Astellas: Protocol# 1517-CL-1003
Fakultni nemocnice v Motole

CLINICAL TRIAL AGREEMENT

This Clinical Trial Agreement (the
“Agreement”) is executed as of the date of last
signature and is effective as the date of its
publication in the Contract Registry (the
“Effective Date”) and is entered into by and
among:

(1) Astellas Pharma  Global
Development, Inc., located at 2375
Waterview Drive, Northbrook, IL 60062,
USA, Astellas Pharma
Europe B.V., having its registered address
Sylviusweg 62, 2333 BE Leiden, The
Netherlands as its legal representative in the
European Union for the purposes of this trial
(“Astellas”),

(2) ICON Clinical Research Limited,
located at South County Business Park,

Leopardstown, Dublin 18, Ireland, represented
b

mandate (“CRO”), and

(3) Fakultni nemocnice v Motole,
located at V Uvalu 84, 150 06 Praha 5, Czech
Republic ID: 00064203 Tax ID: CZ 00064203
represented by
based on a mandate (“Institution”).

RECITALS:

WHEREAS, the purpose of this
Agreement is for the Institution and its
Personnel (hereinafter defined), including
Principal Investigator, to conduct a clinical
trial (the “Study”), and for Astellas, together
with its affiliates (collectively “Sponsor”), to
sponsor such Study supported by Astellas in
accordance with the Protocol #1517-CL-1003
entitled “4 Phase 3, Open-Label, Uncontrolled
Study to FEvaluate the Activity, Safety,
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SMLOUVA O PROVEDENI
KLINICKEHO HODNOCENI

Tato smlouva o provedeni klinického
hodnoceni (,,smlouva“) je uzaviena k datu
posledniho podpisu a nabyva ucinnosti dnem

zvefejnéni  vregistru  smluv  (,datum
ucinnosti) a byla uzaviena mezi:
(1) spolecnosti Astellas Pharma

Global Development Inc. se sidlem na adrese
2375 Waterview Drive, Northbrook, IL 60062,
USA, , Astellas Pharma
Europe B.V., se sidlem Sylviusweg 62, 2333
BE Leiden, Nizozemsko jako jeji pravni
zastupce v Evropské unii pro ucely provadéni
této klinické studie (,,Astellas®),

(2) ICON Clinical Research Limited
se sidlem na adrese South County Business

Park, Leopardstown, Dublin 18, Irsko,
zastoupena
na zakladé

povéteni (,,CRO*) a

(3) Fakultni nemocnice v Motole, se
svidlem na adrese V vaalu 84, 150 06 Praha §,
Ceska republika, ICO: 00064203 DIC:

CZ00064203

na zaklad¢ povéteni
zdravotnich  sluzeb” /

(,,poskytovatel
,»poskytovatel®).

UVODNI CAST:

VZHLEDEM K TOMU, ZE, u¢elem
této smlouvy je provedeni klinického
hodnoceni (,,studie) poskytovatelem a jeho
personalem (definovanymi nize), vcetné
hlavniho zkousSejiciho, a zadani takové studie
spolecnosti Astellas a jejimi pfidruzenymi
spole¢nostmi (souhrnné »Zadavatel®)
s podporou spolecnosti Astellas dle protokolu
¢.1517-CL-1003  nazvaného ,,Otevriena,
nekontrolovand studie faze 3 pro hodnoceni

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
2 na pracovisté); datum verze: 6. dubna 2023;

verze 1.91

Page 1 of 54



Astellas: Protocol# 1517-CL-1003
Fakultni nemocnice v Motole

Pharmacokinetics and Pharmacodynamics of aktivity,

Roxadustat for the Treatment of Anemia in
Pediatric Participants with Chronic Kidney
Disease (CKD)” as provided under separate
cover (the “Protocol”) as related to the
compound Roxadustat (the “Study Drug”);

WHEREAS, Sponsor, CRO, and
Institution are individually referred to as a
“Party” and are collectively known as the
“Parties”;

wHEREAS, I

(“Principal Investigator”), an employee of

Institution, shall serve as the principal
investigator ~ primarily  responsible  for
conducting the Study;

WHEREAS, Sponsor, CRO, and

Principal Investigator shall enter into a
separate clinical trial agreement concerning the
Principal  Investigator’s  services  and
obligations in relation to the Study
(“Investigator Agreement”);

WHEREAS, CRO has been retained
by Sponsor under a separate written agreement
between CRO and/or CRO’s affiliate and
Sponsor to act as Sponsor’s contractor in
managing, monitoring and coordinating the
Study for Sponsor;

WHEREAS, Sponsor has also
authorized CRO to act as Sponsor’s agent to
execute this Agreement on Sponsor’s behalf,
binding Sponsor to the provisions to the extent
set forth in this Agreement; and

NOW,
consideration

THEREFORE, in

of the mutual covenants
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bezpecnosti, farmakokinetiky a
farmakodynamiky pripravku roxadustat pri
léecbe anemie u pediatrickych ucastnikii s
chronickym onemocnénim ledvin®, ktery je
samostatnym dokumentem, (,,protokol), a to
v souvislosti se slouceninou Roxadustat
(,,hodnoceny pripravek®);

VZHLEDEM K TOMU, ZE
zadavatel, CRO a poskytovatel jsou jednotlivé
oznacovani jako ,,smluvni strana“ a spolecné
jako ,,smluvni strany*;

vZHLEDEM K TOMU, ZE |

(,,hlavni zkouSejici®) je

zaméstnancem poskytovatele a bude plisobit

jako hlavni zkouSejici, ktery nese primarni
odpovédnost za provadeni studie;

VZHLEDEM K TOMU, ZE
zadavatel, CRO a hlavni zkouSejici uzaviou
samostatnou smlouvu o provedeni klinického
hodnoceni tykajici se sluzeb a povinnosti
hlavniho zkousejiciho v souvislosti se studii
(,,smlouva zkousejiciho*);

VZHLEDEM K TOMU, ZE
zadavatel vyuziva CRO na zaklad¢ samostatné
pisemné dohody mezi CRO a/nebo
piidruzenou spolecnosti CRO a zadavatelem,
dle niz CRO a/nebo jeji pfidruzena spolecnost
pusobi jako smluvni dodavatel zadavatele, aby
pro n¢j ftidila, monitorovala a koordinovala
studii;

VZHLEDEM K TOMU, ZE
zadavatel téz povéiil CRO, aby piisobila jako
jeho zmocnénd osoba pro podepsani této
smlouvy jeho jménem a zavazala zadavatele
k plnéni ustanoveni v rozsahu stanoveném
v této smlouve;

NYNI PROTO  vzhledem ke
vzajemnym zavazklim, jez jsou obsazeny
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contained herein, the Parties hereby agree as
follows:

Conduct of the Study.

Performance. Institution shall conduct, and

shall cause its directors, officers,
employees (including Principal
Investigator), consultants, contractors,

affiliates, subcontractors, agents, Study co-
investigators, or any other entities or third
parties who perform services in connection
with the Study (collectively, “Personnel”)
to conduct the Study in accordance with the
terms of this Agreement and with the
Protocol. To the extent the terms of this
Agreement conflict with the Protocol, the
Protocol shall control in matters of science
and Study subject safety and this
Agreement shall control in all other
matters. Further, Institution shall, and shall
cause its Personnel to perform services
related to the Study and all other
obligations pursuant to this Agreement in
accordance with all applicable rules, laws,
and regulations (“Applicable Laws”),
including the terms of the applicable
institutional review board (“IRB”) or
Ethics Committee (“EC”). Institution shall
be liable for the performance of its
Personnel. The Investigator Agreement

lays out the terms of Principal
Investigator’s responsibilities and
obligations in regard to the Study’s

performance at Institution.

Sponsor and CRO shall comply with
Applicable Laws applicable to their roles as
the sponsor of the Study and contract
research organization, respectively.

Additional Locations. If Institution intends
to perform any part of the Study at affiliated
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v této smlouve, se smluvni strany dohodly na
nize uvedeném.

b.

Provedeni studie.

Smluvni  plnéni. Poskytovatel bude
provadét a zajisti, aby jeho pfislusni
teditelé, vedouci pracovnici, zaméstnanci
(v€etn¢ hlavniho zkousejiciho), poradci,
smluvni dodavatelé, pfidruzené
spolecnosti, subdodavatelé, zmocnéné
osoby, spoluzkousejici podilejici se na
studii nebo jakékoli jiné pravnické osoby ¢i
treti strany, které poskytuji sluzby
v souvislostt  se  studii, (souhrnné
»personal®) provadéli studii v souladu
s podminkami této smlouvy a protokolu.
Pokud jsou podminky této smlouvy
v rozporu s protokolem, bude ve védeckych
otazkach ave véci bezpeCnosti subjektil
hodnoceni urcujici protokol ave vSech
ostatnich otazkach bude wurcujici tato
smlouva. Poskytovatel dale bude a zajisti,
ze jeho personal bude, vykonavat sluzby
souvisejici se studii avSechny dalsi
zavazky podle této smlouvy v souladu se

vsemi  platnymi  pravidly,  zakony
a predpisy (,,platné pravni predpisy®),
ato véetné podminek prislusné

institucionalni hodnotici komise (,,IRB*)
nebo etické komise (,,EK*). Poskytovatel
bude odpovédny za plnéni smlouvy ze
strany  svého  persondlu.  Smlouva
zkousejiciho stanovi podminky, pokud jde
0 povinnosti a zavazky hlavniho
zkousejiciho v souvislosti s provadénim
studie ve zdravotnickém zafizeni.

Zadavatel a CRO budou dodrzovat platné
pravni piedpisy, které se tykaji jejich tlohy
zadavatele studie, resp. smluvni vyzkumné
organizace.

Dals$i mista provadéni studie. Pokud ma
poskytovatel pied zahdjenim studie podle
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hospitals or treatment centers which are not
wholly owned subsidiaries, prior to
commencing the Study pursuant to this
Agreement, Institution must ensure it has
obtained Sponsor’s approval for the
conduct of the Study at such additional
locations and Institution has an agreement
with such affiliated hospitals or treatment
centers (“Additional Approved
Locations”). Institution shall at all times be
liable for the performance of Additional
Approved Locations and shall ensure
Additional Approved Locations comply
with all the obligations applicable to
Institution as set forth herein.

Registration. Sponsor shall register the
Study on www.clinicaltrials.gov and shall
allow registration on
http://www.sukl.cz/modules/evaluation/
and http://clinicaltrialsregister.eu/ prior to
Study enrollment.

Recipient  of  Services. Institution
acknowledges that CRO is the recipient and
beneficiary of the services described in this
Agreement.

- —
F
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této smlouvy v umyslu provést jakoukoli
¢ast studie v pfidruZzenych nemocnicich
nebo lécebnych centrech, kterd nejsou plne
vlastnénymi dcetfinymi spolecnostmi, musi
zajistit  ziskani  souhlasu  zadavatele
s provadénim studie na takovych dalSich
mistech amit uzavienou  dohodu
s takovymi pfidruzenymi nemocnicemi
nebo léCebnymi centry (,,dalSi schvalena
mista“).  Poskytovatel bude  vzdy
odpovédny za plnéni smlouvy ze strany
téchto dalSich schvalenych mist a zajisti,
aby dalsi schvalena mista splnila vSechny
zavazky, které se na poskytovatele podle
této smlouvy vztahuji.

c.  Registrace. Zadavatel pred
zafazovanim subjekt do studie
zaregistruje studii na webovych strankach
www.clinicaltrials.gov, a  umozni
zaregistrovani na strankéach

http://www.sukl.cz/modules/evaluation/ a
http://clinicaltrialsregister.eu/.

d.  Pfijemce sluzeb. Poskytovatel bere na
védomi, ze CRO je pfijemcem
a beneficientem sluzeb popsanych v této
smlouvé.
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2. STUDY DRUG AND SPECIMENS.

Provision. Sponsor shall provide Institution
and Principal Investigator with Study Drug
free of charge for use in the Study.
Institution understands and acknowledges
that the Study Drug is to be used by
Institution and Principal Investigator only
as set forth in the Protocol. With regard to
any comparator drug(s) and/or placebo
materials administered to Study subjects as
a part of the Study, Sponsor will either
provide these free of charge or reimburse
Institution for procuring them.

Sponsor shall ensure distribution of the
shipment of investigational medicinal
products to the pharmacy of the Provider of
Medical Services, where it will be received
and inspected by a pharmacist (just like any
other shipments — i.e. for any signs of
damage; in the case of any special transport
requirements, whether such requirements
have been met; they will confirm the receipt
of the shipment); the Investigator shall
subsequently collect the investigational
medicinal products for the site using a
requisition form and is fully responsible for
them. Pharmacy will be notified
automatically via email (sent by IWRS)
about the shipment delivery timelines.

Storage. Principal Investigator shall store
all Study Drug securely as designated in the
Protocol, but in any event, in either a central
pharmacy where a qualified pharmacist
supervises dispensing, or in a restricted area
where Principal Investigator supervises
dispensing.

Specimens. All biological material of
human origin and specimens obtained as a
result of, or as otherwise necessary for, the

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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2. HODNOCENY PRIPRAVEK
A VZORKY.
Poskytovéni. Zadavatel bezplatn€ poskytne

poskytovateli a hlavnimu zkouSejicimu
hodnoceny pftipravek pro pouziti v ramci
studie. Poskytovatel je srozumén s tim
a bere na védomi, ze poskytovatel a hlavni
zkousSejici ma pouzivat hodnoceny
piipravek pouze tak, jak je stanoveno
v protokolu. Pokud jde o srovnavaci
piipravek/ptipravky  a/nebo  placebové
materidly poddvané subjektim hodnoceni
v ramci studie, zadavatel je bud’ poskytne
bezplatné, nebo uhradi poskytovateli jejich
zajisténi.

Zadavatel  zajisti  distribuci  zésilky
hodnocenych  IéCivych pripravki  do
1ékarny poskytovatele zdravotnich sluzeb,
kde je lékarnik ptfevezme a zkontroluje
(jako jiné zasilky - tzn. neni-li poskozena, v
piipad¢ zvlastnich pozadavki na transport,
byly-li tyto pozadavky dodrZeny, piijem
zasilky potvrdi), ndsledné si na Zadanku
zkousejici hodnocené 1écivé piipravky
vyzvedne na centrum a je za né¢ plné
zodpovédny. Lékarna bude automaticky
informovéana e-mailem (zaslanym
prostiednictvim IWRS) o terminech dodani
zasilky.

Uchovavani. Hlavni zkousSejici bude
uchovavat vSechen hodnoceny piipravek
bezpecné tak, jak je stanoveno v protokolu,
avSak vkazdém piipadé bud v centralni
I¢karn¢, kde bude na vydej dohlizet
kvalifikovany 1ékarnik, nebo v misté
s omezenym piistupem, kde bude na vyde;j
dohlizet hlavni zkousejici.

Vzorky. VSechny biologické materidly
lidského  pivodu avzorky  ziskané
v dtsledku provadéni studie nebo jinak, jak
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performance of the Study (collectively
“Specimens”) shall be controlled by
Sponsor to the extent permitted by
Applicable Laws and Authorization
Document(s) (hereinafter defined). Upon
completion or termination of the Study, as
directed by Sponsor and/or CRO,
Institution or Principal Investigator shall
either ship all Specimens to Sponsor or
destroy such Specimens, in each case, in
accordance with Applicable Laws and
Authorization  Document(s) and at
Sponsor’s reasonable expense.

Approvals and Consent.

Protocol ~ Approval. Prior to the
commencement of the Study, or if
appropriate because of modifications
during the Study, Institution and Principal
Investigator shall ensure that the Protocol
(or any amendments thereto) has been
approved by the IRB or EC, with such IRB
or EC approval being provided to CRO.

Authorization Documents. Prior to the
enrollment of a Study subject into Study
and prior commencement of the Study, or if
appropriate because of modifications,
during the Study, Institution and Principal
Investigator shall ensure that the Study
subject informed consent form (“ICF”) is
in compliance with Applicable Laws and a
written authorization, whether included
within the ICF or separate documentation,
to use and disclose Study subjects’ personal
information in accordance with Applicable
Laws (the “Personal Information
Authorization”), have been approved by
(1) the Sponsor, CRO or their respective
designees; and (ii) the IRB or EC, with such
IRB or EC approval being provided to
CRO. The ICF and the Personal
Information Authorization may collectively

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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je pro provadéni studie nezbytné, (souhrnné

,»VZOrky*) budou kontrolovany
zadavatelem v rozsahu povoleném
platnymi pravnimi pfedpisy a dokumentem
/dokumenty poskytujicimi svoleni

(definovanymi nize). Poskytovatel nebo
hlavni zkousejici budou po dokonceni nebo
ukonceni studie postupovat podle pokynt
zadavatele a/nebo CRO abud zaSlou
vSechny vzorky zadavateli, nebo takové
vzorky zniCi; v obou pfipadech tak ucini
v souladu s platnymi pravnimi ptedpisy
a dokumentem/dokumenty  poskytujicimi
svoleni a na pfiméfené naklady zadavatele.

Schvaleni a souhlas.

a. Schvéleni protokolu. Poskytovatel a hlavni
zkousejici pred zahajenim studie nebo
béhem studie, pokud je to vhodné kviili
upravam zajisti, aby byl protokol (nebo
jakékoli dodatky k protokolu) schvalen
IRB nebo EK aaby takové schvaleni ze
strany IRB nebo EK bylo poskytnuto CRO.

b. Dokumenty  poskytujici  svoleni.
Poskytovatel ahlavni zkousejici pred
zafazenim subjektu hodnoceni do studie a
pred zahdjenim studie nebo b&hem studie,
pokud je to nutné kviili upravam, zajisti, ze
formulaf informovaného souhlasu subjektu
hodnoceni  (,,ICF*) bude v souladu
s platnymi pravnimi ptedpisy a Ze pisemné
svoleni k pouziti osobnich udaji subjekti
hodnoceni ajejich sdileni v souladu
s platnymi pravnimi ptedpisy (,,svoleni
k pouziti a sdileni osobnich tudaju‘) bez
ohledu na to, zda bude obsazeno v ICF
nebo v samostatném dokumentu, bude
schvaleno (i) zadavatelem, CRO nebo
jejich pfislusnymi poveéfenymi osobami
a (i1) IRB nebo EK a ze takové schvaleni ze
strany IRB nebo EK bude poskytnuto CRO.
ICF a svoleni k pouziti a sdileni osobnich
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be referred to as “Authorization
Documents”. Such Authorization
Documents shall permit all disclosures of
such protected health information by
Institution and Principal Investigator to
Sponsor and its authorized designees and
the Study team and other professionals
involved in the Study for purposes relating
to the Study and for all other purposes
permitted by law.

Study Subject Authorization Documents.

Astellas: protokol ¢. 1517-CL-1003
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udaji mohou byt souhrnné oznacovany
jako ,,dokumenty poskytujici svoleni‘.
Takové dokumenty poskytujici svoleni
umozni poskytovateli a hlavnimu
zkousejicimu, aby zadavateli ajeho
poveéfenym osobam, tymu studie a dal$im
odbornym pracovniklim zapojenym do
studie zpftistupnili veskeré takové chranéné
zdravotni informace pro ucely souvisejici
se studii apro vSechny ostatni ucely
povolen¢ zakonem.

Dokumenty poskytujici svoleni subjektu

Institution and Principal Investigator shall
obtain from each Study subject (or his/her
lawful representative) at the latest prior the
time of enrollment in the Study signed
Authorization Documents in the forms
approved in accordance with this Section
(Approvals and Consent).

1. Responsibilities. It is the responsibility
of each Party to effect and maintain all
inventories and registrations for the
processing of Personal Data, as
defined under Article 4.1 of the
General Data Protection Regulation,
and as required under Applicable Law.
The Parties shall cooperate and assist
each other with respect to any data
protection impact assessments as
required by Article 35 of the General
Data Protection Regulation and/or
prior consultations with regulatory
authorities as required by Article 36 of
the General Data Protection Regulation
that may be required in respect to
processing that is carried out under this
Agreement,

ii.  Security. Each of Sponsor, CRO, and
Institution shall implement appropriate

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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hodnoceni. Poskytovatel a hlavni
zkousejici nejpozdéji pred okamzikem
zafazenim do studie ziskaji od kazdého
subjektu hodnoceni (nebo jeho zakonného
zastupce) podepsané dokumenty
poskytujici svoleni za pouziti formulait
schvalenych v souladu s timto odstavcem
(,,Schvaleni a souhlas®).

1. Povinnosti. Kazda smluvni strana
odpovida za vytvoreni a vedeni vsech
seznamil a registraci pro zpracovani
osobnich udaja definovanych podle

¢lanku 4.1 obecného nafizeni
o ochran¢ osobnich udaji apodle
pozadavku platnych pravnich

predpisi. Smluvni strany budou
spolupracovat a budou si vzijemné
pomahat, pokud jde o vyhodnoceni
dopadu  ochrany udaji  podle
pozadavka  cClanku 35 obecného
Natizeni o ochran¢ osobnich udaji
a/nebo pred uskutecnénim konzultaci
s kontrolnimi urady v souladu
s pozadavky  ¢lanku 36  obecného
Natizeni o ochrané¢ osobnich udaji,
které mohou byt nutné s ohledem na
zpracovani osobnich udajii provadéné
podle této smlouvy.

ii. Zabezpeceni. Zadavatel, CRO
a poskytovatel individudlné¢ zavedou
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technical and organizational measures
to protect the Personal Data against
accidental or unlawful destruction or
accidental loss, alteration,
unauthorised disclosure or access, and
which provide a level of security
appropriate to the risk represented by
the processing and the nature of the
data to be protected the requirements of
Applicable Law  regarding the
processing and transfer of Personal
Data.

Breaches: If Institution becomes aware
of a Personal Data Breach (hereinafter
defined) related to Personal Data
processed under this Agreement,
Institution shall immediately notify
CRO and Sponsor without undue
delay. In the event of such a Personal
Data Breach, Institution will fully
cooperate with Sponsor and CRO to
remedy the Personal Data Breach and
comply with any notification
requirements to  authorities. A
“Personal Data Breach” refers to any
potential unauthorized access,
acquisition, use, disclosure or
destruction of Personal Data as defined
in Article 4-(12), Article 33 and 34 of
the  General  Data  Protection
Regulation.

Requests. The Parties agree that, as
between them, Institution is best able
to manage requests from Study
subjects for access, amendment,
transfer, restriction, or deletion of
Personal Data in the context of the
Study. Institution shall immediately,
but no later than two (2) business days
after receiving such request, inform

1il.

1v.

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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vhodna  technickd  a organiza¢ni
opatfeni k ochrané¢ osobnich udaji
proti ndhodnému nebo nezakonnému
zniCeni nebo nahodné ztraté, zmeéne,
neopravnénému  sdélovani  nebo
pfistupu, jez zajisti uroven bezpecnosti
odpovidajici riziku, které predstavuje
zpracovani, a povaze udajl, které maji
byt chranény podle pozadavki
platnych  pravnich pifedpisi  pro
zpracovani  apfeddavani  osobnich
udaju.

Poruseni zabezpeceni osobnich udaju.

Pokud se  poskytovatel dozvi
o poruseni zabezpeceni osobnich udaja
(definovaném  nize) v souvislosti

sosobnimi  udaji  zpracovavanymi
podle této smlouvy, bude otom bez
zbytecného prodleni informovat CRO
a zadavatele. V pfipadé takového
poruseni zabezpeceni osobnich udaji
bude poskytovatel plné spolupracovat
se zadavatelem a CRO na napravé
takového  poruseni zabezpeceni
osobnich udajii abude dodrzovat
veskeré pozadavky na oznamovani
ufadim. ,,PoruSenim zabezpeceni
osobnich udaju“ se rozumi jakykoli
potencidlni  neopravnény  pfistup
k osobnim udajim ajejich ziskéni,
pouziti, sdileni nebo znieni, jak je
uvedeno ve clancich 4 (12), 33 a 34
obecného natfizeni o ochran¢ osobnich
udaju.

Zadosti. Smluvni strany souhlasi s tim,
ze poskytovatel je znich nejlépe
schopen fesSit zadosti hodnoceni ve
véci  piistupu, upravy, predani,
omezeni nebo vymazani osobnich
udaji vramci studie. Poskytovatel
bude neprodlené, avsak nejpozdéji do
dvou (2) pracovnich dnti po obdrzeni
takové Zzadosti informovat CRO

Trojstranna smlouva o provedeni klinického hodnoceni

pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
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CRO and Sponsor about any request
received from a Study subject (or
his/her lawful representative) to
exercise his/her right to access, object,
correct, or delete Personal Data held
about him/her in the context of the
Study. In the event that Sponsor (or
CRO on behalf of the Sponsor)
receives a request from a Study subject
for such access, amendment, transfer,
restriction, or deletion, Sponsor (or
CRO on behalf of the Sponsor) shall
forward the request to Institution.
Institution shall respond to Study
subjects”  requests  for  access,
amendment, transfer, restriction, or
deletion of Personal Data in
accordance with Applicable Law and
this Agreement. Institution
acknowledges that in order to maintain
the integrity of Study results, the
ability to amend, restrict, or delete
Personal Data may be limited, in
accordance with Applicable Law.

Personnel Consent. Institution shall ensure
that the processing of any Personal Data of
Personnel, including Principal Investigator,
which may be necessary within the
framework of the Study, shall be
undertaken in a lawful manner consistent
with the terms herein. Such processing shall
include the transfer of the Personal Data of
the Personnel to the Sponsor and CRO for
Study-related purposes (e.g. ensuring
compliance ~ with  data  protection
legislation; assessing the Personnel’s
qualifications to perform a Study and future
projects; management and control of the
Study; or disclosing to the national or
foreign regulatory authorities the details of
any of the Personnel’s benefits under this
Agreement, as required by Applicable

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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a zadavatele o jakékoli zadosti
obdrzené od subjektu hodnoceni (nebo
jeho pravniho zastupce) v souvislosti
s uplatiiovanim prav subjektu
hodnoceni na pfistup k osobnim
udajlim, vzneseni namitky, opraveni ¢i
vymazani osobnich udaji, jez jsou
o subjektu hodnoceni v ramci studie
uchovavany. V ptipad¢, ze zadavatel
(nebo CRO jménem zadavatele) obdrzi
zéadost od subjektu hodnoceni ve véci
takového pfistupu, upravy, piedani,
omezeni nebo vymazani, zadavatel
(nebo CRO jménem zadavatele) pieda
zadost poskytovateli. Poskytovatel
bude na zadosti subjektii hodnoceni ve
véci  piistupu, upravy, predani,
omezeni nebo vymazani osobnich
udaji reagovat podle platnych
pravnich pfedpist atéto smlouvy.
Poskytovatel bere na védomi, ze
v souladu s platnymi pravnimi
pfedpisy mize byt omezena moznost
upravit, omezit nebo vymazat osobni
udaje, aby byla zachovana integrita
vysledki studie.

d. Souhlas persondlu. Poskytovatel zajisti, Ze
zpracovani jakychkoli osobnich udaja
persondlu, vcetné hlavniho zkousejiciho,
které miize byt vramci studie nezbytné,
bude provadéno zdkonnym zplsobem
v souladu s podminkami této smlouvy.
Takové zpracovani bude zahrnovat predani
osobnich udaji personalu zadavateli a CRO
pro ucely souvisejici se studii (napf.
zajisténi dodrzovani legislativy na ochranu
osobnich 1daji; posouzeni kvalifikace
personalu pro provadéni studie a budoucich
projektli; fizeni akontrola studie nebo
sd€leni podrobnych informaci o benefitech
personalu podle této smlouvy néarodnim
nebo zahraniénim kontrolnim ufadim
v souladu s pozadavky platnych pravnich
piedpist). Poskytovatel poskytne personalu

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
2 na pracovisté); datum verze: 6. dubna 2023;

verze 1.91
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Laws). Institution shall provide to
Personnel the appropriate information for
any data processing activities and
particularly will ensure that Personnel are
fully informed that such transfer of their
Personal Data may be to countries where
the level of data protection may not be of
the same level as offered by the laws of the
Czech Republic. The Parties shall
undertake all required technical and
organisational measures to ensure the
security and integrity of the Personnel’s
Personal Data processed within the
framework of the Study. The Personnel
shall be allowed to access their Personal
Data that has been collected by CRO and
Sponsor, to update their Personal Data or to
have any inaccurate Personal Data relating
to them corrected, to request deletion or
object to processing or to restrict processing
of their Personal Data or request portability.

Monitoring and Access.

Sponsor and CRO Monitoring and Audits.
Sponsor, CRO, or their designees, during
regular business hours and upon 3 days
written notice may: (i) monitor, audit,
examine, and inspect Institution’s facilities
and Equipment (hereinafter defined)
required for performance of the Study; and
(i1) subject to applicable Study subject
confidentiality considerations, inspect and
copy all data and work products relating to
the Study including, but not limited to,
medical records and CRFs (hereinafter
defined). Institution agrees to cooperate
with CRO’s and Sponsor’s monitoring and
audit procedures.

Confidentiality of Study Subject Medical
Records. In the event that Sponsor or CRO

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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piislusné  informace  pro  Cinnosti
zpracovani osobnich udaji a zejména
zajisti, aby byl personal pln¢ informovan
o tom, ze jejich osobni tdaje mohou byt
piedany do zemi, kde uroveil ochrany tidaji
nemusi byt na stejné urovni, jako je troven
nabizend zdkony Ceské republiky. Smluvni
strany ucini v§echna pozadovana technicka
a organizacni opatteni k zajisténi
bezpecnosti a integrity osobnich udajt
personalu zpracovavanych v ramci studie.
Personal bude mit moznost ziskat ptistup ke
svym osobnim udajim, které¢ byly
shromazdény CRO a zadavatelem,
aktualizovat své osobni idaje nebo nechat
opravit jakékoli nepfesné osobni udaje,
které s nimi souviseji, pozadat o vymazani,
vznést namitku proti zpracovani, omezit
zpracovani svych osobnich udaji nebo
pozadat o jejich pienositelnost.

4. Monitorovani a pristup.

a.  Monitorovani aaudity ze strany
zadavatele a CRO. Zadavatel, CRO nebo
jejich povéiené osoby mohou béhem bézné
pracovni doby ana zakladé¢ pisemného
ozndmeni 3 dny pfedem: (i) monitorovat,
provést audit, zkoumat a provést inspekci
prostor avybaveni (definovaného dale)
poskytovatele, které jsou potfebné pro
provedeni  studie, a(ii) v souladu
s platnymi pravidly pro zajisténi ditvérnosti
udajii  subjektu  hodnoceni  provadét
inspekce  a kopirovat veskeré¢ udaje
a vysledky prace souvisejici se studii,
mimo jiné véetné zdravotni dokumentace
a CRF (definovanych nize). Poskytovatel
souhlasi s tim, ze bude spolupracovat pfi
monitorovacich  a auditnich  postupech
CRO a zadavatele.

b. Duvérnost zdravotni dokumentace
subjektii _hodnoceni.  V piipadé, zZe

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
2 na pracovisté); datum verze: 6. dubna 2023;
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comes into contact with any Study subject’s
medical records, Sponsor and CRO shall
hold in confidence the identity of the Study
subject and shall comply with all
Applicable Laws and regulations regarding
the confidentiality of such records.

Government Agency and Regulatory

Astellas: protokol ¢. 1517-CL-1003
Fakultni nemocnice v Motole

zadavatel nebo CRO piijdou do kontaktu se
zdravotni dokumentaci subjektu
hodnoceni, zachovaji divérnost totoznosti
subjektu hodnoceni abudou dodrzovat
vSechny platné pravni pfedpisy a nafizeni,
ktera se tykaji zachovani diivérnosti takové
dokumentace.

c. Inspekce ze strany vladnich orgdnt

Authority Inspections. Applicable
government agencies and regulatory
authorities, to the extent permitted by
Applicable Laws, may (i) audit, examine
and inspect Institution’s facilities required
for performance of the Study; and
(i1) inspect and copy all data and work
products relating to the Study. Institution
agrees to fully cooperate with such
government agencies and regulatory
authorities. Institution shall provide prompt
written notice to CRO and Sponsor, in the
event that Institution is the subject of an
inspection or audit by a governmental
agency or regulatory authority in
connection with the Study. Sponsor or its
designee shall have the opportunity to be
present during any inspection or audit
relating to the Study or its performance at
Institution’s facility, unless otherwise
prohibited by the inspecting or auditing
agency or authority. Unless otherwise
prohibited by Applicable Laws, Sponsor or
its designee should be provided with all
documentation in Institution’s possession,
issued to or provided by government
agencies and regulatory authorities relating
such inspection or audit. For purposes of
clarity, nothing in this Agreement shall be
interpreted to curtail or otherwise limit
inspection or audit rights of government
agencies and regulatory authorities
overseeing the conduct of the Study.

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91

a kontrolniho ufadu. Pfislusné vladni
organy a kontrolni ufady mohou v rozsahu
povoleném platnymi pravnimi piedpisy: (i)
provadét audit, zkoumat a provadét
inspekce prostor poskytovatele potiebnych
pro provedeni studie a(ii) provadét
inspekce  a kopirovat veskeré¢ udaje
avysledky prace souvisejici se studii.
Poskytovatel souhlasi stim, Ze bude
s takovymi vladnimi orgény a kontrolnimi
ufady pln€ spolupracovat. Poskytovatel
neprodlené¢ poskytne CRO a zadavateli
pisemné oznameni v pfipadé, Ze bude
v souvislosti se studii pfedmétem inspekce
¢i auditu ze strany vladniho organu nebo
kontrolniho tfadu. Zadavatel nebo jeho
povéfend osoba budou mit moznost byt
pritomni béhem inspekce <¢i auditu
souvisejicich se studii nebo provadénim
studie v prostorach poskytovatele, pokud to
jinak nebude zakazano organem ¢i Gfadem
provadéjicim inspekci nebo audit. Pokud
neni platnymi pravnimi ptedpisy zakézano
jinak, ma byt zadavateli nebo jeho povétené
osob¢é poskytnuta veskera dokumentace
v drzeni poskytovatele, kterou v souvislosti
s takovou inspekci nebo audiem vydaly
nebo poskytly vladni organy nebo kontrolni
urady. Pro ti€ely srozumitelnosti nebude nic
v této smlouve vykladano tak, ze by mohlo
dojit ke zredukovani nebo jinému omezeni
prav na provedeni inspekce ¢i auditu ze
strany vladnich organi nebo kontrolnich
ufadu, které dohlizeji na provadéni studie.

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
2 na pracovisté); datum verze: 6. dubna 2023;
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No Separate Compensation. It is expressly
understood and accepted by Institution that
neither the Sponsor nor the CRO will
separately compensate Institution or any
member of Personnel for: (i) any assistance
or guidance provided to the IRB, EC,
government agencies, or regulatory
authorities and (ii) any assistance or
guidance provided to Study monitors or
Sponsor’s auditors.

Survival. This Section (Monitoring and
Access) shall survive the expiration or
termination of this Agreement.

Records and Reports.

Records and CRFs. Institution and
Principal Investigator shall prepare and
maintain accurate written and electronic
records, reports, and data of and/or
resulting from and/or relating to the
performance of the Study (including, but
not limited to, case report forms (“CRFs”),
other Source Documents and other
Essential Documents as defined by the
International Conference on Harmonization
(“ICH”) guidelines). Institution and
Principal Investigator shall submit CRFs
for each Study subject whether
electronically or on paper in a timely
manner as set forth in the Payment
Schedule (hereinafter defined). Any
requirements relating thereto set forth in the
Protocol or in written instructions provided
to Institution and Principal Investigator,
including, but not limited to, requirements
for the preparation of CRFs, shall be
followed.

Reports. As required by the applicable IRB,
EC or regulatory bodies, Institution and
Principal Investigator shall submit any
reports relating to the Study to the IRB, EC

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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d. Neposkytnuti samostatné odmény.
Poskytovatel vyslovné bere na védomi
a uznava, ze zadavatel ani CRO neposkytne
poskytovateli ani  zddnému  ¢lenovi
personalu samostatnou odmeénu za: (i)
jakoukoli pomoc nebo pokyny poskytnuté
IRB, EK, vladnim organim nebo
kontrolnim ufadiim a (ii) jakoukoli pomoc
nebo pokyny poskytnuté monitortim studie
nebo auditorim zadavatele.

e. Pretrvdni platnosti. Tento odstavec
(,,Monitorovani a pristup®) pretrva
v platnosti 1 po ukonceni této smlouvy nebo
po uplynuti jeji platnosti.

5. Zaznamy a zpravy.

a.  Zéznamy a CRF. Poskytovatel a hlavni
zkousejici vyhotovi a budou vést presné
pisemné a elektronické zaznamy, zpravy
audaje, které se tykaji provadéni studie,
a/nebo zn¢ vyplyvaji a/mebo snim
souviseji (mimo jiné vcetn¢ zdznamu
subjektu  hodnoceni [,,CRF“], dalSich

zdrojovych dokumenti a jinych
nezbytnych dokumentii tak, jak jsou
definovany pokyny Mezinarodni

konference o harmonizaci  [,,JICH]).
Poskytovatel ahlavni zkouSejici vcas
piedlozi CRF pro kazdy subjekt hodnoceni
v elektronické ¢i papirové podobe, jak je
stanoveno v harmonogramu plateb
(definovaném nize). Budou dodrzovany
veskeré souvisejici pozadavky, které jsou
stanoveny v protokolu nebo v pisemnych
pokynech  poskytnutych  poskytovateli
a hlavnimu zkousejicimu, mimo jiné véetné
pozadavki na zpracovani CRF.

b. Zpravy. Poskytovatel a hlavni zkousSejici
predlozi jakékoli zpravy tykajici se studie
IRB, EK a/nebo kontrolnim uradim
v souladu s pozadavky pfislusné IRB, EK

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
2 na pracovisté); datum verze: 6. dubna 2023;
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and/or regulatory bodies with copies
thereof to Sponsor and CRO.

Adverse Events. Institution and Principal
Investigator shall report and track all
adverse events (“AEs”) (as such term is
defined in the Protocol) in compliance with
the Protocol and Applicable Laws.
Institution and Principal Investigator shall
be responsible for wupdating all AE:s,
including any serious or expedited safety
reports.

Sponsor Safety Reporting. As required by
Applicable Laws, CRO and/or Sponsor will
promptly notify Institution and Principal
Investigator of any monitoring or
inspection findings that could affect the
safety of Study subjects or their willingness
to continue participating in the Study,
materially influence the conduct of the
Study, or alter the IRB’s/EC’s approval to
continue the Study.

Record Retention. Institution and Principal
Investigator shall retain all data generated
in the course of the Study (including
documents referenced in Section 5(a)
above) for the period of 25 (twenty-five)
years as required by applicable local
regulatory requirements. Institution shall
determine the disposition of the data after
such retention period in accordance with its
internal policies and any other of its legal or
regulatory requirements. For the avoidance
of doubt, Institution and Principal
Investigator are deemed to have possession,
custody, and control of Essential
Documents, including Source Documents,
as referenced and defined in the ICH.

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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nebo kontrolnich ufadii ajejich kopie
predaji zadavateli a CRO.

c. Nezadouci ptihody. Poskytovatel a hlavni
zkouSejici ohlasi vSechny nezadouci
piihody (,,AE) (dle definice tohoto vyrazu
uvedené v protokolu) a budou je sledovat
v souladu s protokolem a platnymi
pravnimi pfedpisy. Poskytovatel a hlavni
zkousejici budou odpovidat za aktualizaci
vSech udaji o AE, vcetné zprav
o zavaznych AE nebo spéSnych zprav
tykajicich se bezpecnosti.

d. Podavani zprdv o bezpecnosti ze strany
zadavatele. CRO a/nebo zadavatel budou
v souladu s platnymi pravnimi predpisy
neprodlen¢  informovat  poskytovatel
a hlavniho  zkouSejiciho o jakychkoli
poznatcich z monitorovani nebo inspekce,
kter¢ by mohly mit vliv na bezpecnost
subjektti hodnoceni nebo na jejich ochotu
pokraCovat v ucCasti ve studii, zasadné
ovlivnit provadéni studie nebo zménit
schvaleni pokraCovani studie ze strany
IRB/EK.

e. Archivace zaznamu. Poskytovatel a hlavni
zkousejici budou archivovat veskeré tidaje
vytvofené v prubéhu studie (vcetné
dokumentti uvedenych v odstavci 5(a)
vyse) po dobu 25 (dvaceti péti) let
vsouladu s  piislusSnymi  pozadavky
mistnich kontrolnich ufadl. Poskytovatel
v souladu se svymi internimi zasadami
a dalSimi pozadavky pravnich predpist
nebo kontrolnich ufadd urc¢i, jak bude
s takovymi daji po takovém archiva¢nim
obdobi nakladano. Aby se piedeslo
pochybnostem, ma se za to, Ze poskytovatel
ahlavni  zkouSejici maji v drzeni,
vuschov€ apod kontrolou nezbytné
dokumenty, vCetné¢ zdrojovych dokumenti
tak, jak jsou uvedeny a definovany v ICH.

Trojstranna smlouva o provedeni klinického hodnoceni
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Survival. This Section (Records and
Reports) shall survive the expiration or
termination of this Agreement.

Term and Termination.

Term. This Agreement shall be effective as
of the Effective Date until the completion
of the Study, unless it is earlier terminated
in accordance herewith.

Termination. Sponsor and/or CRO may
terminate this Agreement:

1. upon thirty (30) days written notice to
Institution for any reason; or

ii. immediately upon written notice to
Institution if any of the following
conditions occur:

A. if the authorization and approval
to perform the Study is not granted
or withdrawn by any regulatory
agency or the cessation of the
Study is a requirement of the
applicable IRB or EC;

B. if animal, human, or toxicological
test results, or the emergence of
any AE, in the opinion of Sponsor,
support termination of the Study;

C. if Institution or any Personnel fail
to comply with the terms of the
Protocol, Applicable Laws, or

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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platnosti. Tento odstavec
(,,Zaznamy a zpravy®) pretrva v platnosti
ipo ukonceni této smlouvy nebo po
uplynuti jeji platnosti.

Doba platnosti smlouvy a jeji ukonceni.

Doba platnosti smlouvy. Tato smlouva
bude uc¢innda ode dne UCinnosti do
dokonceni studie, pokud nebude diive
ukoncena v souladu s podminkami
smlouvy.

Ukonceni smlouvy. Zadavatel a/nebo CRO
mohou tuto smlouvu ukondit:

i. zjakéhokoli  divodu  pisemnym
oznamenim poskytovateli se lhiitou
30 dnti nebo

ii. okamzit¢ pisemnym  ozndmenim
poskytovateli v pfipadé, Ze bude
splnéna kterdkoli zdale uvedenych
podminek:

A. pokud kontrolni tfad nepotvrdi
nebo odebere svoleni a schvaleni
provedeni studie nebo pokud
piislusnd IRB nebo EK vznese
pozadavek na zastaveni studie;

B. pokud vysledky testli na zvitatech,
testil u ¢loveka nebo
toxikologickych testl nebo vyskyt
jakékoli nezadouci ptihody podle
nazoru zadavatele podporuje
ukondeni studie;

C. pokud poskytovatel nebo personal
nedodrzi podminky protokolu ¢i
platnych pravnich ptfedpist nebo

Trojstranna smlouva o provedeni klinického hodnoceni
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otherwise breaches a material term
of this Agreement;

D. if, for any reason, Principal
Investigator is unwilling or unable
to continue to serve as the
principal investigator and a
successor, acceptable to both the
Institution and Sponsor, is not
available; or

E. in the event CRO or Sponsor
receives any information which it,
in good faith, determines to be
evidence of an actual, alleged,
possible or potential breach by
Institution of any representation or
warranty in this Agreement.

c. Obligations upon  Termination  or

Expiration.

L.

In the event of any termination or
expiration of this Agreement and in
addition to any obligations otherwise
included in this Agreement, Institution
and Principal Investigator shall:
(1) promptly return to CRO or its
designee any unused materials related
hereto, including, but not limited to,
Equipment  (hereinafter  defined),
Study Drug(s), comparator drug(s), if
applicable, or, upon Sponsor’s
approval, Institution and Principal
Investigator will destroy such Study
Drug(s) and/or comparator drug(s) and
send proof of destruction to Sponsor, at
Sponsor’s reasonable expense;
(i1) within thirty (30) days following
such termination or expiration, provide
CRO with all Study data, CRFs not
already submitted and all related
queries, regardless of  whether
complete or not; and (iii) immediately

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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jinak porusi zasadni podminku
této smlouvy;

D. pokud zjakéhokoli divodu neni
hlavni zkouSejici ochoten nebo
schopen nadale pusobit ve své
pozici  hlavniho  zkouSejiciho
aneni k dispozici jeho nastupce,
ktery by byl pfijatelny pro
poskytovatel 1 zadavatele, nebo

E. v pftipadé, ze CRO nebo zadavatel
obdrzi jakékoli informace, o nichz
v dobré vife rozhodnou, ze jsou
dukazem skute¢ného, domnélého,
mozného nebo potencialniho
poruseni jakéhokoli prohlaseni ¢i
zaruky v této smlouvé ze strany
poskytovatele.

c. Zavazky po ukonéeni smlouvy nebo
uplynuti jeji platnosti.

1. 'V ptipad¢ ukonceni této smlouvy nebo
uplynuti  jeji  platnosti  a navic
k zdvazkim jinak obsazenym v této
smlouvé poskytovatel a hlavni
zkousejici: (1) ithned vrati CRO nebo
jeji povetené osobé veskeré nepouzité
materidly souvisejici s touto smlouvou,
mimo  jiné  vcetné¢  vybaveni
(definovaného nize), hodnoceného
ptipravku / hodnocenych ptipravku ¢i
piipadn¢ srovnavaciho pftipravku/
srovnavacich pfipravki, nebo po
schvaleni zadavatelem zni¢i takovy
hodnoceny pfipravek/ hodnocené
piipravky a/nebo srovnavaci
ptipravek /  srovnavaci  pfipravky
a zaSlou zadavateli dikaz o takovém
znieni na  pfiméfené  ndklady
zadavatele; (i1) do tficeti (30) dnii po
takovém ukonceni smlouvy nebo
uplynuti jeji platnosti poskytnou CRO
veskeré¢ udaje ze studie, CRF, které

Trojstranna smlouva o provedeni klinického hodnoceni
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upon notice of such termination, cease
enrolling subjects in the Study and
discuss the on-going treatment needs
of Study subjects to ensure continuity
of care, as appropriate.

ii. In the event that this Agreement is
terminated, CRO will be responsible
for compensating Institution for actual
services performed in accordance with
the terms of this Agreement and
reasonable non-cancellable expenses
committed prior to notice of
termination if such expenses were
committed in accordance with the
terms of this Agreement. Institution
understands that failure to resolve
discrepancies, errors or other required
information collected as part of the
Study may result in payment being
withheld until reasonable resolution is
reached by the Parties.

iii. This Section (Term and Termination;
Obligations upon Termination or
Expiration) shall survive the expiration
or termination of this Agreement.

Compensation.

Payment. In consideration for Institution’s
performance pursuant to this Agreement,
CRO shall pay Institution for actual
services performed as stated in the detailed
Study budget attached hereto as Exhibit A
(“Payment Schedule”). All payments shall
be payable to the Institution. The
beneficiary details form is attached hereto

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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jeste nebyly predlozeny, aveskeré
souvisejici dotazy, a to bez ohledu na
to, zda jsou kompletni, ¢i nikoli a (iii)
okamzit¢ po oznameni o takovém
ukonceni prestanou do studie zatazovat
subjekty  hodnoceni  a projednaji
potieby subjektti hodnoceni, pokud jde
o probihajici  1écbu, aby  byla
v pfislusnych  piipadech  zajiSténa
kontinuita péce.

1. Vpfipadé, Ze bude tato smlouva
ukoncena, bude CRO odpovédnd za
vyplaceni odmény poskytovateli za
skutecné provedené sluzby v souladu
s podminkami této smlouvy aza
pfiméiené nezrusitelné vydaje vzniklé
pied oznamenim o ukonceni smlouvy,
pokud takové vydaje vznikly v souladu
s podminkami této smlouvy.
Poskytovatel si je védomo toho, Ze
pokud nebudou vyfeSeny rozpory,
chyby nebo jiné pozadované informace
shromazdéné v ramci studie, muze to
mit za nasledek zadrzeni platby do
doby, nez smluvni strany dosdhnou
odpovidajiciho feseni.

iii. Tento odstavec (,,Doba platnosti
smlouvy a jeji ukonceni®; ,,Zavazky po
ukonceni smlouvy nebo uplynuti jeji
platnosti®) pietrva v platnosti 1ipo
ukonceni této smlouvy nebo po
uplynuti jeji platnosti.

Odména.

Platba. 'V souvislosti s plnénim  této
smlouvy poskytovatelem CRO uhradi
poskytovateli skutecné¢ provedené sluzby
v souladu s podrobnym rozpoctem studie,
ktery je ktéto smlouvé pfipojen jako
pfiloha A (,Harmonogram plateb®).
Vsechny platby budou splatné
poskytovateli. Formulat Udaje piijemce

Trojstranna smlouva o provedeni klinického hodnoceni
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as Exhibit B (“Beneficiary Details
Form”). Neither CRO nor Sponsor shall
have any obligation to make any payments
to Principal Investigator pursuant to this
Agreement. The Principal Investigator
shall be compensated separately pursuant
to the Investigator Agreement.

Investigator Compensation. Institution
acknowledges that Principal Investigator is
entering into an Investigator Agreement
which will include compensation for the
services provided by Principal Investigator
in connection with the Study. Such
compensation is intended to be the sole
compensation  payable to  Principal
Investigator in connection with the Study.
No portion of the payments made to
Institution under this Agreement shall be
paid to Principal Investigator as
compensation for Principal Investigator’s
services in connection with the Study.

Third Party Paver. Institution shall not c.

submit or cause to be submitted any request
for reimbursement to a Study subject,
federal or state health care program or third
party payer for services, products or
expenses that are paid for or provided in
connection with this Agreement.

Fair Market Value. The Parties
acknowledge and agree that the
compensation herein represents the fair
market value for the Study, and has not
been determined in a manner that takes into
account the volume or value of any
business otherwise generated between the
Parties.

Astellas: protokol ¢. 1517-CL-1003
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platby tvoii ptilohu B (,,Udaje piijemce
platby“) CRO ani zadavatel nejsou podle
této smlouvy povinni provést zadné platby
ve prospéch hlavniho zkousejiciho. Hlavni
zkousejici obdrzi odménu samostatné podle
smlouvy zkousejiciho.

Odména zkousSejicimu. Poskytovatel bere
na védomi, ze hlavni zkouSejici uzavira
smlouvu  zkousSejicitho,  kterd  bude
zahrnovat odménu za sluzby poskytované
hlavnim zkousSejicim v souvislosti se studii.
Takova odména bude jedinou odménou
splatnou hlavnimu zkousSejicimu
v souvislosti se studii. Zadna &ast plateb
provedenych ve prospéch poskytovatele
podle této smlouvy nebude vyplacena
hlavnimu zkouSejicimu jako odména za
jeho sluzby v souvislosti se studii.

Platby  tfeti  stranou.  Poskytovatel
nepfedlozi ani neumozni piedlozeni
jakékoli Zzadosti o tthradu ve prospéch
subjektu  hodnoceni, federdlniho nebo
statniho programu zdravotni péce nebo treti
strany za sluzby, produkty nebo vydaje,
které¢ jsou v souvislosti s touto smlouvou
zaplaceny nebo poskytnuty.

d. Spravedlivd trzni cena. Smluvni strany

berou na veédomi asouhlasi stim, Ze
odména podle této smlouvy piedstavuje
spravedlivou trzni cenu za studii a nebyla
stanovena zpusobem, ktery by bral v ivahu
objem nebo hodnotu jakéhokoli obchodu
jinak vzniklého mezi smluvnimi stranami.

Equipment. CRO or its designee may 8. Vybaveni. CRO nebo jeji povéfend osoba

provide certain equipment to Institution and

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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Principal Investigator solely for use in
performance of the Study.

Confidential Information.

Confidential Information. All information
provided to Institution and/or Principal
Investigator or  developed  and/or
discovered by Institution and/or Principal
Investigator pursuant to this Agreement
and/or the Investigator Agreement,
including, but not limited to, the Protocol,
the investigator’s brochure, and all
materials, data, and reports generated in
connection with the Study, including, but
not limited to, Study data and CRFs
(collectively “Confidential Information™)
is confidential. Confidential Information is
the sole and exclusive property of Sponsor.
Notwithstanding the foregoing, Institution
shall retain ownership to Study subject
medical records.

Confidentiality Obligations. Institution
agrees to hold Confidential Information in
confidence and shall not disclose
Confidential Information to any third party
or use such Confidential Information for
any purpose other than the performance of
this Agreement without the prior written
consent of Sponsor. Institution shall be
permitted to  disclose = Confidential
Information only (i) to those Personnel who
have a need to know and who are bound by
an obligation of confidentiality, or (ii)
which is required to be disclosed to
potential Study subjects during the
recruitment process to obtain informed
consent, or (iii) which is required to be
disclosed to Study subjects who are or were
enrolled in the Study, or their lawful
representatives, solely in order to maintain
informed consent or as the Confidential
Information relates to their health or safety.

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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zkousejicimu poskytnout urcité vybaveni,
pouze pro pouziti pii provadéni studie.

Duvérné informace.

Duvérné informace. VSechny informace
poskytnuté poskytovateli a/nebo hlavnimu
zkouSejicimu nebo vytvofené a/nebo
zjisténé poskytovatelem a/nebo hlavnim
zkouSejicim podle této smlouvy a/nebo
podle smlouvy zkouSejiciho, mimo jiné
véetné protokolu, souboru informaci pro
zkousejiciho a veskerych materidlti, udaji
a zprav vytvorenych v souvislosti se studii,
mimo jiné vcetné¢ udaji ze studie a CRF
(souhrnng ,,divérné informace™) jsou
davérné.  Duvérné  informace  jsou
vyhradnim  avyluénym  vlastnictvim
zadavatele. Bez ohledu na vyse uvedené si
poskytovatel ponecha ve vlastnictvi
zdravotni dokumentace subjekti
hodnoceni.

Zavazky zachovévat divérnost informaci.
Poskytovatel souhlasi stim, ze zachova
mlcenlivost ohledné¢ davérnych informaci
anesdéli daveérné informace zadné treti
strané¢ ani takové divérné informace bez
piedchoziho pisemného souhlasu
zadavatele nepouzije kzadnym jinym
ucelim nez kplnéni této smlouvy.
Poskytovateli bude povoleno sdélovat
davérné informace pouze (i) persondlu,
ktery je potfebuje znat aktery je vazan
povinnou mlcéenlivosti nebo (ii) které je
nutné sdélit potencidlnim  subjektim
hodnoceni béhem ndboru pro ucely ziskani
informovaného souhlasu nebo (iii) které je
nutné sdélit subjektiim hodnoceni, jez jsou
nebo byly zatazeny do studie, nebo jejich
zakonnym zastupcim, ato pouze pro
udrzeni informovaného souhlasu, nebo
pokud davérné informace souviseji s jejich
zdravotnim stavem ¢i bezpec€nosti.

Trojstranna smlouva o provedeni klinického hodnoceni
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c. Exceptions. The obligations of c.

confidentiality and non-use contained
herein shall not apply to the portion of the
Confidential Information which:

i. is known to Institution or Principal
Investigator  prior to  disclosure
hereunder, as evidenced by competent
written records;

1i. is, at the time of disclosure hereunder,
or thereafter, becomes publicly
available through no breach of this
Agreement by Institution;

iii. was rightfully received before or after
disclosure hereunder, from a third party
entitled to disclose such information on
a non-confidential basis;

iv. can be proven by written records to
have been independently developed by
Institution and Principal Investigator
without the use of, or reference to,
Confidential Information; or

v. is required by Applicable Laws to be
disclosed, provided that Institution
gives Sponsor and CRO prompt written
notice of such requirement, and
assistance as necessary, such that
Sponsor shall have the opportunity to
apply for a protective order, or for
confidential  treatment of such
Confidential Information, and, if such
order is not obtained, only the
minimum amount of Confidential
Information to satisfy such requirement
will be disclosed.

Astellas: protokol ¢. 1517-CL-1003
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Vyjimky. Zéavazky tykajici se zachovani
divérnosti a nepouZiti divérnych
informaci obsazené v tomto dokumentu se
nevztahuji na tu ¢ast davérnych informaci,
ktera:

ii.

1il.

1v.

je poskytovateli nebo hlavnimu
zkou$ejicimu zndma pied sd€lenim
udaji podle této smlouvy, jak je
dolozeno  piislusnymi  pisemnymi
zZ4dznamy;

je vdobé sdéleni podle této smlouvy
nebo poté vetejné dostupnd, aniz by pii
tom doSlo k poruSeni této smlouvy
poskytovatelem;

byla ptfed sdélenim podle této smlouvy
nebo poté zdkonné obdrzena od treti
strany, ktera byla oprdvnéna takové
informace sd€lit na nedivérném
zaklad¢;

uniz mize byt pisemnymi zdznamy
prokazano, Ze byla nezavisle vytvorena
poskytovatelem a hlavnim zkousejicim
bez pouziti divémych informaci nebo
odkazu na né€ nebo

uniz je platnymi pravnimi piedpisy
vyzadovano sdileni za ptedpokladu, Ze
poskytovatel  takovy  pozadavek
bezodkladné pisemné oznami
zadavateli a CRO aposkytne mu
potiebnou asistenci, aby mél zadavatel
ptilezitost pozadat o ochranny piikaz
nebo o duveérné nakladani s takovymi
divérnymi informacemi, aze pokud
takovy pfikaz nebude ziskdn, bude
sdéleno pouze minimalni mnozstvi
davérnych informaci, které tento
pozadavek uspokoji.

d. Emergency. In the event that a Study d. Akutni piipady. V ptipadé, ze subjekt

subject requires emergency medical care,

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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Institution may disclose Confidential
Information on a “need-to-know” basis to
those medical professionals directly
involved in providing such emergency care,
but only to the extent reasonably necessary
to treat such subject. Institution shall
inform such medical professionals
receiving Confidential Information
pursuant to the foregoing of the confidential
nature of the Confidential Information
disclosed. Any such disclosures made in
accordance with this paragraph shall not
otherwise relieve Institution of its
confidentiality obligations contained herein
as they relate to such information.

Return of Confidential Information. Upon
termination or expiration of the Agreement
and at the written request of CRO or
Sponsor, Institution shall return to CRO all
Confidential Information in tangible form,
including any and all copies thereof, except
Institution may retain one (1) copy of such
Confidential Information, solely to
determine the scope of its obligations
hereunder save that in either case such
retained Confidential Information shall be
retained on a confidential basis.

Survival. Institution’s obligations under
this Section (Confidential Information)
shall survive the expiration or termination
of this Agreement for a period of ten (10)
years.

Inventions.

Existing Intellectual Property. The Parties
recognize and understand that the existing
inventions and technologies owned by or
licensed to  Institution,  Principal
Investigator, Sponsor, or CRO are their
separate property, respectively, and are not

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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lékatskou péci, poskytovatel muze
zdravotnickym pracovnikiim, ktefi se na
takové akutni péc¢i piimo podileji, sdélit
potiebné diveérné informace, avSak pouze
v mife nezbytné nutné pro 1éc¢bu takového
subjektu hodnoceni. Poskytovatel bude
takové zdravotnické pracovniky, ktefi
obdrzi divérné informace podle vyse
uvedeného, o duvérném charakteru
sdélenych divérnych informaci
informovat.  Jakékoli takové sdéleni
diavérnych informaci provedené v souladu
stimto  odstavcem déale nezbavuje
poskytovatel zde uvedenych zavazki
zachovavat mlcenlivost ohledné takovych
informaci.

Vréaceni davérnych informaci.
Poskytovatel po ukonceni této smlouvy
nebo po uplynuti jeji platnosti ana
pisemnou zadost CRO nebo zadavatele
vrati CRO vSechny davérné informace
v hmotné podobé¢, véetné veskerych kopii;
poskytovatel si v§ak mize ponechat jednu
(1) kopii takovych davérnych informaci,
a to vyhradné pro stanoveni rozsahu svych
zavazkli podle této smlouvy, pficemz
v kazdém z téchto piipadd budou takové
archivované davérné informace
uchovavany na divérném zakladé.

Pretrvani platnosti. Zavazky poskytovatele
podle  tohoto  odstavce  (,,Duverné
informace*) pretrvaji po dobu deseti (10)
let po ukonceni této smlouvy nebo po
uplynuti jeji platnosti.

Vynalezy.

Existujici duSevni vlastnictvi. Smluvni
strany uznavaji aberou na védomi, Ze
existujici vynalezy a technologie, které ma
poskytovatel, hlavni zkousSejici, zadavatel
nebo CRO ve vlastnictvi nebo v licenci,
jsou jejich samostatnym majetkem, tato
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affected by this Agreement and no Party
shall have any claims to, or rights in, such
existing inventions and technologies of the
other Parties.

Inventions. Any invention, data, discovery,
process, know-how, or improvements made
or developed as a result of the Study or
related to the Study Drug (whether or not
patentable) (each an “Invention”) shall be
promptly reported to Sponsor and shall be
deemed the property of Sponsor. Institution
and Personnel hereby assign to Sponsor or
its designee all right, title, and interest in
and to Inventions, and Institution and
Personnel shall execute any documents as
Sponsor may reasonably request in order to
secure and enforce its rights hereunder.
Sponsor or its designee shall have full
power and authority to file and prosecute
patent  applications  claiming  such
Inventions throughout the world, and
Institution and Personnel agree to do all
things reasonably necessary to assist
Sponsor in obtaining and enforcing any
patents thereon, at Sponsor’s reasonable
expense.

Survival. The obligations described in this
Section (Inventions) shall survive the
expiration or termination of this
Agreement.
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smlouva se na n¢ nevztahuje azadna
smluvni strana nema narok na takové
existujici vynalezy a technologie ostatnich
smluvnich stran ani k nim nema Zzadna
prava.

Vynélezy. Jakykoli vynalez, udaje, objev,
proces, know-how nebo  vylepSeni
provedené nebo vyvinuté v disledku studie
nebo souvisejici s hodnocenym piipravkem
(bez ohledu na to, zda jsou patentovatelnd,
¢1 nikoli) (jednotlivé ,,vynalez*) budou
okamzit¢ nahldSeny zadavateli a budou
povazovany za majetek zadavatele.
Poskytovatel a personal timto postupuji
zadavateli nebo jeho povéfené osobé
veskera prava anaroky k vyndlezim
a podily na vynalezech a podepisi jakékoli
dokumenty, které muize zadavatel
odiivodnéné pozadovat pro zajisténi
a vymahani svych prav podle této smlouvy.
Zadavatel nebo jeho povéiend osoba jsou
pln¢ opravnéni predlozit arealizovat
patentové pfihlasky k takovym vynaleziim
na celém svété a poskytovatel a personal
souhlasi stim, ze ucini vSechny kroky,
které¢ jsou odivodnéné nezbytné, aby
napomohli zadavateli pfi nasledném
ziskani a vymahani patentli na pifiméiené
naklady zadavatele.

Pretrvani platnosti. Zavazky uvedené
v tomto odstavci (,,Vynalezy®) pietrvaji
v platnosti 1 po ukonceni této smlouvy nebo
po uplynuti jeji platnosti.

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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Representations and Warranties.

Authorizations.

ii.

1il.

1v.

Each Party represents and warrants that
it has the requisite authority and rights
to enter into this Agreement;

Institution represents and warrants that
Principal Investigator’s entry into the

Investigator Agreement does not
contravene any internal rules and
policies of Institution and that

Principal Investigator has completed
all necessary formalities required by
law or Institution’s internal rules and
policies  to  permit  Principal
Investigator to enter into the
Investigator Agreement;

Institution represents and warrants it
has obtained or will obtain, and
thereafter, will maintain, for the term
of this Agreement, all licenses,
authorizations, approvals, and reviews
required by Applicable Laws in order
to conduct the Study;

Sponsor represents and warrants it has
obtained or will obtain, and thereafter,
will maintain, for the term of this
Agreement, those  Study-related
authorizations and approvals as
required by Applicable Laws for
sponsorship of clinical trials.

b. Exclusion and Debarment.

Each Party represents and warrants that
it has not been excluded and/or banned
by any relevant regulatory agency from
carrying out clinical trials or from
participation in any national, federal,
state, or local health care program;

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91

11.

Astellas: protokol ¢. 1517-CL-1003
Fakultni nemocnice v Motole

ProhlaSeni a zaruky.
Svoleni.
1. Kazda smluvni strana prohlasuje

il.

1il.

1v.

a zarucuje, Ze ma potfebnou pravomoc
a pravo uzavtit tuto smlouvu.

Poskytovatel prohlaSuje a zarucuje, Ze
skutecnost, ze hlavni zkousejici uzavie
smlouvu zkousejiciho, neni v rozporu
sinternimi  pravidly  a zasadami
poskytovatele aze hlavni zkousejici
splnil vSechny nezbytné formality
pozadované zdkonem nebo internimi
pravidly azésadami poskytovatele,
které mu umoziuji uzaviit smlouvu
zkousejiciho.

Poskytovatel prohlasuje a zarucCuje, ze

obdrzel nebo obdrzi a poté po dobu
platnosti této smlouvy bude udrzovat
v platnosti veskeré licence, svoleni,
schvaleni a pfezkouméni vyzadovana
platnymi  pravnimi pfedpisy pro
provedeni studie.

Zadavatel prohlasuje a zarucuje, Ze
obdrzel nebo obdrzi a poté po dobu
platnosti této smlouvy bude udrzovat

v platnosti svoleni a schvaleni
souvisejici se  studii v souladu
s pozadavky  platnych ~ pravnich
predpisi pro zadavéani klinickych
hodnoceni.

b. Vylouceni a zdkaz odborné ¢innosti.

Kazdd smluvni strana prohlasuje
a zaruCuje, ze nebyla vyloucCena
zprovadéni  klinickych  hodnoceni

nebo zucasti v jakémkoli néarodnim,
federalnim, statnim nebo mistnim
programu zdravotni péCe a/nebo ze ji

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
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Institution represents and warrants that
Institution and its Personnel have not
been debarred, convicted of a crime for
which a person can be debarred under
any Applicable Laws, or disciplined by
any relevant regulatory agency;

If the Institution, IRB or EC, any
independent institutional review board
or ethics committee utilized by the
Institution, or any regulatory agency
commences an investigation of, or
takes any action against, the Principal
Investigator or any Personnel, upon
knowledge of the investigation or
action taken, Institution shall promptly
notify Sponsor. Upon the occurrence of
such event, whether or not such notice
is given, Sponsor may immediately
terminate this Agreement.

Anti-Bribery and Anti-Corruption.

1.

Each Party represents and warrants
that:

A. this Agreement has not been
provided as an incentive to, or in
exchange or as a reward for,
Institution using, purchasing, or
prescribing any Sponsor products,
or to obtain for or to confer on
Sponsor any other improper
advantage; and

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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provadéni klinickych hodnoceni nebo
ucast v narodnim, federalnim, statnim
nebo mistnim programu zdravotni péce
nebyly zakazany.

ii.  Poskytovatel prohlaSuje a zarucuje, ze
jemu ani jeho persondlu nebyla
zakazana odborna Cinnost, Ze nebyli
usvédceni z trestného Cinu, za ktery je
mozné podle platnych pravnich
ptedpisiti udelit zakaz odborné ¢innosti,
aze proti nim nebylo vedeno
disciplinarni fizeni pfislusnym
kontrolnim ufadem.

iii. Pokud poskytovatel, IRB nebo EK,
jakdkoli  nezavisla  institucionalni
hodnotici komise nebo etickd komise
pouzivana poskytovatelem nebo
jakykoli kontrolni ufad zah4ji Setfeni
nebo podnikne jakékoli kroky proti
hlavnimu zkousejicimu nebo
personalu, poskytovatel o tom bude
informovat zadavatele ihned poté, co
se otakovém Setieni nebo krocich
dozvi. Po vyskytu takové udalosti
muze zadavatel tuto smlouvu okamzité
ukondit, a to bez ohledu na to, zda mu
bylo poskytnuto takové oznameni, ¢i
nikoli.

c. Boj proti Uplatkaistvi a korupci.

1. Kazda smluvni strana prohlasuje
a zarucuje, ze:

A. tato smlouva  nebyla se
poskytovatelem uzaviena jako
pobidka, vyménou za ani jako
odména za pouzivani, zakoupeni
nebo piedepisovani jakychkoli
vyrobkll zadavatele nebo pro
ziskani jiné nepatficné vyhody pro

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
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B. itshall at all times be bound by and
strictly comply with Applicable
Laws and local and applicable
industry codes which restrict or
prohibit the improper giving of
anything of value to, or the receipt
of anything of value by, any
official, agent or employee of any
government, political party or
public international organization,
any candidate for public office, or
any health care professional.

ii. Institution represents and warrants
that its invoices and any necessary
supporting ~ documentation  are
truthful and accurately describe the
nature of any services provided under
this Agreement.

Notification. During the term of this
Agreement and for one (1) year thereafter,
Institution shall promptly notify Sponsor of
the occurrence of any fact or event, which
would render any representation or
warranty in this Section (Representations
and Warranties) incorrect or misleading.

Effect of Breach. In the event of
termination for breach of this Section
(Representations and Warranties), neither
Sponsor nor CRO shall have any liability to
Institution for any charges, fees,
reimbursements, or other compensation or
claims under this Agreement, including for
services  previously performed, and
Institution shall be responsible for any loss,
cost, claim, liability, penalty, or damage
Sponsor and/or CRO may incur resulting

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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zadavatele ¢i udéleni nepatiicné
vyhody zadavateli a

B. bude vzdy véazana platnymi
pravnimi  pfedpisy a mistnimi
a platnymi oborovymi kodexy,
které omezuji nebo zakazuji
nevhodné poskytovani cehokoli
hodnotného nebo pfijeti ¢ehokoli
hodnotného urednikem,
zmocnénou osobou nebo
zamestnancem  jakékoli  vladni
organizace, politické strany nebo
vefejné mezindrodni organizace,
jakymkoli kandidatem na vetejny
urad nebo jakymkoli
zdravotnickym pracovnikem,
a bude je piisné dodrzovat.

ii. Poskytovatel prohlaSuje a zarucuje,
ze jeho faktury a nezbytna podptrna
dokumentace odpovidaji  pravdé
a presné popisuji povahu jakychkoli
sluzeb poskytovanych podle této
smlouvy.

d. Oznameni. = Poskytovatel bude be&hem
platnosti této smlouvy a jeden (1) rok poté
neprodlené informovat zadavatele
ovyskytu jakékoli skuteCnosti nebo
udalosti, diky niz by jakékoli prohlaseni ¢i
zaruka vtomto odstavci (,,Prohlaseni
a zaruky*) byly nespravné nebo zavadéjici.

e. Uginek porudeni. V piipadé ukondeni
smlouvy zdivodu poruSeni tohoto
odstavce (,,Prohlaseni a zaruky*) zadavatel
ani CRO nenesou vic¢i  poskytovateli
odpovédnost za jakékoli poplatky, odmény,
uhrady nebo jiné nahrady nebo naroky
podle této smlouvy, vCetné téch za diive
provedené sluzby, a  poskytovatel
odpovida za jakoukoli ztratu, néklady,
narok, odpovédnost, postih nebo Skodu,
kterd mulze =zadavateli a/nebo CRO

Trojstranna smlouva o provedeni klinického hodnoceni
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from the ©breach of this Section

(Representations and Warranties).

Investigation. In the event that a Party
reasonably believes there has been any
misconduct in relation to the Study, all
Parties shall provide all reasonable
assistance to any investigation into any
alleged research misconduct undertaken by
or on behalf of a Party, the results of which
shall, subject to any obligations of
confidentiality, be communicated among
the Parties.

Astellas: protokol ¢. 1517-CL-1003
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vzniknout v dasledku poruseni tohoto

odstavce (,,Prohlaseni a zaruky*).

Setfeni. V ptipadé, Ze se smluvni strana
oduvodnéné domniva, ze v souvislosti se
studii doSlo k jakémukoli pochybeni,
vSechny  smluvni strany  poskytnou
veskerou piiméfenou pomoc pii jakémkoli
Setfeni udajného pochybeni pfi vyzkumu
provadéném smluvni stranou nebo jejim
jménem, jehoz vysledky si smluvni strany
ozndmi za dodrZzeni zéavazkli zachovani
divérnosti.

Investigator Financial Interests. 12.Finan¢ni Zajmy zkouSejiciho.
Institution shall ensure that Principal Poskytovatel zajisti, Ze hlavni zkouSejici /
Investigator/co-investigators/sub- zkousejici/  spoluzkousejici, kteti se
investigators involved in the Study at podileji na studii ve zdravotnickém

Institution will provide CRO with the
appropriate financial disclosures required
for compliance with Applicable Laws on
forms as Sponsor or its designee may
supply or approve. During the term of the
Agreement, and for one (1) year thereafter,
Institution shall promptly notify Sponsor of
any material change in the information
disclosed on a previous form.

Publications.

Publication. The Parties agree that the first
publication or presentation of the Study’s
results shall only be made as a part of a
primary manuscript based on the results
obtained by all Study sites conducting the
Protocol. Primary manuscript describes at
the minimum the methods and results of the
primary Study outcome(s) and safety data
as defined in the Protocol and pre-specified
data analysis plans. Submission of
publications based on data subsets from
individual institutions participating in the
Study must not precede the primary
manuscript, and such publications must
reference the primary manuscript. After

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91

zafizeni, poskytnou CRO pftislusna financni
prohldSeni potiebnd pro dodrzeni platnych
pravnich piedpist, a to na formulafich, jez
muze zadavatel nebo jeho povérena osoba
dodat ¢i schvalit. Poskytovatel béhem
platnosti této smlouvy a jeden (1) rok poté
bude neprodlené informovat zadavatele
ojakékoli zasadni zméné informaci
sdélenych v ptedchozim formulafi.

13.Publikace.

Publikovani. Smluvni strany souhlasi s tim,
ze prvni zvefejnéni nebo prezentace
vysledkl studie budou provedeny v ramci
primarniho  rukopisu  zalozeného na
vysledcich ziskanych vSemi pracovisti
studie provadéjicimi protokol. Primarni
rukopis  popisuje  alespoin  metody
avysledky zprimarnich zavérd studie
audaje o bezpeCnosti tak, jak jsou
definovany v protokolu, a predem
specifikované  plany  analyzy  dat.
Ptedlozeni publikaci zalozenych na dil¢ich
datovych souborech z jednotlivych
zdravotnickych zafizeni, ktera se ucastni
studie, nesmi predchazet primarnimu

Trojstranna smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
2 na pracovisté); datum verze: 6. dubna 2023;
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such primary manuscript or, if a primary
manuscript has not been submitted within
eighteen (18) months of the completion of
a Study at all other sites (completion being
the “Last Subject Last Visit” date),
Institution and its Personnel shall have the
right to publish or present Study results
obtained at Institution, subject to the terms
of this Agreement.

Astellas: protokol ¢. 1517-CL-1003
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rukopisu  atakové publikace museji
obsahovat odkaz na priméarni rukopis.
Poskytovatel a jeho personal maji pravo po
takovém primarnim rukopisu, nebo pokud
nebyl primarni rukopis piedlozen do
osmnadcti (18) mésict od dokonceni studie
na vSech ostatnich pracovistich
(dokoncenim je datum ,,posledni navstévy
posledniho subjektu hodnoceni®), zvetejnit
nebo prezentovat vysledky studie ziskané
ve zdravotnickém zafizeni, ato podle
podminek této smlouvy.

Review and Comment. Prior to any b. Piezkoumani a pfipominkovéni.

publication or presentation based on data
subsets from Institution related to this
Agreement, Institution shall provide
Sponsor with a copy of such proposed
publication or presentation for review and
comment at least forty-five (45) days prior
to submission for publication or
presentation for Sponsor to review and
request  removal of  Confidential
Information. For the purposes of
publication otherwise in accordance with
the terms of this Agreement, Confidential
Information shall not include Study results
or methodology. In addition, if requested by
Sponsor, any publication or presentation
shall be delayed for a period not to exceed
sixty (60) days to allow Sponsor to file
patent applications or take other such
measures as Sponsor deems appropriate to
establish and preserve its proprietary rights.

Authorship and Relationship. Institution
shall, and shall ensure that Personnel shall,
(i) comply  with  the  International
Committee of Medical Journal Editors
(“ICMJE”) criteria concerning authorship
and disclosure of relationships with
industry (unless the target congress or
journal has different requirements); and
(i1) disclose in any manuscript, journal

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91

Poskytovatel pted jakoukoli publikaci nebo
prezentaci zaloZenou na dil¢ich datovych
souborech poskytovatele, kterd souvisi
stouto smlouvou, poskytne zadavateli
kopii takové navrhované publikace nebo
prezentace alespon Ctyficet pét (45) dnt
pted takovym piedlozenim k publikovani ¢i
prezentovani, aby ji zadavatel mohl
prezkoumat a pozadat o odstranéni
divérnych  informaci.  Pro  ucely
publikovani, které je jinak v souladu
s podminkami této smlouvy, nebudou
davérné informace zahrnovat vysledky
studie ani jeji metodiku. Kromé toho,
pokud o to zadavatel pozada, bude jakakoli
publikace nebo prezentace odlozena o dobu
neptfesahujici Sedesat (60) dnl, aby
zadavatel mohl podat patentové prihlasky
nebo pfijmout dal§i opatieni, kterd bude
povazovat za  vhodnd  k zajiSténi
a zachovani svych vlastnickych prav.

Autorstvi a vztah. Poskytovatel bude
a zajisti, ze personal bude (i) spliovat
kritéria Mezinadrodniho vyboru editorQ
1ékatskych casopist (,,ICMJE®), ktera se
tykaji autorstvi a zvefejiiovani vztaht
v ramci oboru (pokud cilovy kongres nebo
Casopis nema jiné pozadavky), a (ii)
zvetejni v kazdém rukopisu, piispévku do
Casopisu ajinde, kde je to vhodné nebo
Trojgtranné smlouva o provedeni klinického hodnoceni
pro Ceskou republiku (zadavatel-CRO-zdrav. zatizeni,

2 na pracovisté); datum verze: 6. dubna 2023;
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submission, and elsewhere as appropriate
or required, any potential conflict of
interest, including any financial or personal
relationships with Sponsor, the names of
any individuals who have provided
editorial support for any manuscripts or
other publications, and all funding sources
for the Study or publication.

Survival. The obligations described in this
Section (Publications) shall survive the
expiration or termination of the Agreement.

Indemnification and Liability.

Sponsor Indemnification. Sponsor shall
defend and indemnify Institution, its
affiliates where the Study is being
conducted, any Additional Approved
Locations, and Personnel, including
Principal Investigator (hereinafter
collectively referred to as “Indemnitees”
or individually as an “Indemnitee’) from
any and all third party claims, demands,

costs, expenses (including, without
limitation, reasonable attorneys’ fees),
liabilities, and/or losses (collectively

“Claims”) which may be asserted against
any Indemnitee for bodily injury, illness, or
death of any Study subject to the extent that
such injury, illness, or death was directly
caused by the Study Drug or procedures
performed in accordance with the Protocol.

Sponsor’s obligation to indemnify is
dependent upon: (i) Institution promptly
notifying Sponsor in writing of any Claims,
provided, however, any failure to provide
such prompt notice shall not relieve
Sponsor of its obligation to indemnify
hereunder except to the extent that such
failure or delay prejudices Sponsor’s ability

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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nutné, jakykoli potencialni stfet zajmd,
véetn¢  jakychkoli  finan¢nich  nebo
osobnich vztahii se zadavatelem, jména
vSech osob, které poskytly editorskou
pomoc s jakymikoli rukopisy nebo jinymi
publikacemi, a vSechny zdroje financovani
studie nebo publikace.

Pretrvani platnosti. Zavazky uvedené
v tomto odstavci (,,Publikace®) pietrvaji
v platnosti 1 po ukonceni této smlouvy nebo
po uplynuti jeji platnosti.

Odskodnéni a odpovédnost.
Odskodnéni  ze  strany  zadavatele.
Zadavatel bude  branit a odSkodni

poskytovatele, jeho ptidruzené spolecnosti,
kde se studie provadi, jakakoli dalsi
schvalenda mista apersonal, vcetné
hlavniho zkousSejiciho (dale spolecné jen
»0dSkodiované osoby“ nebo jednotlivé
jako ,,0dSkodrnovana osoba*“) ve véci
veskerych narokd, pozadavkid, nakladd,
vydaji (mimo jiné vcetné¢ piriméfenych
poplatkii za pravni sluzby), zdvazkii a/nebo
ztrat tretich stran (souhrnné ,,naroky*),
které mohou byt uplatnény vici jakékoli
odSkodiované osob¢ v souvislosti
s Bjmouna zdravi , onemocnénim ¢i imrtim
subjektu hodnoceni, pokud bylo takové
onemocnéni, jma nebo tmrti zplisobeno
pfimo hodnocenym piipravkem nebo

ukony provedenymi v souladu
s protokolem.
Povinnost zadavatele poskytnut

odskodnéni je zavisld na tom, ze: (i)
poskytovatel neprodlen¢ pisemné oznami
zadavateli jakékoli naroky, ato =za
predpokladu, ze pokud toto neprodlené
oznameni nebude poskytnuto, nezbavuje to
zadavatele jeho povinnosti poskytnout
odSkodnéni podle této smlouvy kromé

Trojstranna smlouva o provedeni klinického hodnoceni
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to defend such Claim; (ii) Indemnitees
cooperating in the handling thereof; and
(ii1) Sponsor having sole control of the
disposition of such Claim, provided that no
settlement of the Claim shall include an
admission of liability on the part of an
Indemnitee without such Indemnitee’s
prior written consent, which shall not be
unreasonably withheld.

Institution Liability. Sponsor’s
indemnification obligations shall not apply
to the extent any Claims arise out of, and
Institution shall be liable for: (i) a material
failure by Indemnitee to adhere to the terms
of this Agreement, the Protocol or any
written instructions from Sponsor or CRO,
provided, however, a Protocol deviation
that is medically necessary to protect the
health or safety of a Study subject and is
consistent with prevailing standards of
medical care shall not constitute a failure to
adhere to the Protocol; (ii) violation of
Applicable Law by any Indemnitee; or
(iii) the negligence or willful misconduct of
any Indemnitee.

CRO Liability. CRO shall be liable for its
negligence, willful misconduct or
omissions during the performance of its
services under this Agreement.

Survival. The obligations described in this
Section (Indemnification and Liability)
shall survive the expiration or termination
of the Agreement.

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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piipadii, kdy neposkytnuti ozndmeni nebo
opozdéné poskytnuti ozndmeni ohrozi
schopnost zadavatele se proti takovému
naroku brénit; (i) odSkodiované osoby
v této véci spolupracuji a (iii) zadavatel ma
vyhradni  kontrolu nad naklddanim
s takovym narokem za predpokladu, ze
vyrovnani naroku nebude zahrnovat uznani
odpovédnosti na strané¢ odSkodnované
osoby bez predchoziho pisemného
souhlasu takové odskodiované osoby,
ktery nebude bezdiivodné odepten.

Odskodnéni ze strany poskytovatele.
Zavazky zadavatele poskytnout odskodnéni
se nevztahuji na piipady, kdy naroky
vyplynou znize uvedenych skutecnosti
a poskytovatel za n¢ bude odpovédny: (i)
zdsadni  nedodrzeni podminek  této
smlouvy, protokolu nebo pisemnych
pokynt zadavatele nebo CRO ze strany
odskodnované osoby, avSak za
predpokladu, Ze odchyleni od protokolu,
které je z 1€kaiského hlediska nezbytné pro
ochranu zdravi ¢i bezpecnosti subjektu
hodnoceni a odpovida béznym standardiim
Iékarské péce, nebude predstavovat
nedodrzeni  protokolu; (ii)  poruseni
platnych pravnich piedpisi jakoukoli
odskodnovanou osobou nebo (iii) nedbalost
¢i zamerné pochybeni jakékoli
odskodnované osoby.

Odpovédnost CRO. CRO  ponese
odpovédnost za svou nedbalost, zdmerné
pochybeni nebo opomenuti pii poskytovani
sluzeb podle této smlouvy.

d. Pretrvani platnosti. Zavazky uvedené

v tomto odstavci (,,Odskodnéni
a odpovédnost™) pietrvaji v platnosti ipo
ukonceni této smlouvy nebo po uplynuti jeji
platnosti.
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15. Insurance. During the term of the
Agreement, Institution, Sponsor and CRO
shall maintain insurance of clinical trial.
Institution has an insurance contract for
liability insurance for damage caused
during the provision of health care. Upon
written request, a Party shall provide the
requesting Party with a certificate of
insurance as evidence of the coverage
required above The Sponsor represents and
confirms that they will ensure clinical trial
insurance in line with the applicable
legislation. The Institution represents that
pursuant to Section 45(2)(n) of Act No.
372/2011 Coll. on Medical Services, as
amended, they have taken out liability
insurance for damage caused during the
provision of health care.

16. Subject Injury. Sponsor agrees to
reimburse Institution for the reasonable and
necessary costs of medical diagnosis and
treatment  provided, including  for
hospitalization, in the event that a Study
subject sustains a bodily injury or illness as
a direct result of the use of the Study Drug
or performance of any procedure required
by the Protocol, provided that: (i) the Study
Drug or required procedure was properly
administered in accordance with the
Protocol and any other written instructions
provided to Institution and Principal
Investigator by CRO or Sponsor; and
(i1) the injury was not caused by the
negligence or misconduct of Institution or
Personnel. Further, Sponsor shall not be
responsible for any such medical treatments
that are due to disease progression, pre-
existing medical conditions, or underlying
disease (whether previously diagnosed or
not).

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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15.  Pojisténi. Zadavatel a CRO budou
béhem doby platnosti této smlouvy udrzovat
pojisténi klinického hodnoceni. Poskytovatel
ma uzavienu pojistnou smlouvu na pojisténi
odpovédnosti za Skodu zplsobenou pfii
poskytovani zdravotni péce. Smluvni strana na
pisemnou Zzadost poskytne smluvni strang,
ktera si to vyzada, potvrzeni o pojisténi jako
dikaz pojistného kryti pozadovaného vyse.
Zadavatel prohlasuje a potvrzuje, Ze dle platné
pravni upravy zajisti pojiSténi klinického
hodnoceni. Poskytovatel zdravotnich sluzeb
prohlasuje, ze ma dle § 45 odst. 2 pism. n)
zakona ¢. 372/2011 Sb., o =zdravotnich
sluzbach, ve znéni pozdéjSich predpist,
uzavienu pojistnou smlouvu na pojisténi
odpovédnosti za Skodu zplsobenou pfii
poskytovani zdravotni péce.

16. Ujma_subjektu hodnoceni. Zadavatel
souhlasi stim, Ze uhradi poskytovateli
pfiméfené  anezbytné  naklady na
diagnostiku a 1écbu, vcetné hospitalizace,
poskytnutou v pifipadé, ze  subjekt
hodnoceni utrpi Gjmu na zdravi nebo
onemocni v pfimém disledku pouziti
hodnoceného pftipravku nebo provedeni
jakéhokoli ukonu vyZzadovaného
protokolem za ptedpokladu, ze: (i)
hodnoceny piipravek byl spravné podan
nebo Ze pozadovany ukon byl spravné
proveden v souladu s protokolem
a jakymikoli dalSimi pisemnymi pokyny,
kter¢ zadavatel nebo CRO poskytli
poskytovateli a hlavnimu zkousSejicimu,
a (il)) yma nebyla zpiisobena nedbalosti
nebo pochybenim poskytovatele nebo
personalu.  Zadavatel  dale  nenese
odpovédnost za Zzadnou takovou 1écbu,
ktera je disledkem progrese onemocnéni,
jiz existujicich zdravotnich obtizi nebo
zakladniho onemocnéni (bez ohledu na to,
zda jiz byly diagnostikovany, ¢i nikoli).
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Reporting. To enable Sponsor to comply
with its legal obligations, in the event that
any payment or other transfer of value
(hereinafter “payment” or “payments”) is
provided either directly or indirectly to
Institution, or any Personnel, or if reporting
is otherwise required, it is understood by
Institution that Sponsor will report all
payments and may be required to report
other value transferred to Institution or
Personnel under this Agreement. Institution
understands  that information about
payments or other value transferred to
Institution or Personnel by CRO may be
made publicly available. The obligations of
this Section (Reporting) shall survive the
expiration or earlier termination of this
Agreement.

Miscellaneous.

Notices. Whenever any notice is to be given
hereunder, it shall be in writing and
delivered via overnight courier, mailed
postage prepaid by certified or registered
mail, return receipt requested, sent by
electronic mail (to all Parties other than
Sponsor), or personally delivered to the
appropriate Party at the address indicated
below, or at such other place or places as
either Party may designate in a written
notice to the other:

To Sponsor / Pro zadavatele:

17.

18.

Astellas Pharma Global Development, Inc.

2375 Waterview Drive, Northbrook, IL 60062, USA

Attentio

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
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OhlasSovani. Poskytovatel si je védom
toho, ze v pfipadé, ze jsou jakédkoli platba
nebo jiné plnéni (dale jen ,,platba® nebo
,»platby*) poskytnuty pfimo nebo nepiimo
poskytovateli nebo jakémukoli persondlu,
nebo pokud je jinak vyzadovano ohlaseni,
zadavatel ohlasi vSechny platby a mize byt
povinen ohlésit jiné plnéni ve prospéch
poskytovatele nebo personalu podle této
smlouvy, aby mohl splnit své zakonné
povinnosti. Poskytovatel si je védom toho,
ze informace o platbach nebo jiném plnéni
ve prospech poskytovatele nebo personalu
ze strany CRO mohou byt vefejné
zptistupnény. Zavazky uvedené v tomto
odstavci (,,Ohlasovani‘) pretrvaji
v platnosti 1 po ukonceni této smlouvy nebo
po uplynuti jeji platnosti.

Ruzné.

Oznameni. Vzdy, kdyz je tieba poskytnout
jakékoli oznameni podle této smlouvy,
musi byt pisemné amusi byt doruceno
pfislusné smluvni strané expresni kuryrni
sluzbou, jako ptedplacené postovni zasilka
doporu¢en¢ nebo jako cenné psani
s dodejkou, elektronickou postou (vSem
smluvnim stranam krom¢ zadavatele) nebo
osobné¢ na nize uvedenou adresu nebo na
takové misto ¢i mista, ktera mize kterakoli
ze smluvnich stran sdélit druhé smluvni
stran€ pisemnym oznamenim.
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pro Ceskou republiku (zadavatel-CRO-zdrav. zafizeni,
2 na pracovisté); datum verze: 6. dubna 2023;

verze 1.91

Page 30 of 54



Astellas: Protocol# 1517-CL-1003
Fakultni nemocnice v Motole

To CRO: / Pro CRO:

ICON Clinical Research Limited

Astellas: protokol ¢. 1517-CL-1003
Fakultni nemocnice v Motole

South County Business Park, Leopardstown, Dublin 18, Ireland

To Institution / Pro poskytovatel:

Fakultni nemocnice v Motole

V Uvalu 84, 150 06 Praha 5, Czech Republic

Notice shall be deemed to have been
received at the earlier to occur of receipt or
five (5) days from the date of mailing (in the
case of a letter) or in the case of electronic
mail, notice shall be deemed to have been
received two (2) days from the date of
sending.

Oznameni se povazuje za doruCené pfii
obdrzeni nebo pét (5) dnti ode dne odeslani
(v ptipad¢ dopisu) podle toho, co nastane
nejdiive, nebo v ptipadé elektronické posty
se oznameni povazuje za dorucené dva (2)
dny od data odeslani.

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per  Trojstranna smlouva o provedeni klinického hodnoceni
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b. Assignment.

1.

il.

1il.

Institution Assignment. Institution
may not assign this Agreement
without Sponsor or CRO’s prior
written consent, which shall not be
unreasonably  withheld, provided,
however, Institution may assign this
Agreement without such prior consent
only in connection to: (i) an assignee
or successor in interest (by merger,
operation of law, or otherwise); or
(i1) a purchaser of all or substantially
all of its business to which this
Agreement relates. Institution shall
provide Sponsor and CRO with prior
written notice of such assignment and
Sponsor and/or CRO shall have thirty
(30) days to terminate the Agreement
without penalty to any Party. In the
event Institution assigns  this
Agreement as permitted herein, the
assignee shall assume, in writing, all
rights, terms, conditions, and
obligations of the assignor and shall
be deemed “Institution” for all
purposes hereof.

Sponsor Assignment. Upon written
notice to Institution, Sponsor may
assign this Agreement to: (i)any
affiliate; (ii) an assignee or successor
in interest (by merger, operation of
law or otherwise); or (iii) a purchaser
of all or substantially all of its
business to which this Agreement
relates.

CRO Assignment. Upon written
notice to Institution, CRO may assign

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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b. Postoupeni.

L.

il.

1il.

Postoupeni poskytovatelem.
Poskytovatel nesmi tuto smlouvu
postoupit bez predchoziho pisemného
souhlasu zadavatele nebo CRO, ktery
nebude bezdlivodné odepien, avsak za
predpokladu, ze poskytovatel mulize
tuto smlouvu postoupit bez takového
piedchoziho souhlasu, pouze pokud se
jednd  o: (i) postupnika  nebo
opravnéného nastupce (fuzi, ze zékona
¢i jinak) nebo (ii) kupce veskerého
jeho podnikdni nebo podstatného
podilu jeho podnikdni, snimz tato

smlouva souvisi. Poskytovatel
poskytne zadavateli a CRO ptedchozi
pisemné oznameni o takovém

postoupeni a zadavatel a/nebo CRO
budou mit tficet (30) dnti na ukonceni
smlouvy bez postihu vici kterékoli
smluvni  strané. 'V pfipadé, ze
poskytovatel tuto smlouvu postoupi
tak, jak je povoleno touto smlouvou,
postupnik pisemné prevezme veSkera
prava, podminky a zavazky
postupitele abude pro ucely této
smlouvy povazovan za
,poskytovatel*.

Postoupeni zadavatelem. Po pisemném
oznadmeni poskytovateli muze
zadavatel tuto smlouvu postoupit: (i)
pridruzené spolecnosti;
(i1) postupnikovi nebo opravnénému
nastupci (fizi, ze zékona ¢i jinak) nebo
(ii1) kupci veskerého jeho podnikani

nebo  podstatného  podilu  jeho
podnikdni, snimz tato smlouva
souvisi.

Postoupeni CRO. Po pisemném

oznameni poskytovateli mize CRO

Trojstranna smlouva o provedeni klinického hodnoceni
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this Agreement to Sponsor or its
designee.

iv. Effect. No assignment shall relieve a
Party of the performance of any
accrued obligation which such Party
may have incurred or accrued prior to
the date of such notice of assignment.
Any attempted assignment in
violation hereof shall be null and void.

Subcontracting. Institution may not
subcontract any of its/his/her respective
responsibilities hereunder without
Sponsor or CRO’s prior written consent,
which shall not be unreasonably withheld.
For avoidance of doubt, such consent is
not required for Institution to perform the
Study at Additional Approved Locations.
Any attempted delegation in violation
hereof shall be null and void.

Independent Contractor. It is agreed by the
Parties that Institution and its Personnel
are acting as independent contractors of
Sponsor and CRO hereunder and not as
employees, agents, or joint venturers of or
with Sponsor or CRO. Institution and its
Personnel shall not have any authority to
represent, bind or act on behalf of Sponsor
or CRO.

Publicity.

i.  Each of the Parties agree they shall
not use the name of any other Parties
(including Sponsor’s affiliates) for
any advertising or promotional
purposes without the prior written
consent of the entity whose name is

Czech Republic CTA 3 Party Sponsor-CRO-Inst (2 per
site) Version Date: Apr 6, 2023; Version 1.91
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tuto smlouvu postoupit zadavateli
nebo jeho povérené osobé.

iv. Uginek. Zadné postoupeni nezbavi
smluvni stranu plnéni jakékoli vzniklé
povinnosti, kterou takovd smluvni
strana mohla ziskat nebo ji mohla
vzniknout pfede dnem takového
oznameni o postoupeni.  Jakykoli
pokus o postoupeni v rozporu s touto
smlouvou bude neplatny.

Vyuziti subdodavatelt. Poskytovatel nesmi
smluvné zadat Zadnou ze svych pfislusnych
povinnosti podle této smlouvy
subdodavateli bez pfedchoziho pisemného
souhlasu zadavatele nebo CRO, ktery
nebude bezdivodné odepten. Aby se
piedeslo pochybnostem, takovy souhlas se
nevyzaduje  pro  provadéni  studie
poskytovatelem na dalSich schvalenych
mistech. Jakykoli pokus o delegovani
v rozporu s touto smlouvou bude neplatny.

Nezéavisly smluvni dodavatel. Smluvni
strany souhlasi stim, Ze poskytovatel
ajeho persondl pasobi jako nezavisli
smluvni dodavatelé zadavatele a CRO
podle této smlouvy, anikoli jako
zameéstnanci ¢i zmocnéné osoby zadavatele
nebo CRO ani jako ucastnici spolecného

podniku se zadavatelem nebo CRO.
Poskytovatel ajeho persondl nemaji
opravnéni  Cinit  prohlaSeni, pfijimat

zévazky nebo jednat jménem zadavatele
nebo CRO.

Publicita.

i. Kazda ze smluvnich stran souhlasi
s tim, Ze nepouzije jméno jiné smluvni
strany (vCetné pfidruzenych
spolecnosti zadavatele) pro ucely
propagace ¢i reklamy bez piedchoziho
pisemného souhlasu pravnické osoby,

Trojstranna smlouva o provedeni klinického hodnoceni
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proposed to be used. No news release,
publicity or other public
announcement, except for publication
otherwise in accordance with the
terms of this Agreement, either
written or oral, regarding this
Agreement or performance hereunder
or results arising from the Study, shall
be made by Institution without the
prior written approval of Sponsor. In
order for the Institution to satisfy its
reporting obligations, it may identify
Sponsor as the Study sponsor and
disclose the amount of funding
received from Sponsor for the Study,
but it shall not include in any such
report any information  which
identifies any Study Drug by name or
the therapeutic area(s) involved in the
Study. All advertising of the Study
must be reviewed and approved by
Sponsor prior to use.

As part of the registration of the Study
on www.clinicaltrials.gov  and/or
other applicable clinical trial

registries (such as:
http://www.sukl.cz/modules/evaluati
on/ and

http://clinicaltrialsregister.eu/),
Sponsor may disclose the Institution’s
name and contact information
(including, but not limited to, the
Institution’s address and telephone
number) and the name of the Principal
Investigator.

Astellas: protokol ¢. 1517-CL-1003
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jejiz nazev ma byt podle navrhu
pouzit. Poskytovatel nevydd zadnou
tiskovou zpravu, nebude provadét
propagaci ani neucini zadné jiné
veiejné prohlaseni ve véci této
smlouvy, plnéni podle této smlouvy
nebo vysledkl vyplyvajicich ze studie,
ato ani pisemné, ani Ustné, bez
piredchoziho pisemného souhlasu
zadavatele, s vyjimkou publikaci,
které jsou jinak v souladu
s podminkami této smlouvy. Aby
poskytovatel ~mohlo  splnit  své
oznamovaci povinnosti, mize uvést
zadavatele jako zadavatele studie
a zvetejnit vysi financnich prostiedkil
obdrzenych od zadavatele pro studii;
zadna takova zprava vSak nebude
obsahovat informace uvadéjici nazev
hodnoceného piipravku nebo lécebnou
oblast/ 1éCebné oblasti, které jsou
pfedmétem studie. Veskerd inzerce
tykajici se studie musi byt pred
pouzitim zkontrolovdna a schvalena
zadavatelem.

ii. V ramci registrace studie na webovych

strankach www.clinicaltrials.gov
a/nebo v jinych pfislusnych registrech
klinickych hodnoceni

(http://www.sukl.cz/modules/evaluati
on/ a http://clinicaltrialsregister.eu/)
muze zadavatel zvefejnit nazev
a kontaktni udaje poskytovatele (mimo
jiné véetné adresy a telefonniho cisla
poskytovatele) ajméno  hlavniho
zkousejiciho.

’

f. Modifications. This Agreement may not f. Upravy. Tato smlouva smi byt pozménéna
be amended or modified except by written nebo upravena pouze formou pisemného

amendment signed by the Parties.

dodatku podepsaného smluvnimi stranami.
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g. Severability. If any term or condition of

this Agreement, the deletion of which
would not adversely affect the receipt of
any material benefit by any of the Parties
hereunder, shall be held illegal, invalid, or
unenforceable, the remaining terms and
conditions of this Agreement shall not be
affected thereby and such terms and
conditions shall be valid and enforceable
to the fullest extent permitted by
Applicable Law.

No Waiver. Failure by any Party to
exercise or enforce any right conferred
upon it hereunder shall not be deemed to
be a waiver of any such right nor operate
to bar the exercise or enforcement thereof
at any time or times thereafter.

Headings. The headings and captions of
the articles and sections of this Agreement
shall be for convenience only.

Force Majeure. None of Sponsor,
Institution, or CRO will be liable for delay
in performing or failure to perform
obligations under this Agreement if such
delay or failure results from circumstances
outside its reasonable control (including,
without limitation, any act of God,
governmental action, accident, strike,
terrorism, bioterrorism, lock-out, or other
form of industrial action) (“Force
Majeure”) and notice of such delay or
failure is promptly provided to the other
Parties. Any incident of Force Majeure
will not constitute a breach of this
Agreement and the time for performance
will be extended accordingly; however, if
it persists for more than thirty (30) days,
then the Parties may enter into discussions
with a view to alleviating its effects and, if
possible, agreeing on such alternative
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g. Oddélitelnost jednotlivych ustanoveni
smlouvy. Pokud bude jakakoli podminka
této smlouvy, jejiz odstranéni by podle této
smlouvy nemélo neptiznivy vliv na ziskani
jakékoli zédsadni vyhody kteroukoli ze
smluvnich ~ stran,  povaZzovdna  za
nezakonnou, neplatnou nebo
nevymahatelnou, zbyvajici podminky této
smlouvy tim nebudou ovlivnény a takové
podminky budou platné a vymahatelné
v maximalni mife povolené platnymi
pravnimi predpisy.

h. Neupusténi od prav. Pokud kterdkoli
smluvni strana nebude uplatiovat i
vymahat jakékoli pravo, jez ji bylo podle
této smlouvy wudé€leno, nebude to
povazovano za vzdani se jakéhokoli
takového prava ani za upusténi od jeho
uplatnéni nebo vymahani kdykoli pozdéji.

i. Nadpisy. Nadpisy azahlavi ¢lanka
a odstavci této smlouvy jsou uvadény
pouze pro jeji zptehlednéni.

j. Vys8i moc. Zadavatel, poskytovatel ani

CRO nebudou odpovédni za prodleni pii
plnéni ani za neplnéni zavazkl podle této
smlouvy, pokud je takové prodleni nebo
neplnéni disledkem okolnosti, jez nema
smluvni strana pod piiméfenou kontrolou,
(mimo jiné vcetné¢ jakékoli vy$$i moci,
vladniho  opatfeni, nehody, stavky,
terorismu, ekoterorismu, zastaveni provozu
nebo jiné formy primyslového opatieni)
(,,vysS8i moc*), a pokud je tato skuteCnost
bezodkladn€¢ ozndmena druhé strané.
Zadny piipad vy$i moci nebude
predstavovat porusSeni této smlouvy a doba
pro plnéni bude odpovidajicim zpisobem
prodlouzena; pokud vSak tato situace bude
trvat déle nez tficet (30) dni, smluvni strany
mohou zacit jednat o zmirnéni jejich
ucinkt, a pokud to bude mozné, mohou se
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arrangements as may be reasonable in all
of the circumstances.

Choice of Law. The  validity,
interpretation and performance of this
Agreement shall be governed and
construed in accordance with the laws of
Czech Republic. For any legal action
arising from or related to this Agreement,
the Parties hereby consent and submit
solely to the jurisdiction and venue of the
courts located at Czech Republic and
agree that such courts shall be the sole
courts utilized and hereby waive any
jurisdictional or venue objections to such
court.

Language. This Agreement has been
executed in Czech and English. In case of
any discrepancy between these two
language versions, the Czech version shall
prevail when construing the Agreement.

. Entire  Agreement/Counterparts.  This
Agreement, including any exhibits and
schedules attached hereto, constitutes the
entire agreement between the Parties with
respect to the subject matter hereof. This
Agreement is signed in 3 counterparts,
each of which will be deemed an original
but all of which together will constitute
one and the same instrument. Any
signature page delivered by facsimile or
electronic image transmission shall be
binding to the same extent as an original
signature page. Upon request, any Party
that delivers a signature page by facsimile
or electronic image transmission shall
deliver an original counterpart to the other
Parties. The Agreement can also be signed
with a guaranteed electronic signature
based on a qualified certificate or a
qualified electronic signature.
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dohodnout na jinych opattfenich, jak muize
byt za vSech okolnosti opodstatnéné.

k. Prévo smlouvy. Platnost, vyklad a plnéni

této smlouvy se fidi a vyklada v souladu s
pravem Ceské republiky. V piipads
jakychkoli pravnich krokt vyplyvajicich z
této Smlouvy nebo s ni souvisejicich strany
timto souhlasi a podfizuji se vyhradné
soudni pfisluSnosti a pfislusnosti soudi
nachazejicich se v Ceské republice a
souhlasi s tim, ze tyto soudy budou
jedinymi vyuzivanymi soudy, a timto se
vzdavaji jakychkoli namitek tykajicich se
pfislusnosti nebo pfislusnosti k tomuto
soudu.

1. Jazykové verze.  Tato smlouva je

vyhotovena v ¢eském a anglickém jazyce.
V piipad¢ jakéhokoliv rozporu téchto
jazykovych verzi ma pti vykladu smlouvy
prednost ¢eska verze.

m. Celistvost smlouvy/ stejnopisy. Tato

smlouva vcetné ptiloh aharmonogrami,
které jsou kni pfipojeny, piredstavuje
uplnou dohodu mezi smluvnimi stranami,
pokud jde o pfedmét této smlouvy. Tato
smlouva je podepsana ve 3 stejnopisech,
z nichz bude kazdy povazovan za original,
avSak vSechny stejnopisy dohromady
budou tvofit jeden atentyz dokument.
Jakdkoli podpisova stranka dorucena
faxem nebo elektronicky bude zavazna ve
stejném rozsahu jako originalni podpisova
stranka. Smluvni strana, ktera zasle
podpisovou  stranku  faxem = nebo
elektronicky, na vyzadani doruci ostatnim
smluvnim strandm origindlni stejnopis.
Smlouvu lze podepsat rovnéz zaruCenym
elektronickym podpisem na zakladé
kvalifikovaného certifikatu, nebo
kvalifikovanym elektronickym podpisem.
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the publication of the Agreement by the
Institution to meet the obligations
prescribed to them by the applicable and
effective legislation, especially Act No.
340/2015 Coll. on the Contract Register,
as amended, and also instructions and
decisions of the Ministry of Health of the
Czech  Republic. ~ The  published
Agreement will not include any personal
details of natural persons not publicly
available in a public register, confidential
information under this Agreement or the
trade secret agreed upon by the Parties in
accordance with Section 504 of the Civil
Code as follows: study protocol and
design, detailed budget, number of study
subjects and their compensation, duration
of the study, detailed information about
the Sponsor’s insurance. For publication
of the Agreement within the meaning of
this section, the Sponsor/CRO shall
provide a redacted version of the
Agreement in a machine-readable format
to the Institution.

The Institution shall publish the
Agreement in the Contract Register and

shall notify the Sponsor / CRO of the

The other Party, Sponsor acknowledges
that the Institution, as a state-subsidized
organization, is obliged, at the request
of a third party, to provide information
pursuant to Act No. 106/1999 Coll. on
the Free Access to Information, as
amended.

Signature page follows.
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n. Contract Register. The Parties consent to n. Registr smluv. Smluvni strany souhlasi s

uvefejnénim  smlouvy poskytovatelem
zdravotnich sluzeb za ucelem splnéni
povinnosti ulozenych mu platnou a
ucinnou pravni upravou, a to zejména
zékonem €. 340/2015 Sb., o registru smluv,
ve znéni pozdéjSich predpist, a dale
pokyny a rozhodnutimi Ministerstva
zdravotnictvi Ceské republiky. Ve smlouvé
nebudou  zvefejnény  osobni  udaje
fyzickych osob, které nejsou vetejné
dostupné ve vefejném rejstiiku, diveérné
informace dle této smlouvy a déale pak
obchodni tajemstvi, které si smluvni strany
sjednévajici ve smyslu ustanoveni § 504
obCanského zakoniku takto: protokol a
design studie, detailni rozpocet, pocet
subjekti hodnoceni a jejich odmeénovani,
délka trvani studie, detailni informace o
pojisténi zadavatele. Za ucelem uvetejnéni
této smlouvy ve smyslu tohoto odstavce
poskytne zadavatel / CRO poskytovateli
zdravotnich sluzeb revidovanou verzi
smlouvy ve strojove Citelném formatu.

Uvefejnéni smlouvy v registru smluv
provede poskytovatel zdravotnich sluzeb, a
o uvefejnéni bude zadavatele / CRO

informovat

Druha smluvni strana, Zadavatel bere na
védomi, ze poskytovatel zdravotnich
sluzeb  jakozto  statni  ptispévkova
organizace, je povinna na dotaz tieti osoby
poskytnout informace podle zakona C¢.
106/1999 Sb., o svobodném pfistupu k
informacim, ve znéni pozd¢jsich predpisti.

Naésleduje podpisova stranka.

Trojstranna smlouva o provedeni klinického hodnoceni
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IN WITNESS WHEREOF, the Parties have
caused this Agreement to be executed by duly
authorized representatives as of the Effective

Date.
ASTELLAS PHARMA GLOBAL
DEVELOPMENT, INC.
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NA DUKAZ CEHOZ smluvni strany
zajistily, aby tato smlouva byla podepsana
jejich tadné poveéfenymi zéstupci k datu
platnosti.

signed by ICON Clinical Research Limited on behalf of / podepsala spolecnost ICON Clinical
Research Limited jménem ASTELLAS PHARMA GLOBAL DEVELOPMENT, INC

By / Podepsal(a):

Name / Jméno: | NN
Title / Pozice: |

Date / Datum:

ICON Clinical Research Limited

By / Podepsal(a):

Name/Jméno: [ ENEERNEENNNNNN =~
Title / Pozice: | NN

Date / Datum:

Fakultni nemocnice v Motole

By / Podepsal(a):

Name / Jméno: [ NN
Title /Pozice: [ NNRRHENENENNNN

Date / Datum:
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L, the undersigned |G

as the Investigator, confirm that
I have properly familiarized myself with
the content of this Agreement and confirm
that I have taken upon myself the
obligations of the Principal Investigator
under this Agreement, contractual
arrangements with the Sponsor and
applicable legal regulations on the conduct
of clinical trials of medicinal products. I
also undertake not to disclose any
information related to the present clinical
trial without the Sponsor’s prior written
consent; to maintain confidentiality of any
information that has been provided; to
consider it confidential and to refrain from
any other use of this information and the
results other than for the purposes of this
clinical trial. I, as the Investigator, agree
that the Sponsor (and also the CRO, as the
case might be) will collect, use, process
and publish my personal data, including
my name, qualification and experience in
clinical trials, my financial data related,
but not limited, to the recompense
received and financial compensation and
other personal data for administrative
purposes in connection with the clinical
trial or in order to provide it to ethics
committees and state authorities, and I
undertake to ensure this consent also from
the sub-investigators and other members
of the study team.
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Nize podepsany | INNEEEEE o
zkousejici potvrzuji, Ze jsem se fadné seznamil
s obsahem této smlouvy a potvrzuji, ze jsem na
sebe prevzal povinnosti hlavniho zkousejiciho
dle této smlouvy, smluvnich ujednani se
zadavatelem a pfislusnych pravnich ptedpist
upravujicich provadéni klinickych hodnoceni
léciv. Déle se zavazuji nezvefejniovat
informace tykajici se predmétného klinického
hodnoceni bez ptedchoziho pisemného
souhlasu zadavatele, zachovavat ml¢enlivost o
vSech poskytnutych informacich, povazovat
tyto za divérné a zdrzet se jakéhokoliv jiného
uziti téchto informaci a vysledkii nez pro ucely
tohoto klinického hodnoceni. Jako zkousejici
souhlasim s tim, ze zadavatel (a popt. i CRO)
bude/budou shromazd’ovat, pouzivat,
zpracovavat a zvefejilovat mé osobni udaje,
vcéetné¢ jména, kvalifikace a zkuSenosti v
klinickém hodnoceni, mé finanni udaje
vztahujici se mimo jiné k obdrzené odmén¢ a
finan¢ni ndhradé¢ a dalSi osobni udaje k
administrativnim 0¢elim v souvislosti s
klinickym hodnocenim, popi. k poskytnuti
etickym komisim a stdtnim Gfadiim a zavazuji
se zajistit tento souhlas 1 od spoluzkousejicich
a ostatnich ¢lenti studijniho tymu.

Read and Acknowledged / Pirecetl(a) a vzal(a) na védomi:

By / Podepsal(a):

Date / Datum:
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EXHIBIT A
PAYMENT SCHEDULE

1. Definitions. In addition to defined terms set
forth in the Agreement, the terms below
shall have the following meanings:

a. “Acceptably Completed CRF” means
a CRF, whether paper or electronic, for
an “Evaluable Subject” (defined
below) completed according to the
Protocol, provided that all entries are
complete, accurate, and without
discrepancies.

b. “Evaluable Subject” means a subject
who participates in the Study
according to the Protocol and complies
with the following requirements: (i)
has met the applicable inclusion and/or
exclusion criteria required by the
Protocol; (ii) has signed an ICF; and
(ii1) has received at least one dose of
Study Drug.

c. “Screen Failure” means when a
subject who completes the pre-
screening and screening procedures as
defined by the Protocol, has not
received the Study Drug, and for
whatever reason chooses not to
participate in the Study and/or is not
eligible for participation in the Study
after undertaking such procedures.

d. “Pass-Through Cost” means
reimbursement amount based on the
actual and reasonable cost of such
service to Institution and shall be
without any mark-up whatsoever.

2. Enrollment. This is a multi-national,
competitively recruiting study. Institution's
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PRILOHA A
HARMONOGRAM PLATEB

1. Definice. Krom¢ definovanych vyraza
uvedenych vtéto smlouvé maji nize
uvedené vyrazy nasledujici vyznam:

a. ,Prijatelné vyplnény CRF* znamena
papirovy ¢i elektronicky CRF pro
hodnotitelny subjekt (definovany nize)
vyplnény  podle  protokolu za
predpokladu, ze vSechny polozky jsou
uplné, presné a bez nesrovnalosti.

b. ,,Hodnotitelny subjekt“ znamena
subjekt, ktery se ucastni studie
v souladu s protokolem a spliuje tyto
pozadavky: (i) splnil pfislusna kritéria
pro zafazeni a/nebo  vylouceni
vyzadovand protokolem; (ii) podepsal
ICF a (ii1) dostal alespoini jednu davku
hodnoceného ptipravku.

c. ,Subjekt, ktery neprosel
screeningem* znamena subjekt, ktery
absolvuje prescreeningoveé

a screeningové ukony tak, jak jsou
definovany  protokolem, nedostal
hodnoceny pfipravek a z jakéhokoli
duvodu se rozhodne, ze se studie
nezucastni, a/nebo neni po absolvovani
takovych ukonti zpiisobily k ucasti ve
studii.
d. ,Prefakturované naklady*
znamenaji Castku thrady na zakladé
skutecnych a pfiméfenych nékladi na
takové sluzby poskytovateli a nebudou
zahrnovat zadnou ptirazku.

2. Zarazovani __do _ studie. Toto je
multinarodni studie s kompetitivné

Trojstranna smlouva o provedeni klinického hodnoceni
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specific enrollment rate depends on the rate
and number of subjects enrolled at the other
participating sites. Sponsor or its designee
shall inform Institution when subject
enrollment is complete and no additional
subjects are to be enrolled. Notwithstanding
the foregoing, Sponsor or its designee
reserves the right to suspend enrollment of
subjects in the Study immediately upon
notice to Institution and Principal
Investigator at any time.

Per Subject Fee. The fee per subject (“Per
Subject Fee”) shall be based upon each
Evaluable Subject’s progress through and
completion of the Study visits according to
the Protocol and Acceptably Completed
CRFs entered in the Study electronic data
capture (“EDC”) system, in the amounts set
forth below. Institution shall timely provide
any additional documentation as Sponsor or
its designee requests in order to verify any
payments owed hereunder.
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provadénym néborem. Konkrétni rychlost
zafazovani ve zdravotnickém zafizeni
zavisi na rychlosti zafazovani a poctu
subjektt zatazenych na dalsich
pracovistich, kterd se ucastni studie.
Zadavatel nebo jeho povéfena osoba budou
informovat poskytovatele, jakmile bude
zatazovani subjektli dokonceno a do studie
jiz nebudou zatazovany zadné dalsi
subjekty. Bez ohledu na vyse uvedené si
zadavatel nebo jeho povéfend osoba
vyhrazuji  pravo  kdykoli  pozastavit
zafazovani subjekti do studie ihned po
oznameni  poskytovateli  ahlavnimu
zkousejicimu.

Poplatky za subjekt. Poplatek za subjekt
(,,poplatek za subjekt“) bude zalozen na
uskuteénéni navstév v rdmci studie podle
protokolu, jejich absolvovani jednotlivymi
hodnotitelnymi subjekty ana pfijatelné
vyplnénych CRF zadanych do
elektronického systéemu pro
shromazd’ovani udaji ze studie (,,EDC®),
a to v nize uvedené vysi. Poskytovatel v¢as
poskytne jakoukoli dodate¢nou
dokumentaci, o niz zadavatel nebo jeho
povéfend osoba pozada, aby bylo mozné
ovetit jakékoli dluzné platby podle této
smlouvy.
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EXHIBIT B PRILOHA B
Beneficiary Detail Form Udaje ptijemce platby
Beneficiary Detail Form attached as a Formulét s udaji ptijemce plateb je piilozen
separate document jako samostatny dokument
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