CLINICAL TRIAL AGREEMENT
Clinical Trial:
PMR-EC-1207

This Agreement is made on_by
and between

Astellas Pharma s.r.o.

Sokolovska 100/94

186 00 Praha 8

ICO: 26432765

DIC: CZ26432765

((hereinafter referred to as ,ASTELLAS");

and

Fakultni nemocnice v Motole
V Gvalu 84, 150 06 Praha 5
(hereinafter referred to as “INSTITUTE”),

(ASTELLAS and the INSTITUTE are hereinafter
referred to individually as “Party” or collectively as
“Parties”.)

and with respect to ASTELLAS’ clinical trial identified
below (hereinafter referred to as "Clinical Trial”):

SMLOUVA O KLINICKEM HODNOCENI
Klinické hodnoceni:
PMR-EC-1207
Tato Smiouva byla uzaviena _
(DD/MM/RR) mezi

Astellas Pharma s.r.o.
Sokolovska 100/94

186 00 Praha 8

ICO: 26432765

DIC: CZ26432765

(dale jen “firma Astellas”);

A

Fakultni nemocnice v Motole
V uvalu 84, 150 06 Praha 5
(dale jen “Zdravotnicke zarizeni”),

(Astellas a Zdravotnické zafizeni jsou zde dale
oznacovany jednotlivé jako “Strana” nebo spolecné
jako “Strany”.)

a s ohledem na klinické hodnoceni firmy Astellas
oznacené nize (dale jen jako “Klinické hodnoceni”):

Advagraf/Prograf |

" Investigational medicinal ______ product: | Hodnoceny _lé&ivy _pfipravek:
Advagraf/Prograf  (hereinafter referred to as | (déle jen jako "Produkt”)
“Product”)

"Title: A Phase I, Parallel Group, Randomized,
Multicentre, Open Label Study to Compare the
Pharmacokinetics of Tacrolimus in De Novo Pediatric
Allograft Recipients Treated with an Advagraf® or
Prograf® Based Immunosuppressive Regimen,
Including a Long-Term Follow-Up

| Code: PMR-EC-1207
EudraCT-No.: 2011-000078-80

| Nazev: A Phase |I, Parallel Group, Randomized,

Multicentre, Open Label Study to Compare the
Pharmacokinetics of Tacrolimus in De Novo Pediatric
Allograft Recipients Treated with an Advagraf® or
Prograf® Based Immunosuppressive Regimen,
Including a Long-Term Follow-Up

| Kéd: PMR-EC-1207 )
EudraCT-No.: 2011-000078-80

WHEREAS, ASTELLAS is interested in conducting
the Clinical Trial at various sites;

WHEREAS, the INSTITUTE has agreed to let the
Clinical Trial be undertaken at the INSTITUTE on the
terms and ¢onditions set out below; and

WHEREAS, the Parties have carefully contemplated
the risks and difficulties of the Clinical Trial and have
compared them with the expected benefits for the
subjects and public interest, and have reached the

conclusion that the expected benefit of the Clinical
Trial justifies possible foreseeable risks and
difficulties.

NOW, THEREFORE, the Parties hereto agree as
follows:

JELIKOZ ma Astellas zajem na provedeni Klinického
Hodnoceni na rlznych pracovistich;

JELIKOZ Zdravotnické zafizeni souhlasi s tim, Ze
Klinické hodnoceni prob&hne ve Zdravotnickém
zafizeni za podminek uvedenych nize; a

JELIKOZ Strany radné zvazily rizika a obtize spojené
s Klinickym hodnocenim a porovnaly je s
otekavanymi pfinosy pro subjekty hodnoceni a
verejné zajmy a dospély k zavéru, ze ocekavany
prinos  Klinického hodnoceni opraviuje mozna
pfedvidatelna rizika a potize.

NYNIi TUDIZ, Strany zde dohodly nasleduijici:



1. Personnel and Facilities
agrees that its employee
I -ccctric cinic, University
ereinafter referred to as
“Investigator”) and sufficient appropriately trained
research staff of the INSTITUTE (hereinafter
collectively referred to as “Research Staff”’) will
conduct the Clinical Trial at the INSTITUTE'’s site (or
the site under the INSTITUTE's control) (hereinafter
referred to as “Site”) under terms and conditions
separately agreed between ASTELLAS and the
Investigator.

1.2 Subjecto the terms and conditions under
this Agreement, the INSTITUTE shall provide
necessary equipment and make available sufficient
appropriately trained Research Staff as well as its
subjects to the Investigator so that the Investigator is
able to screen and enrol a sufficient number of
subjects in the Clinical Trial (hereinafter referred to as

ial Subject(s)"). The Parties hereto understand that

rial Subjects are planned to be enrolled in the
Clinical Trial by the Investigator.

1.3 The Parties understand that any replacement
or change of the Investigator and/or the Site for the
Clinical Trial shall be subject to the Parties’ mutual
written agreement.

2. Accomplishment

2.1 The INSTITUTE shall ensure that the Clinical
Trial will be conducted by the Investigator and/or the
Research Staff strictly in accordance with;

2.1.1 the protocol of the Clinical Trial (hereinafter
referred to as “Protocol’), provided,
however, that, f any deviation from the
Protocol is inevitable to protect the life
and/or health of the Trial Subjects, the
INSTITUTEI shall immediately give notice to
ASTELLAS;

2.1.2 all applicable national and international
laws, regulations and guidelines, especially
those governing the conduct of clinical trials,
dealings in medicinal products,
responsibiliies of clinical investigators,
informed consents, protection and privacy of
personal data and storage of data and
records, including, without fimitation, the ICH
Guidelines and the European Guidelines on
Good Clinical Practice (hereinafter referred
to as “ICH-GCP”), Good Laboratory
Practice, the revised versions of the
Declaration of Helsinki, Directive 95/46/EC,
Directive  2001/20/EC  and  Directive
2005/28/EC of the European Parliament and
of the Council, and professional industry

1. Personal a Zafizeni

1.1 Zdravotnicke zafizeni souhlasi s tim, ze jeho
zamestnanec Pediatricka
klinika, FN V Motole (dale jen jako “Zkousejici”) a
dostateny pocet pfislusné vyskolenych zaméstnancti
Zdravotnického zafizeni (dale jen jako “Vyzkumny
personal’ bude na pracovisti Zdravotnického zafizeni
(nebo na pracovisti pod kontrolou Zdravotnického
zafizeni) (dale jen “Pracovisté”) provadét Klinickeé
hodnoceni za podminek zviast dohodnutych mezi
firmou Astellas a Zkousejicim.

1.2 Za podminek této Smlouvy Zdravotnické
zafizeni poskytne nezbytna zafizeni a da
ZkouSejicimu  k dispozici dostatecny  pocet
Vyzkumného personaiu, stejné jako subjektd
hodnoceni, aby Zkousejici mohl provést screening a
zaradit do Klinického hodnoceni dostatetny pocet
subjektt hodnoceni (dale jen jako “Subjekt(y)
hodnoceni”). Strany k tomuto maji za to, ze je
planovano, ze do Klinického hodnoceni Zkousejici
zaradillSubjekti .

1:3 Strany jsou srozumény, Ze kazdé nahrazeni
nebo zména Zkousejiciho a/nebo Pracovisté
Klinického hodnoceni bude podléhat vzajemné
pisemné dohodé Stran.

2, Provedeni

2.1 Zdravotnické zarizeni zajisti, ze Kiinické
hodnoceni bude Zkousejici a/nebo Vyzkumny

personal provadét prisné v souladu s;
211 protokolem Klinického hodnoceni (dale jen
jako “Protokol”), avSak za predpokladu, ze
pokud bude k ochrané Zivota a/nebo zdravi
Subjektt hodnoceni nevyhnutna jakakoli
odchylka, Zdravotnické =zafizeni o tom
bezodkladné firmu Astellas uvédomi;

narodnimi a
mezinarodnimi  zakony, nafizenimi a
pokyny, zejména témi, které upravuji
provadeni klinickych hodnoceni, smlouvy o
lé€ivych pfipravcich, odpovédnosti
zkousejicich, informované souhlasy,
ochranu osobnich udaji a uchovavani dat a
zaznamu, vcetné, vycet tim neni omezen,
Pokynd ICH a Evropskych Pokynd o
Spravné klinicke praxi (dale jen jako "ICH-
GCP”), Spravné laboratorni praxi,
revidované verze Helsinské Deklarace,
Smeérnice 95/46/ES, Smeérnice 2001/20/ES
a Smérnice 2005/28/ES  Evropského
parlamentu a Rady, a predpist profesnich
prumyslovych asociaci (dale souhrnneé jako

vedkerymi platnymi



association regulations (hereinafter
collectively referred to as “Regulations”),

opinion of the Ethics Committee dated 20.

Sei. 2011 a CA approval dated [

any and all provisions of this Agreement;
and

any and all instructions given in the
investigator's brochure of the Clinical Trial
and any other reasonable instructions to be
given by ASTELLAS to the INSTITUTE from
time to time.

22 if the INSTITUTE becomes aware of any
irregularities or suspected irregularities in the conduct
of the Clinical Trial, including, but not limited to, any
deviation from the Protocol and/or the Regulations, it
shall immediately inform ASTELLAS, and shall follow
ASTELLAS’ reasonable instructions to investigate
and/or rectify such irregularities.

2.3 For the purposes of this Agreement, the
Clinical Trial will be regarded as being completed at
the Site, when all case report forms (hereinafter
referred to as "CRFs”) of all Trial Subjects enrolled by
the INSTITUTE and all additional requested
information, including data queries, are prepared in
good order and made available to ASTELLAS by the
INSTITUTE with enough quality Data/Results for
ASTELLAS’ scientific evaluation (hereinafter referred
to as "Trial Completion”).

2.4 After the Trial Completion, ASTELLAS will
prepare the final report of the Clinical Trial according
to ICH-GCP guidelines, namely ICH E3: “Structure
and Content of Ciinical Study Reports” (hereinafter
referred to as “Final Clinical Trial Report”).

3. Remuneration and Cost
In consideration of the performance of the
INSTITUTE wunder this Agreement, ASTELLAS

agrees fo pay the INSTITUTE a remuneration
(hereinafter referred to as “Remuneration”) and costs
to be incurred by the INSTITUTE for the purpose of
this Agreement (hereinafter referred to as “Costs”)
according to the manner of the financial details
specified bellow:

ASTELLAS y to the INSTITUTE the
amount of for every subject of the
clinical trials, that completed the study according to
the protocol. The amount comprehends costs related
to enrolling subject of clinical trials to the study and
checkups.

In case of early withdrawal from the clinical trials from
whatever reason the payment wil be made on the
base of expense for an individual visit according to

“Predpisy”),

souhlasem Etické komise FN Motol z 21.9.
2011 2 0 povoleni vydanym
SUKLe

vSemi ustanovenimi této Smiouvy; a

véemi pokyny uvedenymi v souboru
informaci pro zkousejiciho pro toto Klinicke
hodnoceni a vdemi rozumnymi pokyny
prabézné udilenymi Zdravotnickemu
zalizeni firmou Astellas

22 Jestlize Zdravotnické zafizeni zjisti jakekoli
odchylky nebo podezfeni na odchylky v provadéni
Klinického hodnoceni, véetné vyCet tim neni
omezen, jakychkoli odchylek od Protokolu a/nebo
Predpisti, bude bezodkladné informovat firmu
Astellas a bude se fidit rozumnymi pokyny firmy
Astellas urCenymi k proSetfeni a/nebo napravé
takovych odchylek.

2.3 Pro ucely této smlouvy bude Kilinicke
hodnoceni povazovano za Pracovistém dokonceneé,
pokud budou vsechny formulafe zaznamui subjekti
hodnoceni (dale jen jako CFR) vSech Subjektu
hodnoceni zarazenych Zdravotnickym zafizenim a
vSechny dodatecné pozadované informace, v€etné
pozadavkli na ziskani dat, Zdravotnickym zafizenim
fadné pfipraveny a dany k dispozici firmé Astellas s
dostatecnou kvalitou Dat/Vysledkii k vyhodnoceni

firmou Astellas (dalej jen jako “Dokoncéeni
hodnoceni”).
24 Po DokonCeni hodnoceni firma Astellas

pfipravi konecnou zpravu o Klinickém hodnoceni v
souladu s pokyny ICH-GCP, zejména s ICH E3:
"Struktura Hlaseni o Kiinickém hodnoceni” (dale jen
jako “Koneéné hiaseni o Klinickém hodnoceni”).

3. Odména a naklady
S ohledem na pinéni Zdravotnickému zafizeni podie

této Smiouvy souhlasi firma Astellas s tim, Ze
Zdravotnickému zafizeni zaplati odménu (dale jen
jako “Odména”) a naklady, které Zdravotnickému
zafizeni vzniknou pfi plnéni této Smlouvy (dale jen
jako “Naklady”) v souladu se zplsobem finanénich
detailti specifikovanych niZe:

Astellas se zavazuje uhradit Zdravotnickému zarizeni
¢astku ve vyéi [ sovy: osmnacttisic za
kazdy subjekt hodnoceni, ktery dokoncil studii die
protokolu. Castka zahrnuje naklady spojené se

zafazenim subjektu hodnoceni do studie a
vysetienim.

V pfipadé predcasného ukonéeni klinického
hodnoceni z jakéhokoliv divodu bude platba

provedena na zakladé nakladi za jednotlivé navstévy
podie nasledujiciho schématu:



the following scheme:
Baseline
Visit 1

complete

Visit 2
Visit 3
Visit 4
PK

Visit 5
Visit 6
complete

Visit 7
Visit 8
Visit 9
Termination Visit

Further, ASTELLAS commits to relmburse to the
INSTITUTE costs of used concomitant medication
(basiliximab) for every subject of the clinical trail
according the records of the Investigator.

4. Medication and Material )

4.1 ASTELLAS shall supply to the INSTITUTE,
or directly to the Investigator, free of charge, the
Product in such quantity as necessary to conduct the
Clinical Trial at the Site.

4.2 The INSTITUTE shal ensure that the
Investigational Medicinal Products will be used by the
Investigator and/or the Research Staff solely and
exclusively for the purposes of the Clinical Trial and
will be kept in a secure area and in accordance with
any special storage instructions to be given by
ASTELLAS from time to time. The INSTITUTE shall
maintain a record of receipt and dispensing of all
Investigational Medicinal Products.

4.3 The INSTITUTE will provide in the pharmacy
activities linked to storage and issuing medicament
Qutenza during the clinical trials.( hereinafter referred
to as ,activity”), that the pharmacy will perform for the
submitter under the established conditions by this
agreement. Part of the activity is administration of the

Vstupni navstéva
Navstéva 1

PK profil
Navstéva 2
Navstéva 3
Navstéva 4

PK profil
Navstéva 5
Navstéva 6

profil

Navstéva 7
Navstéva 8
Navstéva 9
Konecna navstéva

s thradou nakladu
vzniklych zdravotnickému zafizeni spotfebou 1€kl
s Geinnou latkou basiliximab, které budou pouzity
pouze a vyluéné k u¢elum klinického hodnoceni pro

Firma Astellas dale souhlasi

kazdy hodnoceny subjekt ZkouSejici o spotfebé
vySe uvedenych lékll povede nalezitou dokumentaci.

Platba je bez DPH. Platba bude provadéna na
zéklade fakturace zdravotnickym zafizenim die
kalkulace  uskuteénénych  navstév  vytvorené
zadavatelem a odsouhlasenych zkou$ejicim. Platby
budou probihat die potfeby nejpozdéji vsak vzdy k
30.11. bézného roku.

Podklady pro fakturaci a vesSkera oznameni
zdravotnickému zafizeni budou zaslana do FNM,
sekretariat naméstka pro LPP, V Uvalu 84, 150 06,

Doba
splatnosti faktury je 30 dnl ode dne vystaveni
zdravotnickym zafizenim

4. Lécivé pripravky a Material

41 Firma Astellas doda Zdravotnickému zarizeni
nebo piimo Zkousejicimu, bezplatné, Produkt v
takovém mnozZstvi, které bude pottebné k provedeni
Klinického hodnoceni na Pracovisti.

4.2 Zdravotnické zafizeni zajisti, ze Hodnoceneé
lécivé pfipravky budou pouzity Zkousejicim a/nebo
Vyzkumnym personalem pouze a vyluéné k ucelum
Klinického hodnoceni a budou uchovavany v
zajisténém prostoru a v souladu s vesdkerymi pokyny
k uchovavani, které bude firma Astellas pribézné
udilet.8 Zdravotnické zafizeni bude uchovavat
zaznamy o pfijmu a vydeji veskerych Hodnocenych
lé&ivych pfipravkl.

4.3 Zdravotnické zafizeni zajisti v I€karné Cinnosti
spojené s uchovavanim a vydavanim studijniho lé€iva
Qutenza béhem klinickeho hodnoceni (dale jen
,cinnost*), kterou bude Iékarna vykonavat pro
zadavatele za podminek stanovenych touto
smlouvou. Souc¢asti &innosti je vedeni dokumentace



documents about receiving and issuing medicament.
Activities are for purposes of this agreement
defined as:

receiving study medication after notification from
the submitter or an entrepreneur (Cenduit)
- check up of fuliness and consistency of the package
- storage according to the establishment of
promulgation No.  229/2008 code, about
manufacturing and distributing medications and with
conditions explicit in the original documentation until
the period of issuance to the investigator or to the
subject of the clinical trials
- in case of breach of storage conditions inform the
submitter immediately.
-administration of income
supplied by the submitter
Activities can be further specified by the submitter's
instruction.

and expenditure lists

The Sponsor wil ensure delivery of the
investigational products to the Institution’s Pharmacy,
where they will be taken over and checked by a
pharmacist (in the same manner as other
consignments, i.e. whether are not damaged or, in
case of special transport requirements, whether they
have been fulfilled; the pharmacist will also confirm
receipt of the delivery); the investigational products
for a particular site will be then collected by the
Investigator based on an order form; the Investigator
will be then fully responsible for the investigational
products. The Sponsor is obliged fo give notification
of the delivery to the Pharmacy within 3 days before
they are delivered, either by e-mail by phone to
authorized pharmacist. Disposal of unused drugs will
be organized by the Sponsor at its own expense.

Pharmacy fee:
Initial payment
Receipt of the shipment
Monthly monitoring of the study drug at the site

5. Monitoring, Inspections and Audits

5.1 Upon reasonable notice to the INSTITUTE,
the INSTITUTE shall allow monitors and/or other
representatives of ASTELLAS or representatives of
any authority (hereinafter referred to as
“Representative(s)”’) to access the Site and the
INSTITUTE's other relevant facilities during its
normal business hours to monitor the progress of the
Clinical Trial, to control and examine the data and
results obtained by the Investigator and/or the
Research Staff under the Clinical Trial (hereinafter
referred to as “Data/Results*), and to perform an
audit according to any applicable Regulations or any
court or governmental order (including, but not limited
to, ICH-GCP audits). If ASTELLAS sends any third
party as its entrusted Representative, ASTELLAS
shall notify the INSTITUTE of it in writing in advance.
If the INSTITUTE receives any request by a relevant

o pfijmu a vydeji studijniho IéCiva

Cinnosti jsou pro Géely smlouvy definovany jako:

- piijem studijniho léc¢iva po avizu od zadavatele nebo
zprostiedkovatele (Cenduit)

- kontrola uplnosti a neporusenosti zasilky

- uchovavani s souladu s ustanovenimi vyhlasky ¢.
229/2008 Sb., o vyrobé a distribuci leciv a s
podminkami uvedenymi v pravodni dokumentaci do
doby vydani zkousejicimu nebo subjektu hodnoceni

- v pfipadé poruseni skladovacich podminek ihned
informovat zadavatele

- vedeni prfijmovych a vydajovych listd dodanych
zadavatelem

Cinnosti mohou byt dale specifikovany pokynem
zadavatele

Zadavatel zajisti distribuci zasiky hodnocenych
pripravkd do lékarny zdravotnického zafizeni, kde je
lékarnik pfevezme a zkontroluje (jako jiné zasilky -
tzn. neni-i poskozena, v pripadé zvlastnich
poZzadavki na transport, byly-li tyto poZadavky
dodrZzeny, piijem zasilkky potvrdi), nasledné si na
Zadanku zkou$ejici hodnocené pfipravky vyzvedne
na centrum, kde je za né piné zodpovédny. Zadavatel
je povinen oznamit do 3 pracovnich dnu pfed
dodanim, kdy bude zasilka do lekarny pfedana budto
emailem nebo telefonicky I€kdrnou povérenému
farmaceutovi. Likvidaci nevyuZitych 1ékd si zadavatel
zajisti na vlastni naklady.

Nemocnicni lekarné nalezi za jeji Cinnost odmeéna:

Iniciacni poplatek

Pfijem zasilky leciv

Mésicni kontrola l&Civ na pracovisti
K&/mésitné

5. Monitorovani, Kontroly a Audity
51 Na zdakladé rozumné vcasného oznameni
Zdravotnickému zafizeni umoZn’ Zdravotnické

zafizeni monitorum a/nebo jinym zastupcim firmy
Astellas nebo zastupcum jakehokoli uradu (dale jen
jako “Zastupce(Zastupci)”) pfistup na Pracovisté a do
jinych prislusnych zafizeni Zdravotnického zafizeni
béhem normaini pracovni doby k monitorovani
postupu Klinickeho hodnoceni, ke kontrole a
prosetfeni dat a vysledku ziskanych Zkousejicim
a/nebo Vyzkumnym personalem béhem Kilinického

hodnoceni (dale jen jako “Data/Vysledky”) a k
provedeni auditu v souladu se vSemi platnymi
Piedpisy nebo soudnimi nebo drednimi piikazy

(vCetné auditd ICH-GCP, wvytet tim neni omezen).
JestliZe firma Astellas vysle jakoukoli ti'eti stranu jako
svého povéreného Zdstupce, uvedomi o tom firma
Astellas Zdravotnické zafizeni pisemn€ piedem.



regulatory authority to conduct an inspection or audit
relating to the Clinical Trial, the INSTITUTE shall
immediately inform ASTELLAS of it and shall permit
ASTELLAS' Representatives to be present at such
an inspection and/or audit.

52 For the purpose of Article 5.1 hereof, the
INSTITUTE shall use its best effort to make the
Investigator and the relevant Research Staff available
to the Representatives and shall co-operate fully with
the Representatives.

6. indemnity

6.1 ASTELLAS shall indemnify and hold
harmless the INSTITUTE, the Investigator and/or the
Research Staff (hereinafter collectively referred to as
“‘Indemnified Party”) from and against all claims for
material damages made or brought against the
Indemnified Party by or on behalf of the Trial
Subject(s) under statutory provisions of civil law on
the grounds of death and/or personal injury of such
Trial Subject(s) caused by any procedure performed
on the Trial Subject(s) according to the Protocol
during the course of the Clinical Trial (hereinafter
referred to as “Claim”), provided, however, that
ASTELLAS’ above indemnification will not apply to
the extent that:

6.1.1 the Claim has been caused due to wilful
misconduct, negligence, illegal act, omission
or failure of any of the Indemnified Party to
comply with their obligations under this
Agreement, the Protocol and/or the

Regulations;

the Indemnified Party’s liability insurance
covers the damages resulting from the
Claim;

the Indemnified Party has failed to notify
ASTELLAS in writing of the Claim within a
period of seven (7) days following the
Indemnified Party’s receipt of the Claim
notice; and/or

6.14 in spite of ASTELLAS request, the
Indemnified Party has failed to enable
ASTELLAS or its insurer, without any
justifiable reasons, to take over the control
of the Claim or the court proceedings
associated therewith,

6.2 The INSTITUTE shall inform ASTELLAS in
writing of any circumstance, which is considered
reasonably likely to develop into a cause of a Claim
or any court proceedings connected therewith
(hereinafter referred to as “Claim Events”). The

Jestlize Zdravotnické zafizeni obdrzi jakykoli
poZzadavek prislusného regula¢niho urfadu na
provedeni kontroly nebo auditu Klinického hodnoceni,
bude o tom Zdravotnické zarizeni firmu Astellas ihned
informovat a umozni Zastupcim firmy Astellas byt pfi
takové kontrole a/nebo auditu pritomen.

5.2 Pro ugely Clanku 5.1 této Smlouvy vynalozi
Zdravotnickeé zarfizeni své nejlepsi Gsili k tomu, aby
byl ZkouSejici a pfislusny Vyzkumny personal
Zastupcum k dispozici a aby se Zastupci piné
spolupracoval.

6. Zavazek nahradit vzniklou $kodu
6.1 Firma Astellas nahradi Zdravotnickému
zafizeni,  ZkouSejicimu  a/nebo  Vyzkumnému

personalu (dale souhrnné jen jako “Odskodriovana
strana”’) vzniklou Skodu a bude ji chranit pred
veskerymi naroky ffetich stran na nahradu skody
vznesené proti Odskodriované strané Subjektem
(Subjekty) hodnoceni nebo jejich jménem na zakladé
zakonnych ustanoveni obcanského prava v dusiedku
umrti a/nebo Skody na zdravi takového (takovych)
Subjektu (Subjektl) hodnoceni vznikleé béhem
Klinického hodnoceni jakymkoli postupem na
Subjektu (Subjektech) hodnoceni v souladu s
Protokolem (ddlej jen jako “Nadrok”), avSak za
pfedpokladu, Ze se vy3e uvedené odskodnéni ze
strany firmy Astellas nebude vztahovat na situaci,
kdy:
6.1.1 byl narok vznesen v dlsledku nedbalosti,
zanedbani, protipravniho ¢&inu, opomenuti
nebo nejednani kterékoli z
Odskodnovanych stran pfi plnéni zavazkd
podle této Smlouvy, Protokolu a/nebo
Predpisu;

poji§téni Odskodriované strany kryje skody
vyplyvajici z Ndroku:;

Odskodriovand strana neoznamila pisemné
firmé& Astellas vzneseni Naroku béhem
sedmi (7) dni poté, co Odskodhiovana
strana obdrZela oznameni o Ndroku; a/nebo

navzdory  poZadavku firmy  Astelas
Odskodriovanad strana neumoznila firme
Astellas nebo jeji pojistovné bez rfadného
dudvodu prevzit kontrolu nad Narokem nebo
soudnim fizenim s nim spojenym.

6.2 Zdravotnické zafizeni bude firmu Astellas
pisemné informovat o jakékoli okolnosti, u které Ize s
rozumnou pravdépodobnosti uvaZovat o tom, Ze se
vyvine v pfi€inu Nadroku nebo jakehokoli soudniho
fizeni spojeneého s Ndrokem (dale jen jako “Udalosti



INSTITUTE shall inform ASTELLAS from time to time
of the development of any Claim Events.
Furthermore, in case of any Claim coming to the
attention of the INSTITUTE, the INSTITUTE shall
inform ASTELLAS of it, and shall not settle the Claim
without obtaining ASTELLAS'’ prior written approval,
which shall not be unreasonably withheld by
ASTELLAS.

ik Insurance

71 ASTELLAS agrees to effect appropriate
insurance coverage for the benefit of the Trial
Subjects and damage insurance of the Investigators
and the sponzor. The insurance shall be
commensurate with the risks associated with their
enrolment in the Clinical Trial. ASTELLAS further
agrees, upon request of the INSTITUTE or the ethics
committee, to provide the INSTITUTE with proof of
such insurance coverage.

8. Confidentiality

8.1 The INSTITUTE shall not disclose or use any
information provided by ASTELLAS relating to the
Clinical Trial and/or the Product and any
Data/Results (including, but not limited to, all data,
information, inventions, developments or discoveries
relating to the Product, the documentation of the
Clinical Trial, the CRFs, and/or the Final Clinical Trial
Report) (hereinafter collectively referred to as
“Confidential Information™) for any purpose other than
the purpose of this Agreement. The INSTITUTE shall
keep the Confidential Information secret in a secure
area. The INSTITUTE may disclose the Confidential
Information to the Investigator and/or the relevant
Research Staff solely to the extent necessary for the
purpose of this Agreement.

8.2 The INSTITUTE's obligations provided in
Article 8.1 hereof will not apply to any Confidential
Information which:

8.2.1 the INSTITUTE can demonstrate is or
becomes publicly available otherwise than
by reason of breach by the INSTITUTE of
this Agreement;

8.22  the INSTITUTE can demonstrate by written
records is lawfully in its possession and was
known to it prior to receipt of such
Confidential Information from ASTELLAS;

8.23  the INSTITUTE can demonstrate by written
records was subsequently disclosed to it by
a third party owing no obligation of
confidentiality in respect of such Confidential
Information; or

Vyvolavajici Narok”). Zdravotnické zafizeni bude
firmu Astellas pribézné informovat o vzniku vSech
Udalosti Vyvolavajicich Narok. Dale v pfipadé
jakéhokoli Naroku, o kterem Zdravotnické zafizeni
ziska poveédomi, bude o ném Zdravotnické zarizeni
firmu Astellas informovat a Narok neuspokoji bez
pfedchoziho pisemného souhlasu firmy Astellas,
ktery firma Astellas bez rozumného ddvodu
neodepre.

7. Pojisténi

71 Firma Astellas souhlasi s tim, Ze uzavie
prislusnou pojistku ve prospéch Subjektl hodnoceni
a pojisténi odpovédnosti za skodu pro zkousejiciho a
zadavatele. Toto pojisténi bude odpovidat rizikim
spojenym se zafazenim subjektd hodnoceni do
klinického hodnoceni. Firma Astellas dale souhlasi s
tim, Ze na vyzadani Zdravotnického zafizeni nebo
eticke komise poskytne Zdravotnickemu zafizeni
dukaz takoveho pojistného kryti.

8. Utajeni
8.1 Zdravotnické  zafizeni nezpfistupni  ani

nevyuZije Zadné informace poskytnuté firmou
Astellas, které se vztahuji ke Klinickému hodnoceni
a/nebo Produktu a 2Zadnd Data/Vysledky (v€etne,
vyCet tim neni omezen, vsech dat, informaci,
vynalezd, vyvojovych produkti nebo objevl tykajicich
se Produktu, dokumentace Kilinického hodnoceni,
CRF a/nebo Konecného hlaseni o Klinickém
hodnoceni) (dale souhrné jen jako “Utajované
informace”) k Zadnému ucelu krome ucCelu této
Smiouvy. Zdravotnick€ zafizeni bude uchovavat
Utajované informace v tajnosti v zabezpeCeném
prostoru.  Zdravotnické zafizeni muZe zpfistupnit
Utajované informace Zkousejicimu a/nebo
pfistusnému Vyzkumnému personalu pouze v mife
nezbytné k naplnéni ucelu této Smiouvy.

8.2 Zavazky Zdravotnického zafizeni uveden€ v
Clanku 8.1 této Smilouvy se nebudou vztahovat na
Zadné Utajované informace, u nichz:

8.2.1 muZe Zdravotnick€ zarizeni prokdzat, Ze
jsou nebo se stanou vefejné pristupnymi
jinak neZ porusenim této Smiouvy ze strany
Zdravotnického zafizeni;

8.2.2 muzZe Zdravotnickeé zafizeni prokdzat
pomoci pisemnych zaznamu, Ze jsou v jeho
drzbé po prévu a byly mu znamy pied
ziskdnim takovych Utajovanych informaci
od firmy Astellas;

8.2.3 muZe Zdravotnické zafizeni prokazat
pomoci pisemnych zaznamu, Ze byly
nasledne Zdravotnickému zafizeni
zpristupnény tfeti stranou, ktera neni ve
vztahu k takovym Utajovanym informacim
vazana zadnym zavazkem micenlivosti;



8.24 is agreed in writing by ASTELLAS to be
disclosed.
Furthermore, i disclosure of any Confidential

Information is required according to any
Regulation(s) or for the purpose of this Agreement,
the INSTITUTE may disclose such Confidential
information to the extent as being required, subject to
the condition that the INSTITUTE shall notify
ASTELLAS of such disclosure ten (10) days in
advance and shall try to minimise the Confidential
Information so disclosed.

9. O wneshin  of Dab/ Resus, and

nebo

8.24 firma ASTELLAS zpfistupnéni odsouhlasila.

Dale, pokud bude zpfistupnéni Utajovanych informaci
pozadovano podle jakehokoli Narizeni (jakychkoli
Nafizeni) nebo za ucelem napinéni této Smlouvy,
mizZze Zdravotnicke zafizeni takové Utajované
informace zpfistupnit v pozadovaném rozsahu za
podminky, Ze Zdravotnické zafizeni o takovémto
zpristupnéni uvédomi firmu Astellas deset (10) dni
pfedem a vynalozZi usili k minimalizaci Utajovanych
informaci takto zpristupnénych.

9, Viastnictvi Dat/Vysledkt _a  Du$evni

Intellectual Property
9.1 The Parties agree that all rights, titles and
interest to the Data/Results are the exclusive
property of ASTELLAS, and the INSTITUTE shall
treat them as Confidential Information. The
INSTITUTE shall infform ASTELLAS in due course
and in writing of any and all Data/Results. The
INSTITUTE agrees that it has no ownership of, or
licence or rights to, the Data/Results, the
Investigational Medicinal Products or any resulting
regulatory filings relating to the Clinical Trial or the
Product.

9.2 The INSTITUTE agrees and understands
that any invention or discovery (including, without
limitation to, any new indications, dosages or dosage
forms) made or developed by the INSTITUTE, the
investigator, and/or the Research Staff during the
course of the Clinical Trial, regardess of its
patentability, shall be the sole and exclusive property
of ASTELLAS and/or its affiiate. Upon ASTELLAS
reasonable request, the INSTITUTE shall make its
best effort to obtain patents or any other intellectual
property rights on such inventions and/or discoveries,
and transfer the same to ASTELLAS, or shall cause
the Investigator to do the same. ASTELLAS agrees
to reimburse the INSTITUTE the administrative costs
reasonably incurred by the INSTITUTE for such a
cooperation; provided, however, that the
consideration of generating such a patent and its
transfer to ASTELLAS is already and potentially
included in the Remuneration as provided in Article 3
hereof.

10. Termination
101 Either Party may terminate this Agreement
by written notice to the other Party, which will take
effect immediately, if

10.1.1 the other Party breaches any provisions of

Vlastnictvi

9.1 Strany dohodly, ze vSechna prava, opravnéni
k a zajmy na Datech/Vysledcich jsou ve vyluéném
vlastnictvi firmy Astellas a Ze Zdravotnické zafizeni s
nimi bude naklddat jako s Utajovanymi informacemi.
Zdravotnické =zafizeni bude fadné a pisemné
informovat firmu Astellas o] veskerych
Datech/Vysledcich. Zdravotnicke zafizeni souhlasi s
tim, Ze nemd Zadné viastnictvi, licenci nebo prava k
Datim/Vysledklm, Hodnocenym léCivym pfipravkim
ani k Zadnym 2z toho vyplyvajicim podanim na
regulacni ufady, ktera by se tykala Klinického
hodnoceni nebo Produkiu.

92 Zdravotnicke  zarizeni souhlasi a je
srozuméno s tim, Ze jakykoli vynadlez nebo objev
(véetné, vyCet tim neni omezen, jakychkoli novych
indikaci, davek nebo davkovych forem) vytvorenych
nebo vyvinutych v pribéehu Klinického hodnoceni
Zdravotnickym  zafizenim, Zkou$ejicim a/nebo
Vyzkumnym personalem, bez ohledu na jeho
patentovatelnost, bude jediné a vyluéné vlastnictvim
firmy Astellas a/nebo jeji dcerfiné spolecnosti. Na
zékladé rozumneého pozadavku firmy Astellas
Zdravotnicke zafizenil vynalozZi nejlepsi usili k ziskani
patentd nebo jinych prav k dusevnimu vlastnictvi k
takovym vynalezim a/nebo objevim a tato prava
prevede na firmu Astellas nebo zajisti, Ze Zkousejici
tak ucini téZ Firma Astellas souhlasi s tim, Ze
nahradi Zdravotnickému zafizeni  administrativni
naklady rozumn€é  vynaloZené  Zdravotnickym
zafizenim pfi  takové spoluprdaci;, avéak za
pfedpokladu, Ze protiplnéni za vytvoieni takoveho
patentu a za jeho pfevod na firmu Astellas je jiz
potencialné zahrnuto v Odméné jak je uvedena v
Clanku 3 teto Smiouvy.

10. Ukonéeni Smiouvy
10.1 Kazda ze Stran muZe ukondit tuto Smiouvu

pisemnou vypovédi druhé Strané, ktera bude mit
okamZitou ucinnost jestlize

10.1.1  druhd Strana porusi jakekoli ustanoveni této



this Agreement and such breach is not
remedied within thirty (30) days of the
breaching Party’s receipt of a written notice
requesting such a remedy;
10.1.2 a resolution is passed for the voluntary
winding up or a petition for the bankruptcy or
compulsory winding up is made in respect of
the other Party;
10.1.3 the other Party ceases or threatens to cease
its business;
10.1.4 an administrator or receiver is appointed in
respect of the other Party;
10.1.5 either Party reasonably considers that risk to
the Trial Subjects associated with
continuation of the Clinical Trial becomes
unacceptable for scientific reasons;
10.1.6 any relevant certificate, authorisation,
approval or exemption for conducting the
Clinical Trial is revoked, suspended or
expires without renewal; or
10.1.7 the Investigator becomes unable to work for
the Clinical Trial and no replacement of
him/her acceptable to ASTELLAS is
available.

10.2  ASTELLAS may terminate this Agreement at
any time by giving thirty (30) days’ prior written notice
to the INSTITUTE.

1. Conseguences of Termination
11.1  Upon the Trial Completion or premature
termination of this Agreement, the INSTITUTE shall,

11.1.1  return or deliver to ASTELLAS all copies of
the Confidential Information, as well as
clinical and/or laboratory samples presented
or generated under the Clinical Trial if any,
except those to be retained by the
ZDRAVOTNICKE ZARIZENi according to
the Regulation(s); and

11.1.2 return to ASTELLAS, destroy or dispose in
any other manner, any unused
Investigational Medicinal Products in
accordance with ASTELLAS’ instruction.

ASTELLAS agrees to pay the costs reasonably
incurred by the INSTITUTE for the purpose of this
Article 11.2.

11.3  After the Trial Completion or premature
termination of this Agreement, the INSTITUTE shall
retain the Trial Documentation (including, but not

Smilouvy a takovéto poruseni nebude
napraveno do triceti (30) dni poté, co
porusujici Strana obdrzi pisemnou vyzvu
pozadujici takovou napravy,
10.1.2  je pfijato rozhodnuti o dobrovolné likvidaci
nebo je na druhou Stranu uvalen konkurz
nebo povinna likvidace;

10.1.3 druha Strana ukonéi svou c¢innost nebo

hrozi ukonéenim své ¢innosti;
10.1.4 nebo

druné stané je wurcen

likvidator:;

spravce

10.1.5 kterakoli ze Stran ma rozumné za to, 2e
rizko pro Subjekty hodnoceni spojené s
pokratovanim Klinického hodnoceni se
stane nepfijatelné z védeckych dlvod(,
10.1.6  jakékoli pfislusné osvédceni, autorizace,
schvaleni nebo vyjimka k provadeni
Klinického hodnoceni je odvolana, zrusena
nebo vyprsi bez obnoveni; nebo

10.1.7  Zkousejici se stane nezpusobilym pracovat
na Klinickém hodnoceni a neni za n& k
dispozici zadna nahrada pfijatelna pro firmu
Astellas.

10.2  Firma Astellas mlze ukon€it tuto Smiouvu
kdykoli na zakladé pisemne vypovéd dorucené
Zdravotnickému zafizeni, vypovédni doba &ini tficet
(30) dni.

11. Disledky Ukonceni Smiouvy

11.1  Po Dokon€eni hodnoceni nebo po
pfedcasném ukoneni této Smiouvy Zdravotnické
zarizeni,
1111 wvrati nebo doruci firmé Astellas vsechny
kopie Utajovanych informaci, stejné jako
kiinické  a/nebo  laboratorni  vzorky
prediozené nebo  vytvofené  béhem
Klinického hodnoceni, s vyjimkou téch,
ktere si musi Zdravotnické zarizeni
ponechat na zakladé Predpisu; a

11.1.2 podle pokynu firmy Astellas vrati firmé
Astellas, zni¢i nebo zlikviduje jakymkoli
jinym  zpUsobem  vSechny  nepouzité
Hodnocene lecivé pfipravky.

Firma Astellas souhlasi s tim, ze zaplati naklady
rozumné vynalozené Zdravotnickym zafizenim pro
Udely tohoto &lanku 11.2.

11.3  Po dokonceni Hodnoceni nebo predtasném
ukonceni této Smlouvy bude Zdravotnické zafizeni
uchovavat Dokumentaci Klinického hodnoceni



limited to, source data of the Trial Subjects) for a
minimum period of fifteen (15) years thereafter in
accordance with the Regulations and ASTELLAS
“Instructions for Record Retention” to be separately
provided by ASTELLAS to the INSTITUTE.

11.4  Upon and after expiration or termination of
this Agreement, the provisions of Articles 5, 6, 8, 9
and 13.1 hereof shall continue in force.

12. Governing Law and Jurisdiction

121  This Agreement is governed by and
construed in all respects with the law of Czech
Republic and shall be subject to the exclusive
jurisdiction of the responsible regional court in
Prague, Czech Republic

13. Miscellaneous

13.1 Nothing in this Agreement shall be construed
as creating any contract of employment or the
relationship of principal and agent between
ASTELLAS and the INSTITUTE. The INSTITUTE
will not incur any liability on behalf of ASTELLAS nor
do anything likely to cause the INSTITUTE to be
regarded by third parties as an agent of ASTELLAS.

13.2  Failure by either Party at any time to require
performance by the other Party of any provision of
this Agreement shall not affect the right of such a
Party to require the other Party to perform that
provision or compensation in respect of such non-
performance at a later date.

13.3 The INSTITUTE shall not assign all or any
part of its obligations under this Agreement without
prior written consent of ASTELLAS.

13.4  If any part of this Agreement shall become
void by virtue of law or government order, the
remaining part shall remain valid and this Agreement
shall be fulfiled in accordance with its general
principle, and the void or invalid provision shall be
replaced by a provision reflecting the intentions of the
Parties at the time of signing this Agreement. This
regulation shall apply analogously regarding any
gaps in this Agreement.

13.5 In case of a conflict between the English
version and Czech version of this Agreement, the
Czech version shall be the valid one.

13.6 This Agreement contains the entire
understanding between the Parties with respect to
the subject matter hereof, and supersedes any and
all prior negotiations, correspondence,
understandings and/or agreements, in oral or written
form, regarding the same between them. Any
amendment or supplement to this Agreement,

(vcetné, vycet tim neni omezen, zdrojovych dat o
Subjektech hodnoceni) minimalné po dobu patnacti
(15) let v souladu s Predpisy a “‘Pokyny pro
uchovavani zaznamu” firmy Astellas, které firma
Astellas poskytne Zdravotnickému zafizeni zvlast.

11.4  P¥i a po expiraci nebo ukonceni této Smlouvy
zUstanou ustanoveni Clankd 5, 6, 8, 9 a 13.1 této
Smiouvy v platnosti.

12. Rozhodné pravo a jusrisdikce

121  Tato Smilouva se fidi a vyklada ve vSech
ohledech podle prava Ceské repubiky a bude
podrobena vyluéneé jurisdikci pfislusného mistniho
soudu v Praze, Ceska republika.

13. Zavérecna ustanoveni

13.1 Nic v této Smlouvé nebude vykladano tak, ze
zaklada jakoukoli pracovni smlouvu nebo vztah
nadfizeneho a podfizeneho mezi firmou Astellas a
Zdravotnickym zafizenim. Zdravotnické zarizeni
neponese Zzadnou odpovédnost jménem firmy
Astellas ani neu€ini nic, co by mohlo zplsobit, ze
Zdravotnické zafizeni bude povazovan ftfetimi
stranami za zastupce firmy Astellas.

13.2 Pokud kterakoli ze Stran kdykoli nebude
pozadovat po druhé Strané plnéni kteréhokoli
ustanoveni této Smiouvy, nebude to mit viiv na pravo
takové Strany pozadovat pinéni takového ustanoveni
nebo kompenzaci za takové neplnéni k pozdéjsimu
datu.

13.3  Zdravotnické zafizeni nepostoupi vSechny
nebo ¢ast svych zavazkld podle této Smilouvy bez
predchoziho pisemného souhlasu firmy Astellas.

13.4  Pokud se kterakoli ¢ast této Smlouvy bude ze
zakona nebo na zakladé statniho pfikazu neplatna,
zustane zbyvajici €ast v platnosti a tato Smlouva
bude pInéna v souladu s jejim obecnym principem,
pficemZ neplatné ustanoveni bude nahrazeno
ustanovenim odrazejicim zaméry Stran v dobé
podpisu této Smlouvy. Toto ustanoveni se pouzije
analogicky na kazdou mezeru v této Smlouvé.

13.5 V pripadé neshody mezi anglickou a ¢eskou
verzi této Smlouvy, bude platnou ¢eska verze.

13.6  Tato Smlouva obsahuje celé ujednani mezi
Stranami pokud jde o jeji pfedmét a nahrazuje
veskera pfedchazejici jednani, korespondenci,
ujednani a/nebo dohody, v Ustni nebo pisemné
formé, tykajici se predmétu této Smlouvy mezi
Stranami. Jakakoli zména nebo dodatek k této
Smlouvé, véetné zmén nebo dodatkd této éasti, bude

10



including amendments or supplements fto this
section, shall be made in writing and be signed by the
Parties.

13.7  This Agreement has been made in two (2)
counterparts, one of which will be received by each
Party.

IN WITNESS WHEREOF, the Parties have caused
this Agreement to be executed by their respective
duly authorized officers or representatives as of the

mit pisemnou formu a bude Stranami podepsan.

13.7 Tato Smlouva byla vyhotovena ve dvou (2)
vyhotovenich, pricemz kazda ze stran dostane po
jednom.

NA DUKAZ TOHO Strany uzaviraji tuto Smilouvu
svymi fadné poveérghymj/pfedstaviteli nebo zastupci k
vyse uvedenemuy/dni afoku.

day and year jirst above written. g
7 /

Astellas Eéf;armﬂ s.r.ﬁ. ZdravotnicKé \zafizeni

Nize podepsany_jako zkousejici potvrzuje, Ze se fadné seznami se smlouvou a

prislusnou dokumentaci ke klinickému hodnoceni 1égiv(a) a zavazuje se zajistit dodrzovani povinnosti z nich
vyplyvajicich. Dale se zavazuje nezverejiiovat informace tykajici se predmétného klinického hodnoceni bez
predchoziho pisemného souhlasu zadavatele, zachovavat micenlivost o vSech poskytnutych informacich,
povazovat tyto za duvérné a zdrzet se jakéhokoliv jineho uziti téchto informaci a vysledkll nez pro ucely
tohoto klinického hodnoceni.

Jako zkouseijici souhlasim s tim, Ze zadavatel (a popr. i CRO) bude/budou shromaZd'ovat, pouZivat,
zpracovavat a zverejiovat mé osobni udaje, vcetné jména, kvalifikace a zkusenosti v klinickém hodnoceni,
mé finanéni udaje vztahujici se mimo jiné k obdrZzené odméné a financni nahradé a dalsi osobni udaje k
administrativnim ucelim v souvislosti s klinickym hodnocenim, poprf. k poskytnuti etickym komisim a statnim
dradim a zavazuj se zajistit tento souhlas i od spoluzkou$ejici(ho/ch) a ostatnich ¢lent studijniho tymu.
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