojenych do
on a need-to-know basis and who are bound realizace studie, ktefi budou vazani zavazkem
by equivalent confidentiality provisions to the mi€enlivosti rovhocennym s ujednanimi tohoto
ones included in this Section 5. The bodu 5, a poskytnout Ize pouze ty informace,
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Institution and the Principal Investigator will
hold all Confidential Information in strict
confidence and the Institution and the
Principal Investigator shall not use the same
for any other purpose than the performance
of this Agreement. On a need to know basis,
the Institution and the Principal Investigator
shall cause and warrant that all collaborators
and/or contractors shall abide by the
confidentiality obligations referred to in this
Section 5.

5.3 The Institution and the Principal
Investigator ~ acknowledge  that this
Agreement does not constitute a license or
other grant of rights to the Institution and/or
the Principal Investigator and/or any
collaborators with respect to the Confidential
Information except for the limited purpose of
the performance of the Study in accordance
with this Agreement. The Institution and the
Principal Investigator further agree not to
cause or permit anything, which may
damage or endanger any intellectual
property of the Sponsor and/or its Affiliates
relating to any Confidential Information.

54 The Institution and the Principal
Investigator will not use the name of the
Sponsor and/or of its Affiliates, nor any of its
employees’ names, in any publicity,
advertising or press release without the prior
written approval of the Sponsor or its
Affiliates as appropriate.

55 The Institution and the Principal
Investigator acknowledge and agree that
CRO and Sponsor and/or its Affiliates are
entitted to make certain Study data
(including without limitation the name and
contact details of the Principal Investigator
and the Institution) publicly accessible on
Study registries on the internet in order to
comply with existing regulations. The
Institution and the Principal Investigator
warrant and represent that they have
consented to the aforementioned
publication.

5.6 The Institution and the Principal
Investigator consent to the use hereafter for
the purposes of the management of the
Study and potential future studies of data
held by CRO and the Sponsor and/or its

které dana osoba nezbytné potfebuje.
Zdravotnické zafizeni a hlavni zkouS$ejici
budou veskeré duvérné informace uchovavat
v pfisné tajnosti a nebudou je vyuzivat k
zadnym jinym ucelim nez k pinéni této
smlouvy. Zdravotnické zafizeni a hlavni
zkouSejici zajisti, aby vSichni spolupracovnici
nebo smluvni partnefi dostavali pouze
informace, které potfebuji ke své praci, a
dodrzovali zavazky davérnosti uvedené v
tomto bodu 5.

5.3 Zdravotnické zafizeni a hlavni zkouSejici
berou na védomi, Ze tato smlouva neni
udélenim licence nebo jinych prav na divérné
informace jim ani jinym spolupracujicim
osobam, a Ze jsou tyto poskytovany pouze k
realizaci studie podle této smlouvy.
Zdravotnické zafizeni a hlavni zkouSejici dale
souhlasi, Ze neprovede ani nepovoli nic, co
by poSkodilo &i ohrozilo duSevni vlastnictvi
zadavatele a jeho pfidruzenych spoleénosti
souvisejici s divérnymi informacemi.

5.4 Zdravotnické zafizeni a hlavni zkouSejici
nebudou bez pfedchoziho pisemného
souhlasu zadavatele nebo jeho pfislusnych
pfidruzenych spoleCnosti vyuzivat jejich
nadzev ani jména jejich zaméstnancu pfi
propagaci, v reklamé& nebo tiskovych
zpravach.

5.5 Zdravotnické zafizeni a hlavni zkouSejici
berou na védomi a souhlasi, ze CRO a
zadavatel nebo jeho pfidruzené spole¢nosti
maji v ramci dodrzovani platnych pfedpist
pravo zvefejnit nékteré udaje ze studie
(zejména jméno a kontaktni Udaje hlavniho
zkousejiciho a zdravotnického zafizeni) v
registrech studii na webu. Zdravotnické
zafizeni a hlavni zkouSejici prohlasuji a
zaruCuji, ze s vySe uvedenym zvefejnénim
souhlasi.

5.6 Zdravotnické zafizeni a hlavni zkouSejici
souhlasi s tim, Zze CRO, zadavatel a jeho
pfidruZzené spole¢nosti mohou vyuZzivat jiz
drZzena data obsahujici identifikovatelné udaje
hlavniho  zkou$ejiciho ¢i zdravotnického
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Affiliates, identifying the Institution and/or
the Principal Investigator personally. The
Principal Investigator further consents to the
disclosure of such data anywhere in the
world (including, for the avoidance of doubt,
in the case of data collected within the
European Economic Area, both within and
outside the European Economic Area) to: a)
Affiliates; b) third parties contracted by CRO
and/or Sponsor in relation to clinical
research; and c) regulatory authorities.

5.7 If applicable, the Institution and the
Principal Investigator shall return all
Confidential Information in their or any of
their collaborators’ possession to the CRO
(or the Sponsor or its designees)
immediately upon termination of this
Agreement or at an earlier time at the
discretion of the Sponsor.

5.8 Obligations pursuant to this Section
5 shall survive termination or expiration of
this Agreement and shall terminate with
respect to any Confidential Information on
the date at which such Confidential
Information is part of the public domain
through no fault of the Institution, its
directors officers, the Principal Investigator
and/or any other collaborators or on the date
at which the disclosure thereof has been
authorized in writing by Sponsor, as notified
by CRO.

5.9 It is expressly understood between
the Parties that any personal data of any
individual shall be handled in accordance
with all Applicable Rules and the Parties
shall at all times be compliant with the
regulation of the European Parliament and
Council (EU) 2016/679 from date 27t April
2016 on the protection of individuals with
regard to the processing of personal data
and on the free movement of such data and
repealing Directive 95/46/EC (DPD).

5.10 All information provided by CRO
and/or the Sponsor in order to perform this
Agreement shall be the exclusive property of
the Sponsor.

zafizeni, a to ke spravé této a pfipadnych
budoucich studii. Hlavni zkouSejici dale
souhlasi se zasilanim takovych dat do
jakékoli zemé svéta (vCetné, aby nebylo
pochyb, zasilani dat ziskanych v ramci
Evropského hospodarského prostoru do zemi
v ném i mimo né&j), a to: a) pfidruzenym
spole¢nostem zadavatele, b) tfetim stranam,
které jsou smluvnimi partnery zadavatele
nebo CRO v souvislosti s klinickym
vyzkumem; a c) kontrolnim araddm.

5.7 Pokud je to relevantni, zdravotnické
zafizeni a hlavni zkouSejici vrati CRO
(pfipadné zadavateli nebo jim povéfenym
osobam) vSechny dlavérné informace drzené
jimi nebo spolupracovniky, a to bezodkladné
po ukonceni platnosti této smlouvy nebo i
dfive podle uvazeni zadavatele.

5.8 Povinnosti podle tohoto bodu 5 plati i po
vypovézeni nebo vyprSeni platnosti této
smlouvy a zavazky k davérnym informacim
pozbydou platnosti v den, kdy se tyto
informace stanou vefejné znamymi (nikoli
vinou  zdravotnického  zafizeni, jeho
vedoucich pracovniku, hlavniho zkousejiciho
¢i spolupracovnikd), nebo v den, kdy jejich
poskytnuti bylo pisemné  schvaleno
zadavatelem a oznameno prostfednictvim
CRO.

5.9 Strany jsou si vyslovné védomy, ze s
osobnimi (daji fyzickych osob musi byt
zachazeno podle vSech platnych pravidel, a
Ze strany musi vzdy dodrzovat pozadavky
Nafizeni evropského parlamentu a Rady (EU)
2016/679 ze dne 27. dubna 2016 o ochrané
fyzickych osob v souvislosti se zpracovanim
osobnich Udajd a o volném pohybu téchto
Udaju a o zruseni smérnice 95/46/ES (DPD).

5.10VS8echny informace poskytnuté CRO
nebo zadavatelem k pInéni této smlouvy
zustanou vyhradnim majetkem zadavatele.
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6.

Ownership of Study Results

6.1 All results of the Study (hereinafter
referred to as the “Study Results”) shall be
the exclusive property of the Sponsor. The
Institution and Principal Investigator hereby
assign, irrevocably and in perpetuity, to the
fullest extent permitted by law under any
interpretation of the relationship between the
Parties, all its right, title and interest in and
to all Study Results on a worldwide basis.
While such intellectual-property rights shall
be assigned to the Sponsor, title to the
documents or materials which are their
medium or support, including any copyright
associated with them, shall simultaneously
be assigned to the Sponsor. The financial
compensation for such assignments is fully
included in the calculation of the fees to be
paid to the Institution and/or the Principal
Investigator according to Appendix 2
attached to this Agreement. The Institution
declares that it has secured by it's own
internal regulations, that all employees of
the Institution involved in the Study will hand
over to the Sponsor all right, title and interest
in and to all Study Results. The Institution
and the Principal Investigator shall take
promptly upon request by the Sponsor,
without any further remuneration, all actions
and execute and deliver all documents
which may be required or helpful in the
opinion of the Sponsor to fully vest, or to
evidence such vesting, of the foregoing
rights in the Sponsor, and to file any patent
application in connection therewith.

6.2 Institution and Principal Investigator
undertake to transfer any inventions,
improvements or discoveries, whether
patentable or not, which are conceived or
reduced to practice during the course of the
Study (hereinafter the “Invention”) to
Sponsor. The Principal Investigator and/or
any other employee of the Institution will
disclose immediately to Institution any
Invention involved in the Study. Institution
shall transfer ownership of the invention
immediately to Sponsor so that Sponsor
shall acquire exclusive property.

6.3 The Institution and the Principal
Investigator warrant that they have not

6.

Vlastnictvi vysledkt studie

6.1 VSechny vysledky studie (dale ,vysledky
studie”) budou vyhradnim vlastnictvim
zadavatele. Zdravotnické zafizeni a hlavni
zkouSejici timto postupuji, neodvolatelné a
trvale, v plném rozsahu povoleném zakonem
pfi jakékoli interpretaci vztahu smluvnich
stran, veSkera sva prava, vlastnické tituly a
subjektivni prava na vysledky studie s
globalni plsobnosti zadavateli studie, coz
plati pro veskera prava duSevniho vlastnictvi,
a také pro dokumenty a materialy, které slouzi
jako dopinék nebo médium pro uvedena
prava, v€etné vSech autorskych prav s nimi
spojenych. Finanéni nahrada =za toto
podstoupeni je pIné zahrnuta do vypoc&tenych
odmén, které budou zdravotnickému zafizeni
nebo hlavnimu zkou$ejicimu hrazeny podle
pfilohy 2 pfipojené k této
smlouvé. Zdravotnické zafizeni prohlasuje,
Ze ma vnitfnimi pfedpisy zajisténo, ze vSichni
zaméstnanci zdravotnického zafizeni
zapojeni do studie pfedaji zadavateli veSkera
prava, vliastnicke tituly a subjektivni prava na
vSechny vysledky studie. Zdravotnické
zafizeni a hlavni zkouSejici musi na zadost
zadavatele a bez jakékoli dald§i odmény
provést bezodkladné veskeré kroky a zajistit
veskeré dokumenty podle nazoru zadavatele
nutné nebo uzite€né k Uplnému zajisténi
prevodu vySe uvedenych prav na zadavatele
(nebo zdokumentovani takového pfevodu) a
podat jakékoli patentové pfihlasky s tim
souvisejici.

6.2 Zdravotnické zafizeni a hlavni zkouSejici
se zavazuji postoupit zadavateli veskeré
vynalezy, zlepSovaci navrhy a objevy, at uz
patentovatelné &  nikoli, které jsou
koncipovany nebo aplikovany v praxi v
pribéhu studie (dale ,vynélez®). Hlavni
zkousejici a vSichni ostatni zaméstnanci
zdravotnického  zafizeni  jsou  povinni
neprodlené zdravotnické zafizeni informovat
0 jakémkoli vynalezu, ucinéném v ramci
studie. Zdravotnické =zafizeni neprodlené
prevede vlastnicka prava na tento vynalez
zadavateli tak, aby se stal jeho vylu¢nym
vlastnikem.

6.3 Zdravotnické zafizeni a hlavni zkouSejici
zaruCuji, Ze nevstoupili a nevstoupi do
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entered, and/or will not enter, into any
contractual agreement or relationship which
would in any way conflict with or
compromise the Sponsor's rights to the
Study Results arising out of or related to
their performance hereunder.

7. Approval(s) of Ethics Committee(s) and/or

Zadného smluvniho &i jiného vztahu, ktery by
mohl narus$it nebo ohrozit prava zadavatele
na vysledky studie vzniklé z jejich plnéni
podle této smlouvy.

7. Schvéleni etickymi komisemi a kontrolnimi

Requlatory Authority

If ethics committee(s) and/or regulatory
authority is required to approve the Study, the
Principal Investigator and the Institution will
not start the Study or Study Patient
recruitment before all the authorisations from
such ethics committee(s) and/or regulatory
authority required to conduct the Study have
been obtained. A copy of such approval(s)
must be provided to the CRO before any
patient recruitment, if the approval letter(s) is
received by the Institution and/or the Principal
Investigator.

8. Adverse Event Reporting

In the context of this Agreement, the Parties
shall each comply with their
pharmacovigilance obligations under
Applicable Rules (including but not limited to
Volume 9A - Guidelines on
Pharmacovigilance for Medicinal Products
for Human Use (Part 1.7). In particular, the
Parties hereby recognize and agree that
within the course of the Study, the Product
that will be administered to patients will be
managed within routine medical care as the
Study in itself is a non-interventional Study.
Adverse events will be reported according to
applicable legislations.

9. Monitoring

9.1. The Study will be monitored, to the
extent appropriate under the Applicable
Rules, by the CRO’s monitor.

9.2. The Principal Investigator and/or the
Institution agree to maintain adequate records
with respect to patient identification,
observations and laboratory tests. If any
source data are kept on computer files only,
the Principal Investigator agrees to make
print-outs of all patients’ data relevant for the
Study for the purpose of source data

urady

Pokud je ke schvéleni studie nutny souhlas
etickych komisi nebo kontrolnich Gradd, hlavni
zkouSejici a zdravotnické zafizeni vyCkaji se
zahjenim studie nebo naborem pacientd,
dokud doty¢na povoleni neobdrzi. Pokud
hlavni zkouS$ejici nebo zdravotnické zafizeni
obdrzi takové pisemné schvaleni, pred
zahgjenim naboru pacientd musi zaslat jeho
kopii CRO.

8. Hlaseni nezadoucich piihod

V ramci této smlouvy budou smluvni strany
dodrzovat své farmakovigilanéni povinnosti
podle platnych pravidel (jak je uvadi zejména
Svazek 9A - Pokyny k farmakovigilanci
humannich [éCivych pfipravkl — c&ast 1.7).
Strany zejména uznavaji a potvrzuji, zZe
pfipravky podavané pacientim v pribéhu
studie budou podavany v ramci bézné |ékarské
péCe, protoze studie sama o sobé je
neintervenéni. Nezadouci pfihody budou
hlaseny podle platnych pravnich pfedpisu.

9.  Sledovani

9.1. Studie bude v pfiméfeném rozsahu
monitorovana podle platnych pravidel, a to
monitorem CRO.

9.2. Hlavni zkouSejici a zdravotnicke
zafizeni se zavazuji vést pfiméfenou evidenci
pacientll, jejich pozorovani a laboratornich
testd. Pokud jsou néktera zdrojova data
uchovavana pouze v pocitaCich, hlavni
zkouSejici se zavazuje je za ucelem kontroly
vytisknout. Tyto vypisy musi hlavni zkouSejici
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10.

verification. These print-outs will be signed
and dated by the Principal Investigator and
retained as source documents.

9.3. The |Institution and the Principal
Investigator will allow direct access to CRO
and Sponsor and any relevant government or
regulatory authorities to source documents
and other patient records needed for
monitoring, audit and inspection purposes in
the course of the Study.

Patient Consent and Data Privacy

10.1. The Principal Investigator shall, to
the extent necessary under Applicable Rules
and the Protocol, obtain written informed
consent from each patient to participate in the
Study and for patient’s data collection prior to
the commencement of the Study and shall fill
in accurately and in full the eCRF under the
format provided by Sponsor and/or its
designee. A copy of the patient Inform
consent form should be given to all patients.

10.2. In addition, the Principal Investigator
shall inform all patients participating in the
Study that their medical records may be
retained and reviewed for the purpose of
complying with audits by the Sponsor and
inspections by domestic or foreign regulatory
authorities.

10.3.  The Parties undertake to comply with
all applicable laws and regulations on
patients’ data privacy (including but not limited
to the Regulation of the European
Parliament and Council (EU) 2016/679) and
apply for the relevant declaration before the
authorities as the case may be, in accordance
with local laws. All information and data
forwarded by the Institution and/or the
Principal Investigator to CRO and/or Sponsor
will be made anonymous. Should it be
required pursuant to local regulation, the
Institution and/or the Principal Investigator will
obtain the consent of each patient to collect
the relevant information, saving it on IT
devices, and use it for scientific purposes.

10.4. The Institution and the Principal
Investigator undertake to keep all raw data
and information on the recruited patients for

10.

podepsat, opatfit datem a wuchovat jako
zdrojovou dokumentaci.

9.3. Zdravotnické zafizeni a hlavni zkouSejici
umozni  pfimy pfistup ke zdrojovym
dokumentim a jiné dokumentaci pacient ke
kontrole, auditim a inspekcim ze strany CRO,
zadavatele a jakychkoli relevantnich statnich
nebo kontrolnich uradu.

Pacientliv_souhlas a ochrana osobnich
udaijt

10.1. Hlavni zkouS3ejici pfed zahajenim
studie zajisti pisemny souhlas kazdého
pacienta s uCasti ve studii a se sbérem
informaci v rozsahu nezbytném podle platnych
pravidel a protokolu a uplné a presné vyplni
formulafe eCRF ve formatu sdéleném
zadavatelem nebo jim povéfenym subjektem.
Kazdy pacient musi obdrzet jedno paré
informovaného souhlasu.

10.2. Kromé toho musi hlavni zkouSejici
informovat vSechny pacienty zapojené do
studie o archivaci a mozné kontrole jejich
zdravotni dokumentace zadavatelem a
tuzemskymi nebo zahrani€nimi kontrolnimi
Ufady.

10.3.  Strany se zavazuji dodrzovat veskeré
platné pravni pfedpisy ohledné ochrany
osobnich udaju pacientl (zejména nafizeni
evropského parlamentu a Rady (EU)
2016/679) a podle potfeby pozadat o vyplnéni
pFisludného prohladeni pro ufady v souladu s
mistni legislativou. Ve3keré informace a udaje
pfedané zdravotnickym zafizenim nebo
hlavnim zkou$ejicim zadavateli studie nebo
CRO budou anonymizovany. Pokud to mistni
pravni pfedpisy vyzaduji, zdravotnické zafizeni
nebo hlavni zkouSejici zajisti souhlas kazdého
pacienta se shromazdovanim relevantnich
informaci, jejich ukladanim do vypocetni
techniky a vyuzivani k védeckym ucellim.

10.4.  Zdravotnické zafizeni a hlavni
zkousSejici se zavazuji zajistit uchovavani
nezpracovanych zdrojovych dat a informaci o
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the minimum duration required by laws after
the end of the Study.

11. Liability

12.

The Institution and the Principal Investigator
will be liable for the damages and financial
loss directly resulting:

i)  From their breach of any of the provisions
of this agreement and/or the Protocol and
its amendments,

i) From their failure to comply with any
applicable laws, rules and/or regulations,

i) From the negligence or wilful misconduct
by the Principal Investigator or any staff
involved in the Study.

Audits and Requlatory Inspections

12.1. This Study may be audited by the
representatives or agents of CRO and/or the
Sponsor, or inspected by governmental or
regulatory authorities, or health authorities in
accordance with applicable law. The
Institution and the Principal Investigator will
provide direct access to the Institution
facilities, all Study documents, source
records and source data. In the event that the
Institution and/or the Principal Investigator
receive notice that the Study site shall be
subject to an investigation by any
governmental or regulatory authority, the
Institution and/or the Principal Investigator
shall notify the CRO and the Sponsor
immediately in writing and collaborate closely
with the above-mentioned people to ensure
the successful performance of the inspection.

12.2. The Institution and the Principal
Investigator shall provide to the Sponsor
and/or its designees, copies of all materials,
correspondence, statements, forms and
records that the Institution and/or the
Principal Investigator receives, obtains, or
generates pursuant to any such inspection.

12.3. It is expressly agreed between the
Parties that CRO, Sponsor and/or any of its
Affiliates will not compensate the Institution
and/or the Principal Investigator for the audits
and inspections and that the assistance and
availability for the audits and inspections is

zapojenych  pacientech  po  zakonem
vyZadovanou minimalni dobu po ukon&eni
studie.

11. Odpovédnost

12.

Zdravotnické zafizeni a hlavni zkousejici

nesou odpovédnost za Skody a finanéni ztraty

pfimo vzniklé:

i) jejich porusenim nékterého z ustanoveni
této smlouvy €i protokolu a jeho dodatkd,

i) jejich nedodrzenim nékterého z platnych
pravnich predpisu,

i) nedbalosti nebo Umyslnym nespravnym
jednanim hlavniho zkou$ejiciho nebo
jiného personalu zapojeného do studie.

Audity a inspekce kontrolnich Gradu

12.1. Tato studie muze byt podrobena
auditu ze strany zastupcG CRO nebo
zadavatele, pfipadné inspekci ze strany

zastupcll statnich nebo kontrolnich Uradu i
zdravotnickych Gfadd, a to v souladu s platnymi
pravnimi predpisy. Zdravotnické zafizeni a
hlavni zkouSejici umozni pfimy pfistup k
pracovistim zdravotnického zafizeni a ke vSem
dokumentim, zdrojové dokumentaci a
zdrojovym datdm studie. Pokud zdravotnické
zafizeni nebo hlavni zkouSejici obdrzi
oznameni o chystaném vySetfovani pracovisté
studie statnim nebo kontrolnim Gradem,
neprodlené a pisemné o tom vyrozumi CRO a
zadavatele a bude s témito osobami Uzce
spolupracovat k zajisténi uspésSného prabehu
inspekce.

12.2. Zdravotnické zafizeni a hlavni
zkouSejici  poskytnou zadavateli nebo
osobam jim uréenym kopie vSech materialu,
korespondence, vykaz(, formulafi a
zaznamu, které na zakladé takové inspekce
obdrzi, ziskaji nebo vytvofi.

12.3.  Smluvni strany se vyslovné dohodly,
ze CRO, zadavatel ani jeho pfidruzené
spole€nosti  zdravotnickému  zafizeni ani
hlavnimu zkouSejicimu neposkytnou odménu
za audity a inspekce, protoze odména za
takovou asistenci a zpfistupnéni je zahrnuta v
Castce uvedené v bodu 4 vySe.
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13.

14.

included in the amount mentioned in Section
4 above.

The rights and obligations under this section
shall remain in effect for fifteen (15) years
after the end of the Study.

Records Retention

All correspondences with CRO and/or
Sponsor and with ethics committee(s) and/or
regulatory authority (as appropriate) and all
records relating to the Study, including
collected patients’ data, should be retained in
a secure place for a duration of fifteen (15)
years, or longer if required by the Applicable
Rules. The Institution and the Principal
Investigator will immediately contact the
Sponsor for authorisation prior to the
destruction of any Study records. The
Sponsor must be informed in writing of any
change of address, relocation, accidental
loss, or early destruction of the Study files
during this period.

Publications

14.1 Itis agreed between the Parties that the
Study is part of a multi-center study and that
as a consequence, the first publication or
presentation of the Study Results shall be
made only as part of a publication of the
results obtained from the data from all sites
participating in the Study. However if such a
multi-center publication is not submitted to a
journal within twenty four (24) months after
conclusion of the Study at all sites, the
Institution and/or the Principal Investigator
may individually publish the results from the
Institution Site patient to Sponsor’'s prior
approval as set forth below.

14.2 No publication of the Study Results
shall be made without Sponsor’s prior
written approval which shall not be
unreasonably withheld where the draft
publication is submitted to a peer reviewed
journal or scientific congress.

14.3 Sponsor must be provided with the final
version of any abstract or presentation or
paper before it is submitted to a congress or
journal together with the purpose of any
proposed presentation or article (e.qg.

13.

14.

Prava a zavazky podle tohoto bodu zlstanou
v platnosti po dobu patnacti (15) let po
ukonéeni studie.

Zaznamy ajejich archivace

VeSkerou korespondenci s CRO nebo
zadavatelem a pfisluSnymi etickymi komisemi
nebo kontrolnimi ufady, jakoz i veSkerou
dokumentaci ke studii, véetné shromazdénych
Gdajil  pacientll, je nutno udrZzovat na
bezpec¢ném misté po dobu patnacti (15) let
nebo déle, pokud to vyzaduji platné predpisy.
Zdravotnické zafizeni a hlavni zkouSejici si
pred likvidaci jakékoli dokumentace studie
neprodlené vyzadaji schvaleni zadavatele.
Pokud bude dokumentace studie b&hem tohoto
obdobi pfemisténa, nahodné ztracena i
pfedCasné zniCena, je nutno o tom pisemné
informovat zadavatele.

Publikace

14.1 Strany se dohodly, Ze studie probiha
multicentrickou formou, a proto musi byt jeji
vysledky  nejprve publikovany  nebo
prezentovany v publikaci vysledk( ziskanych
z dat ze vSech pracovist studie. Pokud vSak
multicentricka publikace nebude predlozena
védeckému c¢asopisu do 24 mésicl po
ukon€eni studie na vSech pracovistich,
zdravotnické zafizeni nebo hlavni zkouSejici
mohou své vysledky publikovat samostatné,
a to po nize popsaném pfedchozim schvaleni
zadavatele.

14.2 Vysledky studie nelze publikovat bez
predchoziho pisemného souhlasu
zadavatele, ktery vSak nebude bezdlvodné
odepfen, pokud je publikace predkladana
recenzovanému ¢asopisu nebo na védeckém
kongresu.

14.3 Pred jakoukoli prezentaci €i publikaci je
nutno zadavateli poskytnout kone¢nou verzi
abstraktu, prezentace nebo d&lanku s
uvedenim Uucelu publikace (. s uvedenim
planované konference nebo &asopisu). Pokud
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15.

congress at which the presentation will be
given, journal to which the article will be
submitted). If Sponsor has agreed to the
publication in accordance with the above-
mentioned principle, then Sponsor will
provide scientific comments to the author(s)
within two (2) weeks for an abstract or
presentation or six (6) weeks for an article.
Factual amendments proposed by Sponsor
will be incorporated, provided that they do
not alter the scientific value of the material.
If Sponsor has made no comments during
the above-mentioned period, then the
Institution and/or the Principal Investigator
can consider this silence of Sponsor as an
approval and proceed to the corresponding
publication. Selection of authors for scientific
publications will follow ICMJE
(“International Committee of Medical
Journal Editors”) guidelines. Resolution of
scientific differences in the presentation or
interpretation of study findings will be
conducted along principles of honest
scientific debate. Sponsor shall be promptly
notified of any amendments subsequently
requested by referees or journal editors.

14.4 If the Sponsor asserts that the
proposed publication or presentation would
adversely affect the patentability of any
Study Results and/or development of
Sponsor’s products, publication  or
presentation shall be delayed for the period
of time requested by the Sponsor, not to
exceed a maximum of six (6) months after
the date of receipt by the Sponsor of the
notice of the proposed publication or
presentation.

14.5 All publications shall state each Party’s
collaboration in the Study and acknowledge
the sources of funding.

Independent Contractor

In the Institution’s and the Principal
Investigator’s activities in connection with the
Study, it/he/she agrees to act as an
independent contractor, without the capacity
to legally bind Sponsor and/or CRO, and not
as an agent or employee of Sponsor and/or
CRO.

15.

zadavatel publikaci schvéli podle vyse
uvedenych zasad, poskytne také védecké
pfipominky autorovi, a to do dvou (2) tydnd u
abstraktu nebo prezentace a Sesti (6) tydn( u
¢lank(l.  Faktické zmény  navrhované
zadavatelem budou do materialu
zapracovany, pokud tim nebude dotena jeho
védecka hodnota. Jestlize zadavatel béhem
vySe uvedené Ihaty neposkytne zadné
pfipominky, zdravotnické zafizeni a hlavni
zkousejici mohou toto mli€eni povazovat za
schvaleni a pokracovat v pfislusné publikaci
dat. Uvedeni autor( pfipadnych védeckych
publikaci musi byt v souladu s pokyny
Mezinarodni  komise  pro  vydavatele
lékafskych Casopisi (ICMJE). VyfeSeni
védeckych neshod ohledné prezentace nebo
interpretace vysledku studie probéhne podle
zasad seridzni védecké diskuze. Zadavatel
musi byt také bezodkladné informovan o
jakychkoli zménach nasledné vyzadanych
recenzenty nebo editory ¢asopisu.

14.4 Pokud zadavatel sdéli, Ze navrhované
zvefejnéni nebo prezentace mlize nepfiznivé
ovlivnit patentovatelnost jakychkoli vysledk
studie nebo vyvoj jeho vyrobk(l, publikace
nebo prezentace bude odloZzena o dobu
pozadovanou zadavatelem, ktera vSak
nepfesahne Sest (6) mésich od data, kdy
zadavatel obdrzel oznameni o planované
publikaci nebo prezentaci.

14.5 Ve veSkerych publikacich bude zminka
0 spolupraci obou stran na studii a o jejim
financovani.

Nezavislost smluvnich stran

Zdravotnické zafizeni a hlavni zkousejici
budou pfi své praci pro studii vystupovat jako
nezavisli dodavatelé, aniz by mohli zadavatele
nebo CRO jakkoli pravné zavazovat, a
nebudou vystupovat jako zastupce nebo
zaméstnanec zadavatele ani CRO.
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16.

17.

Assignment/Sub-contracting

The Institution and the Principal Investigator
may not assign or subcontract their rights or
obligations under this Agreement or assign
this Agreement as a whole or in part without
the express prior written consent of the
Sponsor, as notified by CRO. Any subcontract
made by the Institution and/or the Principal
Investigator with the consent of Sponsor as
aforesaid shall incorporate by reference all
terms of the Agreement to the extent
applicable. The Institution and the Principal
Investigator (as appropriate) shall remain
liable for the performance of their
subcontractors in accordance with the
provisions of this Agreement and shall be
solely responsible for the management and
payment of each such subcontractors.

Termination

17.1. Each Party may terminate this
Agreement upon written notice by registered
mail to the other Parties, in the event that one
of the latter fails to fulfil or otherwise breaches
any of its obligations under this Agreement
and does not fully cure such failure or breach
within thirty (30) days of its receiving a written
notice to cure such failure or breach.
Termination shall then occur automatically
and by operation of law at the end of said thirty
(30) days period.

17.2.  The Institution and/or the Principal
Investigator as specified in the Appendix 2
attached hereto will receive compensation
pursuant to Section 4 for all duly filled and
exploitable eCRF at the date of termination of
the Agreement.

17.3. This Agreement and the Study may be
terminated prior to its completion as
envisaged in Section 3 above, by the Sponsor
directly or through the entity designated by the
Sponsor for the performance of this
Agreement, automatically at any time:

o if the necessary authorizations to perform
the Study are revoked; or

o if the entry of valid patients in the Study is
too slow in the opinion of the Sponsor, as
notified through the entity designated by
the Sponsor for the performance of the

16.

17.

Postoupeni a subdodavky

Zdravotnické zafizeni a hlavni zkouSejici
nesmeéji sva prava nebo zavazky podle této
smlouvy postoupit ¢&i  pfidélit formou
subdodavky, ani postoupit tuto smlouvu (vcelku
nebo ¢aste¢né) bez vyslovného predchoziho
pisemného souhlasu zadavatele sdéleného
prostfednictvim CRO. Kazda subdodavatelska
smlouva uzaviend zdravotnickym zafizenim
nebo hlavnim zkou$ejicim se souhlasem
zadavatele, jak bylo uvedeno vySe, musi
zahrnovat formou odkazu veSkeré podminky
této smlouvy v pouZitelném rozsahu.
Zdravotnické zafizeni a hlavni zkouSejici (dle
pfislusnosti) nesou i nadale odpovédnost za
plnéni svych subdodavatell podle této smlouvy
a také vyhradni odpovédnost za jejich fizeni a
vyplaceni.

Ukon¢eni platnosti smlouvy

17.1. Kazda ze stran muaze tuto smlouvu
vypoveédét pisemnou vypovédi doporuc¢enym
dopisem strané druhé v pfipadé, ze tato neplni
nebo jinak porusi néktery ze svych smluvnich
zavazku a toto neplnéni nebo poruseni v plném
rozsahu nenapravi do 30 dnd od obdrzeni
pisemného upozornéni na toto neplnéni nebo
poruseni. K ukonCeni platnosti pak dojde
automaticky a ze zakona po vyprSeni uvedené
tficetidenni (30) Indty.

17.2.  Zdravotnické zafizeni a hlavni
zkousejici (jak je uvedeno v pfiloze 2 pfipojené
k této smlouvé) obdrzi odménu podle bodu 4
za vSechny fadné vyplnéné a pouzitelné
eCREF, které jsou k dispozici ke dni ukon&eni
platnosti smlouvy.

17.3. K ukonceni studie a platnosti smlouvy
muze dojit pred€asné, jak se predpoklada ve
vySe uvedeném bodu 3, a to automaticky a
kdykoli, pfimo zadavatelem nebo subjektem
jim povéfenym k plnéni této smlouvy:

e pokud dojde ke zruSeni
potfebnych k realizaci studie;

e je-li nabor vhodnych pacientl do studie
podle nazoru zadavatele na zakladé
informaci od  subjektu  povéfeného
zadavatelem k realizaci studie pfilis

povoleni
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18.

19.

Study, to meet the agreed time schedule;
or

e if the aim of the Study has become
outdated or is no more of interest; or

e aregulatory authority or other authorised
institution decides to terminate the Study
in the Institution or as a whole; or

e in case of a debarment of the Principal
Investigator or any other collaborators as
outlined in Section 18 below; or

o for any other reason.

In such an event, the termination of this
Agreement shall become effective upon
receipt of the written notice by registered mail
by the Institution and/or the Principal
Investigator and without any termination
indemnity to either the Institution or the
Principal Investigator.

17.4. If the Principal Investigator becomes
unable or unwilling to continue with the Study,
CRO and the Institution may as an alternative
to termination agree the appointment of a
suitable professional to continue the Study as
a Principal Investigator in his/her place and to
enter into a novated form of this Agreement. If
no suitable professional acceptable to the
Sponsor (as notified by CRO) is appointed
within thirty (30) then the Sponsor shall have
the right to terminate this Agreement forthwith.

Debarment Certification

The Institution and the Principal Investigator
represent and warrant that neither the
Principal Investigator nor any other person
retained to perform the Study is either
debarred by or under investigation by the
FDA or other regulatory authority anywhere
in the world and will immediately notify the
CRO in writing if such investigation or
debarment occurs.

Miscellaneous

This Agreement supersedes all prior written
and oral agreements and representations
between the Parties with respect to the Study.
Sections 5, 6, 8, 12, 13, 14, 15, 17, 18, 19 and
21 shall survive termination or expiry.

18.

19.

pomaly pro dodrZzeni dohodnutého
harmonogramu;

e pokud se cil studie stal zastaralym &i uz
jeho dosazeni neni v zajmu dodavatele;

e pokud kontrolni Ufad nebo jiny opravnény
organ rozhodne o ukonceni studie ve
zdravotnickém zafizeni nebo celé studie;

e pokud je hlavnimu zkousSejicimu ¢&i jinym
spolupracujicim osobam vysloven zakaz
ucasti na studiich, tak jak je popsan v nize
uvedeném bodu 18;

e 7 jakéhokoli jiného diivodu.

V takovém pfipadé ukon¢eni smlouvy nabude
ucinku poté, co zdravotnické zafizeni nebo
hlavni zkousejici obdrzi pisemnou vypoved
zaslanou doporuceng; zafizeni ani zkousejici
nebudou za ukonc&eni nijak odSkodnéni.

17.4.  Pokud hlavni zkou$ejici neni schopen
nebo ochoten pokraovat ve studii, CRO a
zdravotnické zafizeni se — jako alternativu k
ukonceni spoluprace — dohodnou na vhodném
odbornikovi, ktery bude ve studii pokraCovat
jako hlavni zkouS$ejici a uzaviou s nim tuto
smlouvu jako s néhradni smluvni stranou.
Pokud zadny vhodny odbornik pfijatelny pro
zadavatele (dle oznameni CRO) neni
jmenovan do fficeti (30) dni, zadavatel ma
pravo tuto smlouvu neprodlené vypovédét.

Prohlaseni o
spolupréce

zakonnych prekazkach

Zdravotnické zafizeni a hlavni zkouSejici
prohlasuji a zaru€uiji, Zze ani hlavni zkousejici,
ani zadna osoba, kterd se na studii podili,
nema zakaz podilet se na studiich ani neni
vy8etfovana ze strany FDA nebo jiného
kontrolniho Ufadu jiné zemé&, a Ze pokud k
takovému vySetfovani nebo zakazu dojde,
neprodlené o tom bude CRO pisemné
informovat.

RUzné

Tato smlouva nahrazuje veSkera pfedchozi
pisemna &i Ustni ujednani a prohlaseni stran
ohledné studie. Platnost bodl 5, 6, 8, 12, 13,
14, 15, 17, 18, 19 a 21 nezanika s vypovédi
nebo vyprdenim této smlouvy.

Name of the template: Ipsen Non-interventional Agreement, September 11, 2012 — Tripartite Institution-Investigator-CRO
INTEREST IN CD2
Name of the document: || N JEEEEEEICZ_CTA-V1.0-25SEP2017_006_Dr Dvotak_TRI_V1.0_bilingual_2018.03.18_blackened

Page 20 of 27



Confidential

All rights vested in or created to the benefit of VSechna prava vznikla ve prospéch CRO nebo
CRO and/or Sponsor under this Agreement zadavatele nebo jim postoupena podle této
shall benefit to and be assignable to any of the smlouvy budou také ku prospéchu vSem
Sponsor’s Affiliates. For the purpose of this pridruzenym spole¢nostem zadavatele a bude
Agreement, Affiliate shall mean any other je mozné na né prevést. Pro ucely této smlouvy
legally recognizable entity directly or indirectly se pfidruzenou spole¢nosti rozumi jakakoli
controlling, controlled by or under common pravnicka osoba, ktera pfimo nebo nepfimo
control with the Sponsor. Such control shall ovlada zadavatele, je jim ovladana, nebo ma s
be deemed to exist if there exists ownership nim spoleéného vlastnika. Za ovladani se
of at least 50 % of the share capital and/or the povazuje vlastnictvi alesport 50 % zakladniho
voting rights of such entity. kapitdlu nebo hlasovacich prav takového
subjektu.

This Agreement represents the entire Tato smlouva predstavuje Uplnou dohodu mezi
agreement between the Parties with respect stranami ohledné pfedmétu tohoto dokumentu,
to the subject matter hereof, supersedes all nahrazuje vSechna predchozi ustni nebo
prior oral or written communications or pisemna ujednani nebo dohody mezi stranami
understandings between the Parties with ohledné tohoto tématu a muze byt zménéna
respect to the subject matter hereof, and may pouze pisemnym dodatkem podepsanym
not be amended or modified other than by an obéma stranami, pfi€emz zadné prohlaseni,
instrument in writing executed by the Parties, ujisténi, slib ani pobidka neuvedena v této
and no statement, representation, promise, or smlouvé nebude pro strany zavazna. V pfipadé
inducement not included in this Agreement rozporu mezi touto smlouvou a jejimi pfilohami
shall be binding upon the Parties. In case of plati tato smlouva (pro vylouéeni pochyb toto
an inconsistency between this Agreement plati i pro otazky publikace). Jedinou vyjimkou
and its Appendixes, this Agreement shall jsou lékarské a klinické zalezitosti, kde ma
prevail (including for further certainty in prednost znéni protokolu.

respect of matters relating to publication),
except that, with respect to medical or clinical
matters, the provisions of the Protocol shall
take precedence.

20. Non-Interventional Study Agreement | 20. Zverejnéni smlouvy o neinterven¢nim

Disclosure klinickém hodnoceni

Sponsor and CRO hereby acknowledge that Zadavatel studie a CRO timto berou na
the Institution is obliged to disclose védomi, Ze zdravotnické zafizeni je povinno
information in accordance with Act No. zvefejnovat prislusné informace v souladu se
340/2015 Coll., (Contract Register Act). zakonem ¢&. 340/2015 Sb. (Zakon o registru
Sponsor and the Parties agree, that the smluv). Zadavatel studie a strany se dohodli, Ze
Institution will disclose the final version of this zdravotnické zafizeni konelnou verzi této
Agreement in accordance with the process smlouvy zvefejni podle zakona &. 340/2015 Sb.
defined by the Act No. 340/2015 Coll. This Smlouva bude pfipravena ke zvefejnéni dle
Agreement will be prepared for disclosure as pozadavkl na zvefejnéni v § 5 zakona €.
per disclosure requirements set out in Section 340/2015 Sb. a CRO ji k tomuto G€elu poskytne
5 of the Act No. 340/2015 Coll. and provided zdravotnickému zafizeni v elektronickém
to the Institution by CRO for this purpose in a formatu Citelném v pocitaci, a to emailem na
computer readable electronic format to the adresu h jakmile
followin e-mail address obdrzi pIné podepsany stejnopis smlouvy. Déale
_ after  the se CRO zaruéuje, Ze poskytne editovatelnou,
reception of the fully signed Agreement nepodepsanou, finalni  verzi  smlouvy
original copy by the CRO. Additionally CRO schvélenou smluvnimi stranami a pfipravenou
hereby obliges to provide the editable not ke zvefejnéni v registru smluv (v elektronickém
signed final version of the Agreement formatu na vySe uvedenou e-mailovou adresu).
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21.

approved by the all the Parties and prepared
for the disclosure for the publication in the
register of contracts purposes in a computer
readable electronic format to the
abovementioned e-mail address. Sponsor,
through CRO, will provide to the Institution
such Agreement to the Institution no later than
five (5) working days after the reception of the
fully signed Agreement. The Institution will
disclose this Agreement within five (5)
working days after reception of such
Agreement.

The Parties agree that this Agreement shall
not come into effect until the effective date of
Publication of the Agreement into the Register
of Contracts in accordance with Section 6 of
the Act No. 340/2015 Coll.

The Institution agrees to provide the CRO with
the confirmation of publication from the
administrator of the Register of Contracts no
less than two (2) working days after reception
to the email address

Any disclosures referred to under this Section,
shall only be made to the extent strictly
required by the applicable Czech laws, and
following prior notification to Sponsor and
CRO by Institution.

Applicable law

This Agreement shall be ruled and
interpreted according to the laws of the
country in which the Study is performed,
without regard to choice of laws principles.
The Parties agree to attempt to resolve any
dispute arising under or relating to this
Agreement, or any breach hereof
(hereinafter called a “Dispute”), by direct
negotiation between the Parties. If the
Dispute is not resolved through such
negotiation within thirty (30) days, the
Dispute shall be submitted by either Party to
the jurisdiction of the Courts of the country
in which the Study is performed.

21.

Zadavatel tuto verzi smlouvy zdravotnickému
zafizeni poskytne prostfednictvim CRO do péti

(5) pracovnich dnG po obdrzeni pIné
podepsaného stejnopisu. Zdravotnické
zafizeni smlouvu zvefejni do péti (5)

pracovnich dnu po jejim obdrzeni.

Strany se dohodly, ze smlouva nabude
uginnosti az dnem platného zvefejnéni v
registru smluv podle §6 zakona ¢. 340/2015 Sb.

Zdravotnické zafizeni se zavazuje zaslat CRO
potvrzeni od spravce registru smluv o
zvefejnéni ne vice nez dva (2) pracovni dny po

'|eho obdrzeni na e-mailovou adresu

Jakékoli udaje zverejiiované podle tohoto bodu
budou poskytovany pouze v minimalnim
rozsahu strikiné vyzadovaném platnymi
Ceskymi zakony a teprve poté, co o tom
zdravotnické zafizeni informuje zadavatele a
CRO.

Rozhodné pravo

Tato smlouva se fidi zakony zemé, v niz bude
studie realizovana, a v souladu s nimi bude i
vykladana — to v8e bez pfihlédnuti ke koliznim
ustanovenim. Strany se dohodly, Ze se
jakékoli rozpory vyplyvajici z této smlouvy
nebo s ni souvisejici, jakoz i jakékoli jeji
poruseni (dale ,spor®) pokusi vyresit pfimym
vzajemnym jednanim. Pokud spor nebude
takovym jednanim vyfesen do tficeti (30) dn,
jedna ze stran jej predlozi vécné pfisluSnému
soudu, v niz se studie provadi.
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The Parties below hereby agree to this Agreement:

For and on behalf of the CRO

Signature

Name: [N
Title: |

Signature

Name: MUDr. PharmDr. Jan Dvorak

NiZe uvedené strany souhlasi s touto smlouvou:

Za CRO

Podpis

Jméno: MUDr. PharmDr. Jan Dvorak
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APPENDIX 1 PRILOHA 1
PROTOCOL PROTOKOL
To be provided separately Bude poskytnut samostatné.
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APPENDIX 2

FINANCIAL REWARD

As specified under Section 4 of this Agreement,
the CRO will pay to the Institution, in consideration
for the performance of the Study in accordance
with this Agreement, the sums detailed below
according to the number of performed visits and/or
the milestones determined in this Appendix 2.

Fees linked to patients’ visits:

Visits will be scheduled according to the Principal
Investigator’s usual practice.

The eercted Eatient iarticipation duration is:

For each patient, NS

Cabozantinib is to be administered as directed by
the Principal investigator according to the study
site’s clinical practice and the applicable local
Summary of Product Characteristics (“SmPC”).

CRO will pay the Institution the following sum for
each fully completed visit web-based case
report form provided that such web-based
case report form is exploitable and duly filled
in.

PRILOHA 2

FINANCNi ODMENA

Jak je uvedeno v bodu 4 této smlouvy, CRO
uhradi zdravotnickému zafizeni odménu za
realizaci studie podle této smlouvy ve vysi
podrobné uvedené nize, a to podle poctu
provedenych navstév a etap, stanovenych v této
pfiloze 2.

Odmeény za navstévy pacientu:

Navstévy budou planovany podle bézné praxe
hlavniho zkou$ejiciho.

Oc¢ekavana doba zaiolenl’ pacienta bude

U kazdého pacienta

Kabozantinib bude podavan podle pokyni
hlavniho zkousSejiciho v souladu s klinickou praxi
pracovisté studie a v souladu s pfisluSnym
souhrnem udajl o pfipravku (,SmPC”).

CRO uhradi zdravotnickému zafizeni nasledujici
Castku za kazdy uplné vypinény formular eCRF
k navstévé za predpokladu, ze jsou data
vyuzitelna a Fadné vyplnéna.

Per patient fees

Castky na pacienta

Visits Number of |  Amounts Navstévy Pocet Castka
visit per . _ navstév na Lo
patient (including pacienta (vCetné
overhead rezijnich
costs) naklad()
Baseline visit [ | B < Vstupni [ | B Eur
(Day 1) - V1 navstéva (1.
den) - V1
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Follow-up Visits
(to be performed
according to the
study site’s
usual clinical
practice inserted
in the Protocol)
-V2to V9

Nasledné
navstévy (budou
probihat podle
obvyklé klinické
praxe, jak je
uvedeno v
protokolu) — V2
az V9

B =ur

Maximum amount payable per patient:
€

For subjects withdrawing prematurely from the
study, payment will be made according to the
number of completed and documented visits.

The Institution confirm the reception of all initial
administrative fees in amount of h €.

The funds allocated to cover the estimated costs
of the Study shall be paid to the Institution only and
once the payments defined in the present section
are made by CRO on behalf of Sponsor to the
Institution, CRO and Sponsor will not have any
other responsibility.

Maximalni éastka na pacienta [l EUR

U pacientu, ktefi ze studie odstoupi pfedcasné,
bude odména vypolitana podle  podctu
absolvovanych a zdokumentovanych navstév.

Zdravotnické zafizeni potvrzuje pfijeti vSech
ocate€nich administrativnich nakladi ve vysi
hEUR.

Prostfedky na pokryti odhadovanych nakladi
studie budou poukazany vyhradné
zdravotnickému zafizeni, a jakmile CRO jménem
zadavatele uhradi Castky vedené v tomto bodu,
nebude mit CRO ani zadavatel VvUci
zdravotnickému zafizeni uz zadné dalSi zavazky.
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APPENDIX 3 PRILOHA 3
BANK DETAILS BANKOVNI UDAJE
Payee Details Informace o prijemci plateb
Jméno
Payee Name I piijemce I
plateb
Bank Name I Nazev I
banky
Bank Adresa
Bank St I Kod banky I
Code
” B e I
Bank account majitele
name I Gétu I
Bank N
Account No. Cislo uctu
IBAN N° IBAN
I I
BIC/SWIFT ] BIC/SWIFT L 1
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