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Smlouva o zabezpeceni klinického hodnoceni

PPD Czech Republic, s.r.o.,

se sidlem Bud¢jovicka alej. Antala Staska 2027/79,
140 00 Praha 4. Ceska republika, dcefinna spolecnost
PPD International Holdings GmbH., zastoupena
MUDr. Darinou  Hrdlickovou —  jednatelkou
spolecnosti a zapsana v obchodnim rejstéiku vedeném
Méstskym soudem v Praze, ¢ast C. ¢. viozky 37941
(Ptiloha ¢. 3)

IC: 63671077
DIC: CZ63671077

REE f Lory f 025 ) o

Agreement on Clinical Study

PPD Czech Republic, s.r.o.,

with its registered address at Budejovicka alej,
Antala Staska 2027/79. 140 00 Prague 4, Czech
Republic a subsidiary of PPD International
Holdings GmbH., represented by MUDr. Darina
Hrdlickova. executive of the company, and
registered in the Commercial Register at the
Municipal Court in Prague, Section C, Insert
37941 (Appendix no. 3)

Company ID no.: 63671077
Tax ID no.: CZ63671077

dale jen “PPD”

a

Fakultni nemocnice u sv. Anny v Brné, se sidlem
Pekaiska 33, 656 91 Bro,Ceské republika zastoupena
Kopie zfizovaci listiny
tvofi prilohu ¢. 4 této

zdravotnického zafizeni
smlouvy.

IC:V00159816
DIC: CZ00159816

dale jen ..zdravotnické zarizeni

a

MUDr. Jana Katolicka PhD.. trvalym bydlistém

Datum nar.: (D

dale jen “zkouSejici”

dale spole¢né jen “smluvni strany”™
uzaviraji tuto smlouvu:

I.

further, “PPD”

and

Fakultni nemocnice u sv. Anny v Brne with its
registered address at Pekarska 53. 656 91 Brno,
Czech Republic represented by ( GTGTcGND
MBA. Copy of an Incorporation Deed of the
Medical Facility forms Appendix no. 4 hereto.

Company ID no.: 00159816
Tax ID no.: CZ00159816

SWIFT: KOMBCZPP
further, the “Medical Facility*

and

MUDr. Jana Katolicka PhD., permanent
residence at

pos: (I

further, the “Investigator*

further jointly, the “Parties™
conclude this agreement:

I.
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2)

3)

4)

5

Predmeét a ucel smlouvy

1) Pfedmétem smlouvy je klinické hodnoceni
huménniho Ié¢ivého piipravku (i (dile jen
“lé€ivo™) (dale jen “klinické hodnoceni™), které
provadi PPD jako nezavisly subjekt ve prospéch
farmaceutické firmy Eisai Ltd., European
Knowledge Centre, Mosquito Way Hatfield,

Hertfordshire AL10 9SN Velka Britanie, ktera je
vyrobcem 1é¢iva, (dale jen “zadavatel”) (pIna moc
6 této

zadavatele pro PPD tvofi prllohu ¢.
smlouvy) podle protokolu ¢.:
s ndzvem:

(dale jen ,protokol), ktery je
pfilohou ¢. 8 této smlouvy a podrobné popisuje
¢innosti provadéné v ramei klinického hodnoceni a
rozdéleni zodpovédnosti mezi smluvni strany.

Ugelem smlouvy je stanovit podminky k provedeni
kiinického hodnoceni a vymezit prava a povinnosti
smluvnich stran pro pribéh a provedeni klinického
hodnoceni.

Zdravotnické zatizeni prohlaSuje, ze jak ono tak i
zkousejici maji zkuSenosti, schopnosti, v péci
ptiméfeny  pofet  odpovidajicich  subjekth
hodnoceni a zdroje, véetné personalu a vybavent,
aby mohli pfesné, Gcelné a vas provést klinické
hodnoceni  profesionalnim a  kvalifikovanym
zpusobem a Ze tyto zdroje budou trvale pouzivat
tak, aby klinické hodnoceni takto provedli.

Zkousejici prohlasuje. Ze neni zaméstnancem nebo
zastupcem PPD.

I1.
Zahajeni klinického hodnoceni

Klinické hodnoceni bude zahajeno na zakladé
povoleni vydaném Statnim ustavem pro kontrolu
léCiv, souhlasného stanoviska pfislusné lokalni

Subject and purpose of the agreement

1) The subject of the Agreement is the clinical

evaluation of the Study Drug (jjj}further,
the “Study Drug”) (further, the “Clinical
Study™), which PPD is conducting as an
independent contractor for the benefit of a
pharmaceutical company. Eisai Ltd.,
European Knowledge Centre, Mosquito Way
Hatfield, Hertfordshire AL10 9SN UK, which
is the producer of the Study Drug (further, the
“Sponsor”) (Power of Attorney from
Sponsor to PPD forms Appendix no. 4
hereto) pursuant to Protocol no.: (D

G oo il [
Glb &b O Gl @&

(further, the
.. Protocol“), which forms Appendix no. 8 to
this agreement and describes in detail the
activities conducted in the Clinical Study and
the division of responsibilities among Parties.

The purpose of the Agreement is to set out
conditions for conducting the Clinical Study
and to provide the rights and obligations of
the Parties for conducting the Clinical Study.

The Medical Facility represents that it, and
the Investigator, have the experience,
capability, adequate number of Study Subjects
in care and resources including, but not
limited to, personnel and equipment to
accurately, efficiently and expeditiously
perform the Clinical Study in a professional
and competent manner and shall use these
resources at all times to perform the Clinical
Study in such manner.

The Investigator declares that he is not
employee or agent of PPD.

II.
Commencement of the Clinical Study

The Clinical Study will be commenced on the
basis of a permit issued by the State Institute
for Drug Control and the concurring opinion
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2)

D

3)

etické komise a vpfipadé multicentrického
klinického hodnoceni také pfislusné multicentrické
etické komise (dale jen ,.etické komise*).

Kopie souhlasného stanoviska podle odst. 1 budou
uloZeny v zdravotnickém zafizeni u zkousejiciho v
dokumentaci o provedeni klinického hodnoceni.
Kopie povoleni a souhlasnych stanovisek etickych
komisi tvori pfilohu €. 7 této smlouvy.

II1.
Misto a doba provedeni klinického hodnoceni a
reSitelské centrum

Klinické  hodnoceni bude provedeno na
Onkologicko-chirurgickém oddéleni
zdravotnického zafizeni (dale jen ,.FeSitelské

centrum®), v Cele se zkouSejicim jako hlavnim
zkousejicim a dal§imi povéfenymi pracovniky
(dale jen ,.studijni tym*).

Ke zmén¢ fesitelského centra a ve jmenovani ¢i
doplnéni ¢lent studijniho tymu miize dojit jen po
dohodé PPD, zdravotnického  zafizeni a
zkousejictho. Pisemny doklad o takové dohodé
musi byt uloZzen v dokumentaci o provedeni
klinického hodnoceni.

Pred zahajenim klinického hodnoceni spolecnost
PPD zajisti vSechna potiebna povoleni pozadovana
pravnimi predpisy ze strany etickych komisi a
Statniho ustavu pro kontrolu léciv (dale souhrnné
.EK/SUKL*)  potfebnych  pro  provadéni
klinického hodnoceni, véetné, nikoliv vsak
vyluéné souhlasu se studijni dokumentaci jako je
protokol, formulat informovaného souhlasu a
veskeré dalsi studijni dokumenty. Zmény jiz
schvalenych  studijnich  dokumentii  nebudou
ucinény bez predchoziho schvaleni zadavatelem a
EC/SUKL. Zarazovani subjektli hodnoceni do
klinického hodnoceni bude zahajeno v pribéhu
G icdpokiadany cas potfebny k
provedeni klinického hodnoceni je od (GNP
subjekty hodnoceni budou v 1éEbé pokracovat
dokud u nich nedojde k progresi onemocnéni nebo
neptijatelné toxicité, dokud neodvolaji sviij

2)

5

2)

3)

of the relevant local ethics committee and in
the case of a multi-center clinical trial also of
the relevant multi-center ethical committee.
(further, the “Ethics Committees™).

Copies of the concurring opinion pursuant to
par. 1 will be filed at the Medical Facility,
with the Investigator, in the documentation
about the conduct of the Clinical Study.
Copies of the permit and concurring opinions
of the Ethics Committees form Appendix no.
7 hereto.

1.
Place and term of conducting the Clinical
Study and the study centre

The Clinical Study shall be conducted at
Oncological-surgical Department of the
Medical Facility (further, the “study centre”),
headed by the Investigator as the principal
investigator and other authorized employees
(further, the “Study Team”).

Changes in the study centre and appointment
or addition of Study Team members can be
made only after agreement between PPD, the
Medical Facility and the Investigator. A
written document about such agreement must
be filed in the documentation about the
conduct of the Clinical Study.

Prior to the start of the Study, PPD shall
obtain all necessary approvals- required by
legal regulations- from the Ethics Committees
and regulatory authorities (State Institute for
Drug  Control)  (together.  collectively
“EC/RA”) to conduct the Study at the
Medical Facility; including without limitation
approval of study documents, such as the
Protocol, Informed Consent Form., and all
other Study documents, as amended. Changes
to approved documents shall not be
implemented until the Sponsor and the
EC/RA have approved their use. Selection of
Study Subjects for the Clinical Study will

begin during (I Thc cntire

Clinical Study is planned to be conducted

G Ciinical Study Subjects

will continue to receive study treatment until
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4)

souhlas s udasti nebo dokud nedojde k zastaveni
vyvoje léCiva.

Ukaze-li se v pribéhu klinického hodnoceni, ze
nebude mozné jej ukoncit v¢as v predpokladaném
terminu, zkouSejici je tuto skute¢nost povinen
neprodlené oznamit PPD.

5) Zdravotnické zafizeni timto bere na védomi, ze

1) Zkousejici

MUGA vysetfeni a scintigrafie skeletu potiebné
k fadnému provedeni klinického hodnoceni budou
zajisténa ve Fakultni nemocnici Brno na zaklad¢
separatni smlouvy mezi spole¢nosti PPD a
Fakultni nemocnici Brno.

Iv.

Zakladni podminky pro provadéni klinického

hodnoceni

provede klinické hodnoceni pfi
dodrzeni platnych pravnich predpisi, a to
zejména zakona ¢. 378/2007 Sb.. o IéCivech. ve
znéni pozdéjsich predpisi, zdkona ¢&. 20/1966
Sb., o pééi o zdravi lidu, ve znéni pozdé&sich
pfedpisd, vyhlasky ¢. 226/2008 Sb., kterou se
stanovi spravna klinickéd praxe a blizsi podminky
klinického hodnoceni Ié¢iv, ve znéni pozdéjsich
piedpist, v souladu s poskytnutymi informacemi
a ve shodé¢ se zdkladnimi podminkami a
zasadami stanovenymi:

a) v protokolu klinického hodnoceni ¢is. (D

vydaném zadavatelem a nazvaném
. An Open-Label, Multicenter Phase 1b/2
Study offjii\lone, and in Combination

with  Everolimus in Subjects with
Unresectable Advanced or Metastatic
Renal Cell Carcinoma Following One

Prior VEGF-Targeted Treatment", ktery je
ptilohou ¢. 8 této smlouvy. Pfipadné zmény
protokolu lze provést jen s pisemnym
souhlasem zadavatele a vSech smluvnich
stran, na zakladé ohlaseni Statnimu tstavu
pro kontrolu Ié¢iv a souhlasného stanoviska
etické komise, ledaze je to nezbytné
k odvraceni akutniho nebezpeci hroziciho
subjektu hodnoceni. Zkousejici se zavazuje

disease  progression,  development  of
unacceptable toxicity, withdrawal of consent,
or Sponsor discontinuation of Study Drug
development
4) 1If, during the Clinical Study, it becomes
apparent that the Clinical Study will not be
completed on schedule, the Investigator has to
notify PPD immediately.

5) The Medical Facility hereby takes into account
that MUGA examinations and Bone Scans
required for proper conduct of the Clinical
Study shall be conducted at Fakultni
nemocnice Brno on the basis of a separate
agreement made between PPD and Fakultni
nemocnice Brno.

IV.
Basic conditions for conducting the
Clinical Study

While conducting the Clinical Study, the
Investigator shall comply with all valid legal
regulations, in particular Act no. 378/2007
Coll. on Pharmaceuticals, as amended, Act
no. 20/1966 Coll. on Public Health Care, as
amended. Decree no. 226/2008 Coll. on the
Good Clinical Practice and Detailed
Conditions  for  Clinical  Studies of
Pharmaceuticals, as amended. in accordance
with the information provided, and in
accordance with the basic conditions and
principles provided by:

1)

a) the Protocol of the Clinical Study no.
G ;s by the sponsor
and titled ,,An Open-Label, Multicenter
Phase 1b/2 Study of (i Alone, and
in Combination with Everolimus in
Subjects with Unresectable Advanced
or Metastatic Renal Cell Carcinoma
Following One Prior VEGF-Targeted
Treatment, which forms Appendix no. §
of this Agreement. The Protocol can be
changed only with the written consent of
Sponsor and all Parties, on the basis of a
notification to the State Institute for Drug
Control and the concurring opinion of the
Ethics Commission, unless to eliminate an
immediate hazard to Study Subjects. The
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2)

3)

4)

na dukaz svého souhlasu postupovat podle
protokolu predat PPD podepsanou stranu
protokolu nazvanou ,.Investigator’s Signature
Page (page ii of ii)".

b) v instrukci zadavatele nazvané Investigator
brochure obsahujici veskeré v soucasné dobé
znamé informace o léCivu a  jeho
vlastnostech.  Tento  dokument  preda
zadavatel fesitelskému centru a bude pripojen
k dokumentaci o provedeni klinického

hodnoceni; a

v povoleni vydaném k provedeni klinického
hodnoceni Statnim ustavem pro kontrolu
léCiv v pripadech, kdy klinické hodnoceni
vyzaduje takovéto povoleni, jakoz i
souhlasném stanovisku etickych komisi ve
smyslu ¢l. 1. smlouvy.

Klinické hodnoceni bude provedeno ve shod¢ s
etickymi normami Ceské lékarské komory,
spravnou  klinickou  praxi, = podminkami

vychazejicimi z Helsinské deklarace Svétové
asociace lékar(, jakoZ i smeérnici o Spravné
klinické praxi (Guideline for Good Clinical
Practice) stanovenou mezinarodni konferenci pro
harmonizaci  technickych  pozadavki  pro
registraci  humannich  [éCivych  pfipravki
(International Conference for Harmonization of
Technical Requirements for the Registration of
Pharmaceuticals for Human Use), (dale jen ICH
GCP QGuidelines) popf. dalS§imi prisluSnymi
obecné zavaznymi dokumenty.

Dokumenty uvedené v odst. 1 pism. a) a b) jsou
davérné a informace o jejich obsahu mohou byt
poskytnuty jen pracovnikim feSitelského centra
povéfenym ¢i jmenovanym podle ¢l. II1. odst. |
této smlouvy a organiim a institucim uvedenym v
¢l VL

Zkousejici se dale zavazuje predat PPD tadné
vyplnény a podepsany formuldi FDA 1572, je-li
tento zadavatelem pozadovan.

Lécivo bude dodano do nemocni¢ni lékarny
zdravotnického zatizeni. Zdravotnické zafizeni se
zavazuje, ze zajisti, aby hodnoceny Iécivy
pripravek byl ulozen v Iékarné oddélené od

Investigator agrees, as an evidence of his
consent to follow the Protocol, to deliver
to PPD the signed page of the Protocol
titled “Investigator’s Signature Page (page
il of 1i)™.

b) the Sponsor’'s instruction titled which
contains all presently known
Investigator brochure information about
the Study Drug and its qualities. The
Sponsor shall deliver this document to
the study centre and it shall be attached
to the documentation about the conduct
of the Clinical Study: and

the permit to conduct the Clinical Study
issued by the State Institute for Drug
Control, in cases where such permit is
required, and the concurring opinion of
the Ethics Commission as specified in
art. I1. of the agreement.

2) The Clinical Study shall be conducted in
accordance with the ethical standards of the
Czech Medical Association, Good Clinical
Practice, conditions under the World Medical
Association’s Declaration of Helsinki and the
Guideline for Good Clinical Practice set by
the International Conference for
Harmonization of Technical Requirements for
the Registration of Pharmaceuticals for
Human Use (further the “ICH GCP
Guidelines™) and other generally accepted
applicable documents.

3) The documents specified in par. 1 (a) and (b)
are confidential, and information about their
contents may be provided only to employees
of the study centre authorized or named
pursuant to art. IIl. par. 1 of this agreement
and to Medical Facility specified in art. VI.

4) The Investigator agrees further, to deliver to
PPD a duly completed and signed form FDA

1572. if Sponsor requires so.

5) The Study Drug shall be delivered to the
institutional pharmacy of the Medical
Facility. The Medical Facility agrees to
guarantee the storage of the Study Drug at
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ostatnich 1é¢iv, a aby pfiprava/lprava, kontrola,
uchovavani a vydavani Iéciva (dale jen
.nakladani s lécivem®) probihaly v souladu s
Protokolem, platnymi pravnimi pfedpisy a se
spravnou lékarenskou praxi a rovnéz dle
podminek stanovenych v pokynu LEK-12
vydaném Statnim uastavem pro kontrolu IécCiv.
Zkousejici se zavazuje, Ze bude Iéc¢ivo odebirat z
Iékarny zdravotnického =zafizeni v souladu
s Protokolem.

V.

Vybér subjektii hodnoceni pro klinické hodnoceni

D

2)

3)

4)

a informovany souhlas

Nabor subjektd  hodnoceni do klinického
hodnoceni je kompetitivni. Zkousejici vynalozi
veskeré usili k zarazeni maximalniho poctu
subjekti hodnoceni béhem zarazovaciho odbobi.
Zarazeni subjektd hodnoceni do klinického
hodnoceni bude mozné:

a) jen s pisemnym informovanym souhlasem
podle § 51 odst. 2 pism. h) zak. ¢. 378/2007
Sb., ve znéni pozdgjSich predpisii, a § 8
vyhlasky €. 226/2008 Sb., vcetné ptilohy, ve
znéni pozd¢jSich prfedpisi, a po fadném
pouceni, popf.

b) vsouladu s pozadavky stanovenymi v § 52

zak. ¢. 378/2007 Sb., ve znéni pozd¢jSich

predpist.

Zdravotnické zatizeni a zkouSejici budou
zodpovédni za ziskani podpisu informovaného
souhlasu  subjektem hodnoceni nebo jim
povéfenou osobou, pficemz formular
informovaného souhlasu bude piedem schvalen
zadavatelem a etickymi komisemi.

Pokud zkousejici v  prabéhu klinického
hodnoceni zjisti, ze subjekt hodnoceni zarazeny
do klinického hodnoceni nevyhovuje jeho
kritériim, v souladu s protokolem  subjekt
hodnoceni z klinického hodnoceni vyradi a
okamzit¢ o tom vsouladu s protokolem
informuje PPD resp. po dohodé s PPD, v pfipad¢

the pharmacy apart from other medications,
and to make sure that any preparation,
controls, storage and dispending of the Study
Drug (further, the “Handling of Study
Drug”) are done in accordance with the
Protocol, current legal regulations, with
Good Pharmaceutical Practice, as well as
according to conditions set forth by the State
Institute for Drug Control’s Directive LEK-
12. The Investigator shall check the Study
Drug out of the pharmacy in accordance with
the Protocol.

V.
Selection of Study Subjects for Clinical
Study and informed consent

1) Enrolment of Study Subjects into the Clinical

2)

a)

b)

3)

4)

Study is competitive. The Investigator shall
exert all effort to enrol the maximum number
of Study Subjects within the enrolment period.

The Study Subjects may be included in the
Clinical Study only:

with informed written consent pursuant to §
51 par. 2 (h) of Act no. 378/2007 Coll., as
amended, and § 8 Decree no. 226/2008 Coll.,
including annex, as amended. and after they
have been duly instructed, or

in compliance with the legal requirements
stipulated in § 52 of Act no. 378/2007 Coll..
as amended.

The Medical Facility and Investigator shall be
responsible for obtaining an Informed Consent
document signed by or on behalf of each
Study Subject, which Informed Consent
document shall be approved by Sponsor and
the EC, prior to the subject's participation in
the Study.

[f the Investigator discovers during the course
of the Clinical Study that a Study Subject
included in the Clinical Study does not meet
its criteria, he shall in accordance with the
Protocol remove the Study Subject from the
Clinical Study and immediately in accordance
with the Protocol inform PPD or, as an
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5)

1y

2)

vyjimky, postupuje v souladu s touto dohodou a
vyjimkou.

Zkousejici, zdravotnické zatizeni 1 PPD jsou
povinni v pribéhu klinického hodnoceni i1 po
jeho ukonceni dbat pfislusnych pravnich
ptedpisti o ochrané osobnich 0daji a informaci o
osobnich ~ pomérech  subjektd  hodnoceni
zafazenych do klinického hodnoceni.

VL
Sledovani (monitorovani) a kontrola priitbéhu
klinického hodnoceni

Pribéh a provadéni klinického hodnoceni budou
kontrolovany a sledovany ve smyslu pravnich
ptedpisti a doporuceni uvedenych zejména v ¢l.
IV. odst.1 této smlouvy povéfenymi pracovniky
PPD. ktervm zdravotnické zafizeni i zkouSejici
umozni pristup ke v§em informacim ziskanym v
ramci  klinického hodnoceni 1 k vysledkim
laboratornich testd, vysetieni a jinych zaznami o
subjektech hodnoceni zatazenych do klinického
hodnoceni.

S)

Ly

Pribéh klinického hodnoceni a jeho vysledky 2)

mohou byt kontrolovany také auditory PPD ¢i
zadavatele; tim neni dotéeno pravo kontroly
ptislu$nych statnich organa CR a zahrani¢nich
kontrolnich Ofadd. Zdravotnické zafizeni a
zkousejici se zavazuji poskytnout zminénym
auditorim veSkera klinicka data zapsana do CRF
(case report form) jakoz i dalSi relevantni
informace. vcetné generovanych jako vysledky
provadéného klinického hodnoceni.

Obdrzi-li zdravotnické zafizeni nebo zkousejici 3)

oznameni o tom, ze misto provadéni klinického
hodnoceni bude predmétem Setfeni ¢i auditu
jakéhokoli statntho ¢i  kontrolniho organu,
uvédomi o tom neprodlen¢ PPD. Jestlize néktera
ze smluvnich stran neobdrzi takové oznameni o
Setfeni ¢i auditu predem, uvédomi PPD pfi prvni
vhodné prilezitosti.

exception, after agreement with PPD leave the

Study Subject in the Clinical Study in
accordance  with  this agreement and
exception.

The Investigator, the Medical Facility, and
PPD are required, during the Clinical Study
and after the Clinical Study is completed,
pursuant to the applicable legal regulations, to
ensure protection of personal data and
information about personal situation of the
Study Subjects included in the Clinical Study.

VI
Monitoring and inspection of the conduct
of the Clinical Study

The conduct of the Clinical Study shall be
inspected and monitored in accordance with
the legal regulations and recommendations
stated, in particular, in art IV. par. 1 of this
agreement by PPD’s authorized employees, to
whom the Medical Facility and the
Investigator shall permit access to all
information acquired in the Clinical Study and
to all results of laboratory tests, examinations
and other records about the Study Subjects
included in the Clinical Study.

The conduct and results of the Clinical Study
may also be inspected by PPD’s or sponsor’s
auditors; this does not affect the right of
inspection of the relevant authorities of the
Czech Republic and foreign inspection
offices. The Medical Facility and the
Investigator agree to provide to the above-
mentioned auditors all clinical data recorded
in the CRF (case report form) as well as other
relevant information, including information
generated as results of the conducted Clinical
Study.

In the event that the Medical Facility or
Investigator receives notice that the Clinical
Study site shall be the subject of an
investigation or audit by any governmental or
regulatory authority, the Party receiving such
notice shall inform PPD immediately. In the
event that any of the Parties does not receive
prior notice of such investigation or audit, the
party shall notify PPD at the first available
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4) Kazdy ze subjektti klinického hodnoceni musi

3)

6)

7

byt poucen podle ¢l. V. odst. 2 této smlouvy a
informovan také o tom, Ze udaje ziskané o ném v
pribéhu klinického hodnoceni mohou byt pro
Gcely kontroly pouzity a predlozeny také
pfislusnym kontrolnim orgénim.

V piipadé, ze bude zadavatel, jeho zmocnénci
nebo  pobotky predmétem auditu  nebo
vySetfovani statnimi organy, vcetné pripadd
zalozenych na antikorupich zdkonech a
ptedpisech, zdravotnické zafizenf a zkouSejici se
zavazuji plné spolupracovat a zajistit spolupraci
na takovém auditu a vySetfovani vcletné
poskytovani jakychkoliv informaci a zdznamd,
které jsou timto auditem pozadovany.

Zdravotnické zafizeni a zkouSejici berou na
védomi a souhlasi, ze antikorupéni zdkon, kterym
se fidi zadavatel zakazuje platby nebo nabizeni
jakékoliv hodnoty zaméstnanci statni spravy za
Gc¢elem: pifemlouvani nebo ovliviiovani statniho
Fizeni nebo roznhodnuti tykajici se zadavatele za
a¢elem pomoci zadavateli ziskat nebo si udrZet
zakazku; slouzit jako ovlivnitel schvaleni, plateb.,
zajisténi nebo koupé jakéhokoliv  produktu
zadavatele (véetné lé¢iva); ovliviiovat vysledky
jakéhokoliv klinického hodnoceni (vcetné tohoto
klinického hodnoceni); nebo jakkoliv jinak

nespravné prispivat podnikatelské Cinnnosti
zadavatele. Zdravotnické zatizeni a zkouSejici
souhlasi, ze se zdrzi jakékoliv Cinnosti,

v souvislosti s touto smlouvou nebo klinickym
hodnocenim, ktera by byla vrozporu s timto
zakonem.

Zdravotnické zafizeni a zkousejici berou na
védomi a souhlasi. Ze vyrovnani poskytnuté
podle této smlouvy piedstavuje béZnou trzni
hodnotu za provadéni klinického hodnoceni a
zadna cast uvedenych plateb by neméla byt
poskytnuta nebo sdilena, pfimo nebo nepfimo,
zadnym statnim Gfednikem nebo  politickym
Cinitelem (véetné pridadl. kdy je jim zkouSejici

opportunity.

4) Each of the Study Subjects must be instructed
pursuant to art. V. par. 2 of this agreement
and also informed that the data acquired
about him in the course of the Clinical Study
may be used and submitted to the appropriate
inspection  authorities for purposes of
inspection.

5) Should the Sponsor or its agents or affiliates,
including PPD ever become the subject of an
audit or investigation by a governmental
authority, including under any applicable
anti-corruption laws and regulations, The
Medical Facility and Investigator agree to
cooperate fully and procure cooperation with
such audit and inspection including providing
any information and records that are required
as part of such audit.

6) The Medical Facility and Investigator
acknowledge and agree that there are anti-
corruption laws to which Sponsor is subject
that prohibit the payment or offering of
anything of value to a government employee
or official for the purpose of: inducing or
influencing any governmental act or decision
affecting the Sponsor, to help Sponsor obtain
or retain any business, to serve as an
inducement for approval, reimbursement,
prescription, or purchase of any Sponsor
product (including, the Study Drug). to
influence the outcome of any clinical study
(including, this Clinical Study): or to
otherwise improperly benefit the Sponsor’s
business activities. The Medical Facility and
Investigator each agree to refrain from any
activity in connection with this Agreement or
the Clinical Study that would constitute a
violation by the Medical Facility or
Investigator of such laws.

7) The Medical Facility and Investigator each
acknowledge  and  agree  that  the
compensation provided hereunder constitutes
fair market value for the performance of the
Clinical Study and that no part of the
payments hereunder shall be paid to or shared
with, directly or indirectly, any government
or political party official (including as
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8)

1)

2)

nebo spoluzkousejici) za zadnym ucelem, ktery
je popsan jako zakazany.

Zadavatel nebo PPD je povinen informovat
zdravotnické zafizeni (isek ICRC) o datech
planovanych iniciaénich a monitorovacich
navstév. Tuto informaci je zadavatel nebo PPD
povinen zdravotnickému zafizeni poskytnout
alespon tfi (3) dny pfed planovanou navstévou.
Zadavatel a PPD souhlasi, ze se téchto navstév
bude v pfipadé¢ potfeby uCastnit  kromé
zkousejiciho i dalsi povéfeny pracovnik
zdravotnického zafizeni.

VIL
PotFeby a vybaveni pro klinické hodnoceni

ZkouSejici a zdravotnické zafizeni budou
pouzivat 1é€ivo a placebo, srovnavaci IéCivo.
piidavné 1é¢ivo nebo  jakykoliv  produkt
poskytnuty v souvislosti s klinickym hodnocenim
(spole¢ne s léCivem ,potfeby pro Klinické
hodnoceni®), pouze pro ucely tadného
vykonavani klinického hodnoceni a vzdy budou
skladovat  v3echny potieby pro  klinické
hodnoceni v zamdené, zabezpedené oblasti
v souladu s pokyny zadavatele a/nebo protokolu.
Po dokon&eni nebo ukonceni klinického
hodnoceni ve zdravotnickém zafizeni zpfistupni
zdravotnické zafizeni a/nebo zkousejici ihned
zadavateli, PPD nebo jejich zmocnéncim,
veSkeré potfeby a vybaveni pro klinické
hodnoceni (jak je definovano nize), duSevni
vlastnictvi (jak je definovano niZe), materialy a
kopie  duvérnych informaci. Zdravotnické
zafizeni miZze uchovat po dobu maximalné 10 let
jednu archivaéni kopii davérmnych informaci
pouze pro ucely uréeni rozsahu svych povinnosti

vsouladu stouto smlouvou a krozsahu
povoleném ptislusnymi zdkony a pravnimi
predpisy.

Zadavatel nebo PPD muze poskytnout, nebo
zafidit poskytnuti urcitého vybaveni
dodavatelem (,..vybaveni®) nebo proprietarni
licencované duSevni vlastnictvi (,.duSevni
vlastnictvi®) pro  pouziti  Zdravotnickym
zafizenim v prub&hu klinického hodnoceni.

applicable  the Investigator or  sub-

investigator) for any purpose described as

prohibited.
8) Sponsor or PPD are required to inform the
Medical Facility (department of ICRC) about
the dates of planned initiation and
monitoring visits. Such information shall be
provided by the Sponsor or PPD at least
three (3) days in advance of the planned
visit. Sponsor and PPD agree that such visit,
if needed, may be attended by another
delegated employee of the Medical Facility,
in addition to the Investigator.

VIIL.
Clinical Study supplies and equipment

1) The Investigator and the Medical Facility shall
use the Study Drug and any placebo,
comparator, adjunctive use or other products
provided in connection with the Clinical
Study (together with Study Drug, “Clinical
Supplies™), solely for the purpose of properly
completing the Clinical Study and shall
maintain all Clinical Study Supplies in a
locked, secured area at all times in
accordance with Sponsor’s instructions
and/or the Protocol. Upon completion or
termination of the Clinical Study at the
Medical Facility, the Medical Facility and/or
Investigator shall promptly make available
for collection by Sponsor, PPD or their
designees, all unused Clinical Supplies,
Equipment (as defined below), Intellectual
Property (as defined below) and materials
and copies of confidential information. The
Medical Facility may retain, for a maximum
period of 10 (ten) years. a single archival
copy of the confidential information for the
sole purpose of determining the scope of its
obligations incurred under this Agreement
and to the extent required by applicable laws
and regulations.

2) Sponsor or PPD may provide. or arrange for a

vendor to provide, certain equipment
(“Equipment”) or licensed proprietary
intellectual property (“Intellectual

Property”) for use by the Medical Facility
during the Clinical Study. The Equipment
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3)

Vybaveni miize zahrnovat poéitade, pfistroje
nebo laboratorni vybaveni. DuSevni vlastnictvi
muZe zahrnovat pocitatovy software, pfirucky,
rozsah hodnot nebo dalsi nastroje. Vybaveni a
duSevni vlastnictvi se nestanou majetkem
zdravotnického zafizeni a zdravotnické zatizeni a
zkousejici mohou vybaveni a dusevni vlastnictvi
pouzivat pouze pro Gcely klinického hodnoceni.

Zdravotnické zafizeni bude jednat v souladu
s poskytnutymi instukcemi pro provoz a udrzbu
a budou skladovat vybaveni za podminek, které
Jsou vhodné k povaze vybaveni a minimalizuji
riziko ztraty nebo poskozeni. Zdravotnické
zafizeni bude pouzivat duSevni vlastnictvi pouze
pro uCely urené zadavatelem a udini
odpovidajici opatfeni k ochrané dusevniho
vlastnictni pfed neopravnénym pouZitim nebo
kopirovanim. Zdravotnické zafizeni souhlasi bez.
vyhrad (1) zpfistupnit pro vybaveni a IduSevni
vlastnictvi v neporu$eném stavu po ukonceni
klinického hodnoceni nebo na zadost PPD, podle
toho, co nastane dfive; a (ii) nekopirovat,
stahovat, reprodukovat, provadét odvozené
¢innosti nebo jinak pouZivat v ném obsazené
vlastnictvi s vyjimkou pfipadi zde uvedenych.
Zdravotnické zafizeni poskytne pfi predani
Jjakéhokoliv vybaveni a duSevniho vlastnictvi
potvrzeni, ze toto vybaveni a duSevni vlastnictvi
nebyly pouzity pro Zzadny vyzkum, kiinické
hodnoceni nebo jiny ucel nez je zde povolen.

4) Veskeré opravy a servis zapGjcenych pfistroja,

jejich béZznou udrzbu a potfebné nahradni dily,
jakoz i veskeré predepsané kontroly, prohlidky a
revize pfistroji hradi zadavatel. P¥i predani
pfistrojii  zdravotnickému zafizeni musi byt
pfitomen  pracovnik  Oddéleni  pfistrojové
techniky nebo Useku informatiky (podle typu
pfistroje) zdravotnického zafizeni, se kterym
bude sepsan predavaci protokol a kterému budou
ze strany zadavatele predany veskeré souvisejici
dokumenty (napf. certifikit CE a navod k
obsluze).

VIIL

may include computers, machines or
laboratory  equipment. The Intellectual
Property may include computer software,
methodologies, rating scales and other
instruments. Equipment and Property shall
not become the property of the Medical
Facility and the Medical Facility and the
Investigator may use the Equipment and
Intellectual Property only for purposes of the
Clinical Study.

3) The Medical Facility will comply with any
provided  operating and  maintenance
instructions for the Equipment and will store
Equipment under conditions that are
appropriate to the nature of the Equipment
and that minimize the risk of loss or damage.
The Medical Facility will use Intellectual
Property only as directed by Sponsor and will
take appropriate measures to protect
Intellectual Property from unauthorized use
or reproduction. The Medical Facility agrees
without limitation (i) to make available for
collection the Equipment and Intellectual
Property intact upon completion of Clinical
Study or following PPD’s request, whichever
first occurs; and (ii) not to copy, download,
reproduce, make derivative works, or
otherwise use the Intellectual Property
contained thereon, except as provided herein.
The Medical Facility shall provide
certification upon return of any Equipment
and Property that the Medical Facility has not
used any of such Equipment and Intellectual
Property for any research, study or purpose
other than as permitted herein.

4) All repairs and service of any lent equipment,
their regular maintenance and needed new
parts, as well as all required checks, and
revisions of the equipment are the
responsibility of the Sponsor. An employee of
the Medical Facility’s Department of
Equipment  Technology or Information
Technology (depending on the type of
equipment), with whom the exchange
protocol shall be executed and who shall
receive all relevant documentation from the
Sponsor (CE certificate and user’s manual).

VIII.
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1) PPD poskytne

2)

3)

4)

S)

Jina ustanoveni

zdravotnickému  zafizeni
zkousejicimu vekery material (vCetné léCiva a
vybaveni) vymezeny protokolem klinického
hodnoceni, ktery je nezbytny k provadéni
klinického hodnoceni tak, aby mohla byt
dodrzena doba trvani klinického hodnoceni
piedpokladana v ¢l. I11. této smlouvy.

Spoleénosti PPD  poskytnuté 1é¢ivo i ostatni
material, jejichz specifikace je uvedena v
protokolu o klinickém hodnoceni (¢I. IV. odst. 1
pism. a) této smlouvy) pouzije zdravotnické
zafizeni a zkouSejici pouze pro provadéni
klinického  hodnoceni.  V3echny  hodnotici
materialy, které nebudou pouzity v ramci
klinického hodnoceni, vrati zdravotnické zarizeni
a zkousejici PPD.

Zkousejici a zdravotnické zatizeni se zavazuji
uschovat veskerou dokumentaci o provedeni
klinického hodnoceni i dokumentaci vztahujici se
k subjektim hodnoceni po dobu 5 let od data
ukonéeni klinického hodnoceni. Pro pfipad, Ze
prvotni  adaje  budou  dostupné  pouze
v elektronické podobé, zavazuje se zkousejici pro
Gcely jejich ovéfeni pofidit vytisky téch dat, ktera
se tykaji subjektd hodnoceni a jsou vyznamna
pro klinické hodnoceni. Tyto vytisky budou
opatieny datem a podpisem zkousejiciho a fadné
uchovany.

Zdravotnické zafizeni a zkousejici se zavazuji. Ze
pokud pouziji k provedeni analyzy pro ucely
klinického  hodnoceni  jakoukoliv  externi
laboratof. =zajisti, aby tato laboratof byla
zplsobila k provedeni takové prace podle zdsad
spravné laboratorni a klinické praxe. Zpasobilost
externi laboratofe se prokazuje prFisluSnym
certifikatem udg&lenym laboratofi k provadéni
takovychto analyz. Dale zdravotnické zafizeni a
zkousejici zajisti, aby byla externi laboratof
vazana toutéz dohodou o divérnosti jako smluvni
strany.

Zkousejici a zdravotnické zafizeni se zavazuji. ze
nebudou pouzivat nazvu ani vyrobki PPD ¢i
zadavatela souvisejicich s provadénim tohoto

2)

3)

4

S)

Other provisions

a 1) PPD shall provide the Medical Facility and

the Investigator with all materials (including
Study Drug and Equipment) specified by the
Clinical Study Protocol, which are necessary
to conduct the Clinical Study, so that the term
of the Clinical Study provided in art. 1IL. of
this agreement can be met.

The Medical Facility and the Investigator
shall use the Study Drug and other material
provided by PPD, the specifications of which
are provided in the Clinical Study Protocol
(art. IV par. 1 (a) of this agreement), only for
conducting the Clinical Study. The Medical
facility and the Investigator shall return to
PPD all evaluation materials, which are not
used in the Clinical Study.

The Investigator and the Medical Facility
agree to preserve all documentation about the
conduct of the Clinical Study and
documentation related to the Study Subjects
for 5 years from the date the Clinical Study is
completed. If any source data are kept on
computer files only, for the purpose of source
data verification, the Investigator agrees to
make a print out of all data related to the
Study Subjects relevant to the Clinical Study.
These print-outs will be dated and signed by
the Investigator and duly retained as source
documents.

The Medical Facility and the Investigator
agree that if any external laboratory is used to
perform analyses for the purposes of the
Clinical Study, they will ensure that the
laboratory is qualified to perform such work
pursuant to the principles of good laboratory
and clinical practice. The qualification of the
external laboratory shall be proved by the
appropriate certificate issued to the laboratory
to perform such analyses. In addition. the
Medical Facility and the Investigator agree to
ensure that the external laboratory shall be
bound by the same confidentiality agreement
that applies to the Parties.

The Investigator and the Medical Facility
agree not to use the name or products of PPD
or sponsor connected with the Clinical Study
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6)

1y

2)

3)

2)

klinického hodnoceni za uGcelem jakékoli
propagace ¢i reklamy bez jejich predchoziho
souhlasu.

PPD se zavazuje neuvadét vefejné jméno
zkousejictho v souvislosti s  provadénim
klinického hodnoceni nad ramec stanoveny v
¢lanku X. odst. 4 této smiouvy.

IX.
Nezadouci pfihody v priubéhu klinického
hodnoceni

Zkousejici je povinen do 24 hodin od jejiho
zjisténi sdélit PPD ¢&i zadavateli v souladu s
protokolem jakoukoliv ~ zdvaZnou neZzadouci
piihodu a zaroven ji oznamit Statnimu Gstavu pro
kontrolu lé¢iv a pfislusné etické komisi, ktera
protokol schvalila do 7 pracovnich dnd od
zjisténi dané piihody bud telefonicky nebo
faxem. Stejna povinnost plati pro jakoukoliv
piihodu. ktera ohrozuje bezpecnost subjektu
hodnoceni nebo provedeni klinického hodnoceni.

Ptislusné informace budou zohlednény na
formulafi na hlaSeni neZadoucich G¢inkn
poskytnutého zadavatelem a ktery je zaroven
soucasti studijni dokumentace. Formulai musi
byt neprodlené vyplnén a zaslan spole¢nosti PPD
faxem na ¢&islo (NG «t<: provede
oznameni zadavateli ihned po obdrzeni daného
faxu.

V piipadé, ze je subjekt hodnoceni pfijat se
zavaznou nezadouci piithodou nebo se u ngj
projevi  nezadouci  ptihoda v souvislosti
s protokolem nebo lé¢ivem, zhodnoti zadavatel
ve spolupraci se zdravotnickym zafizenim a
zkouSejicim souvislost s [é¢ivem a protokolem.
Zadavatel. jednajici pfiméfené a po konzultaci se
zdravotnickym zafizenim a zkousSejicim provede
posouzeni a poskytne kompenzaci dle standardu
lokalnich zakona. pravidel a predpisu.

Nezadouci a zavazné nezadouci pfihody jakoZz i
zavazné nezadouci 0€inky a neocekavané
zavazné nezadouci ucinky jsou definovany v § 3
odst. 4-6 zakona ¢&. 378/2007 Sb., ve znéni
pozdéjsich pfedpist. a podléhaji zaznamenani a

for purposes of promotion or advertising
without their prior consent.

PPD agrees not to make public the name of
the Investigator connected with the Clinical
Study other than as provided in article X. of
this agreement.

6)

IX.
Adverse events in the course of the Clinical
Study

1) Within 24 hours of first knowledge of any
Serious Adverse Event, the Investigator must
notify PPD or Sponsor in accordance with the
Protocol and also notify the State Institute for
Drug Controla and any relevant Ethics
Committee that accorded approval of the
Protocol within 7 working days of the
occurrence via fax or telephone. This applies
also for any event that could affect the safety
of the Study subjects or the conduct of the
Clinical Study.

2) The relevant information should be completed
on the ,adverse event form for expedited
reporting™ provided by Sponsor and that can
be found in the Trial Binder. The form must
be completed and forwarded to PPD
immediately by fax to (S G o
will notify the Sponsor immediately following
receipt of such fax.

3) If a Study subject is admitted for a Serious
Adverse Event or develops an Adverse Event
related to the Protocol or the Study Drug.
Sponsor with the cooperation and assistance of
the Institution and Investigator will assess
relatedness to the Study Drug or the Protocol.

Sponsor, acting reasonably, and after
consultation with the Institution and
Investigator ~ will assess and  provide

compensation as required in terms of local
laws, rules and regulations.

4) Adverse events and serious adverse events as
well as serious adverse drug reactions and
unexpected serious adverse drug reactions are
defined in § 3 provision 4-6 of Act no.
378/2007 Coll.. as amended, and are to be
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hlageni zkoudejicim dle tohoto zakona jakoZ i
v souladu s ICH GCP Guidelines.

X.
Pojisténi a odskodnéni

1) Zadavatel prohladuje, Ze v souladu s § 52 zdkona 1)

2)

3)

4)

S)

¢, 378/2007 Sb., zakon o lécivech, v platném
znéni uzaviel pojisténi odpovédnosti za Skodu za
zkousejictho i za zadavatele, a to na celou dobu
provadéni klinického hodnoceni. Toto pojisténi
zahrnuje rovnéZ kompenzaci v pfipad¢ umrti

nebo poskozeni zdravi subjektd klinického
hodnoceni v  disledku provadéni tohoto
klinického hodnoceni. Kopie potvrzeni o

pojisténi subjekti hodnoceni tvoii pfilohu ¢&. 5
této smlouvy.

Pojisténi v odst. 1) se nevztahuje na pipady, kdy
doslo k =zafazeni subjektu hodnoceni do
klinického hodnoceni bez ziskani

informovaného souhlasu ¢i k poskozeni subjektu
hodnoceni na zakladé nedbalosti zkousejiciho
¢i jiného ¢lena feSitelského centra, poruSenim
protokolu ¢&i instrukci ptedanych fesitelskému
centru PPD ¢i zadavatelem.

Zkousejici a zdravotnické zafizeni se zavazuji
pisemné informovat PPD a zadavatele o
jakémkoli pripadu reklamace vad IéCiv a dalSich
vyrobkii pouzitych pfi klinickém hodnoceni,
které poskytnul zadavatel ¢i PPD.

Smluvni strany se zavazuji plné spolupracovat pfi
fedeni pfipadi uvedenych odst.1,2.3 a 4.

Zdravotnické zafizeni prohlasuje, Ze ma dle § 39
odst. 3 zakona ¢&. 20/1966 Sb., o péi o zdravi
lidu uzavienu pojistnou smlouvu na pojisténi
odpovédnosti  za  $kodu zplsobenou  pfi
poskytovani zdravotni péfe. Tato pojistna
smlouva je uzaviena v zakonem pozadovaném
rozsahu a neobsahuje pojisténi odpovédnosti za
$kodu zplsobenou pfi provadéni klinického
hodnoceni. Dle § 39 odst. 3 zakona ¢. 20/1966
Sb. musi byt pojisténi uzavieno po celou dobu,
po kterou zdravotnické zafizeni poskytuje
zdravotni péci.

y

4)

recorded and reported by the Investigator
pursuant to the above Act and pursuant to the
ICH GCP Guidelines.

X.
Insurance and indemnification

The Sponsor declares that, in accordance with
par. 52 of Act No. 3782007 Coll., on
Pharmaceuticals, as amended, he has arranged
liability insurance for the Investigator and the
Sponsor for the entire duration of the Study,
through which compensation in the event of
death or in the event of injury to the health of
the study subjects as result of conducting the
Study is also covered. A copy of confirmation
about the insurance of the Study Subjects
forms appendix no. 5 to this agreement.

The insurance in par. 1) does not apply in
cases where a Study Subject was included
without obtaining informed consent or where
a Study Subject was injured due to negligence
of the Investigator or another member of the
study centre, or violation of the Protocol or
instructions given to the study centre by PPD
or Sponsor.

The Investigator and the Medical Facility
agree to inform PPD and Sponsor in writing
about any instance of recall of products used
in the Clinical Study provided by the Sponsor
or PPD.

The Parties agree to cooperate fully in
resolving the situations described in par. 1. 2.
3 and 4.

The Medical Facility declares that it has
insurance coverage in accordance with § 39
par. 3 of Act no. 20/1966 Coll., on Public
Healthcare, with respect to liability it may
have while providing medical care. This
insurance coverage is in correlation with the
applicable laws and does not include liability
insurance with respect to conducting a
clinical study. According to § 39 par. 3 of
Act no. 20/1966 Coll.. this insurance
coverage must be valid for the entire length
of the Medical Facility's provision of
medical care.
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XI.
Ochrana divérnych informaci

XI.
Protection of confidential information

1) Veskeré informace poskytnuté zkouSejicimu a 1) All information provided to the Investigator

2)

zdravotnickému zafizeni pro potfeby provadéni
klinického hodnoceni a data, informace, nebo
vysledky vyplyvajici z tohoto hodnoceni budou
povazovany za divérné a mohou byt poskytnuty
jen tém osobam, jenz tyto informace potfebuji za
acelem  provadéni  klinického  hodnoceni.
Divérné informace zistanou divérnymi do té
doby nez budou zvefejnény jinym zplsobem nez
skrze zdravotnické zafizeni, zkousejiciho nebo
jinou osobu podilejici se na klinickém hodnoceni.

Jakékoliv osobni tUdaje ziskané od subjeku
hodnoceni nebo jiné osoby podilejici se na
klinickém hodnoceni budou podiéhat pravnim
regulacim o ochrané osobnich Udaji a pokud
klinické hodnoceni probihd v ramci Evropské
Unie, zadavatel bude spravcem adaju.

3) PPD potvrzuje. Ze ono ani zadavatel nezpfistupni

identitu subjektl hodnoceni tfetim strandm bez
predchoziho  pisemného  souhlasu  subjektu
hodnoceni s vyjimkou (a) pfipadd povolenych
zdkonem o ochrané osobnich udaji, nebo (b)
v souvislosti s narokem nebo fizenim vyvolanym
subjektem hodnoceni s souvislosti s klinickym
hodnocenim, nebo (c) pokud je toto povoleno
ptedchozim pisemnym souhlasem  subjektu
hodnoceni

4) Zdravotnické zafizeni a zkousejici v pfislusnych

pipadech ziskaji pisemny souhlas subjektu
hodnoceni ke zpracovani, zpfistupnéni a pfevodu
osobnich 0daji z mista klinického hodnoceni do
jinych mist v&etné oblasti mimo Evropsky
hospodafsky prostor (.EHP®). znichz nektera
nemusi mit stejna pravidla pro ochranu osobnich
udajii. PPD potvrzuje, ze zadavatel uvedl. ze
u¢ini vSechny potiebné kroky aby zajistil, Ze
osobni udaje jsou chranéné a uchované podle
piisludnych zakoni.

2)

3)

4)

and the Medical Facility for the purpose of
carrying out the trial and any data,
information or results arising from the Study
will be considered confidential information
and may only be disclosed to those who have
a need to know such information for the
purpose of administering the trial.  The
confidential  information  shall  remain
confidential until it enters the public domain,
through no fault of the Medical Facility,
Investigator or any other individual
participating in the study.

Any personal information received from
either the Study Subjects or any individual
involved in the trial, will be subject to any
applicable data protection laws and if the
Study is within the European Union, the
Sponsor will be the data controller.

PPD shall not and confirms the Sponsor shall
not disclose the identity of Subjects to third
parties without prior written consent of the
Subject, except (a) as permitted by data
protection laws and regulations. or (b) in
relation to a claim or proceeding brought by a
Subject in connection with the Study, or (¢) as
permitted with the prior written consent of the
Subjects.

The Medical Facility and Investigator shall
where relevant obtain from each Subject and
employee a written consent to the processing.
disclosure and transfer of their personal data
in and from the Study territory to other
territories  including those outside the
European Economic Area (‘EEA™) some of
which may not have equivalent data
protection procedures. PPD confirms that
Sponsor has indicated that it will take all
reasonable steps to ensure that personal data
are protected and maintained in accordance
with applicable law.
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XII.
Viastnictvi vysledki klinického hodnoceni, jeho
ochrana a publikovani vysledki

1) Veskeré dokumenty,
védomosti, metody, provoz, vzorce, divérné
informace a material poskytnuty zdravotnickému
zatizeni a/nebo zkouSejicimu dle této smlouvy
jsou a zbstavaji vlastnictvim zadavatele.
Zdravotnické zafizeni a zkousSejici souhlasi s tim,
7e CRF, konetnd zprava, a veskeré dalSi
vysledky klinického hodnoceni, pokud néjaké
budou, spolu s patenty, zadostmi o patenty a
jakékoliv jiné podobné formy ochrany, prava
databaze, registrovanid a neregistrovand prava
designu, autorskd prava a nepatentovand prava
technického. & dusevniho vlastnictvi a dalsi
informace, které nejsou vefejnym majetkem,
které mohou existovat jinde ve svété (,.dusevni
vlastnictvi®) existujici, nebo s moznosti existence
nebo jakkoliv jinak chranici vySe uvedené, jsou
téz  vlastnictvim  zadavatele.  Zdravotnické
zatizen{ je zodpovedné za to. Ze kazdy, kdo se
bude podilet na provadéni klinického hodnoceni
postoupil zadavateli, majice pravni zavazek
pfiznat a postoupit zadavateli veSkera prava
dusevniho vlastictvi.

2) Publikace, prezentace nebo vyuziti (,.publikace™)

metod. jakychkoliv védeckych nebo jinych udaju
spojenych s nebo pofizenych v ramci klinického
hodnoceni neni povoleno do ukonéni celého
multicentrického klinického hodnoceni: poté je

moznost  publikace podminéna  pisemnym
souhlasem zadavatele.
XIIL

Trestni bezithonnost

1) Zdravotnické zatizeni a zkousejici timto potvrzuji,
e jim nebyla odebrana pravomoc ¢i kvalifikace
nutna k provadéni klinickych hodnoceni a dle
jejich védomi je totéz platné pro ostatni
pracovniky podilejici-se na provadéni klinickeho
hodnoceni. Zdravotnické zafizeni a zkouSejici
budou neprodlené informovat PPD v pfipad¢, Ze
se dozvi o odebrani pravomoce ¢i kvalifikace,
hrozby odebrani pravomoce. ¢i kvalifikace. nebo

1)

XII.
Ownership, protection, and publication of
Clinical Study results

protokol, udaje. souhrn 1) All documents, Protocols, data, know-how,

methods, operations, formulas, Confidential
Information and Materials (as defined)
provided to the Medical Facility and/or
Investigator pursuant to this Agreement are
and shall remain Sponsor’s property. The
Medical Facility and the Investigator agree
that CRFs, the Final Report and other results
of the Study. if any, together with any
patents, patent applications and other like
forms of protection, database rights,
registered and unregistered design rights,
copyrights and rights in unpatented technical.
intellectual  property rights and other
information not in the public domain which
may subsist in any part of the world
(“Intellectual Property”) subsisting in or
capable of subsisting in or otherwise
protecting or capable of protecting any of the
foregoing matters shall also be owned by
Sponsor. The Medical Facility shall ensure
that all individuals working on the Study have
assigned to Sponsor or have a legal obligation
to disclose and assign to Sponsor all their
rights to any of the Intellectual Property.

Publication, presentation or use
(“Publication™ of the methods. any
scientific or other data related to or obtained
as the result of the Study are not permitted
until the multi centre study has been
completed in its entirety at all sites and then
such Publication shall be subject to the
written consent of the Sponsor.

XI111.
Clean criminal records

The Medical Facility and the Investigator
hereby certify that neither of them have been
disbarred or disqualified from carrying out
clinical trails and that to the best of their
knowledge neither have any of the individuals
involved in the administration of the services
of the clinical trial. In the event that the
Medical Facility or the Investigator becomes
aware of the debarment, threatened
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jednani k tomu vedouci jakéhokoliv pracovnika
podilejiciho se na klinickém hodnoceni.

2) Zkousejici prohlasuje a zaru€uje. Ze on ani Zadny
z ¢&leni feSitelského tymu nikdy nebyl v
souvislosti s provadénim klinického hodnoceni
obvinén, vySetfovan ani odsouzen na zdklad¢ §
306 odst a) nebo b) Generic Drug Enforcement
Act z roku 1992.

XIV.
ReSeni sporu a smirci Fizeni

1) Smluvni strany se dohodly, Ze pravni vztahy a
poméry vzniklé z této smlouvy se Fidi platnymi
zakony a predpisy Ceské republiky.

2) Smluvni strany se zavazuji pifi provadéni
klinického hodnoceni si vzijemné pomahat a
pfipadné spory a rozdilnost nazori na postup a
zpusob praci fesit smirnym jednanim obvyklym u
smluvnich stran.

3) Smiuvni strany berou na védomi a souhlasi, Ze k
projednani a rozhodovani pfipadnych spord,
které nebudou vyfeSeny smirem podle odst. 2.
jsou prislusné soudni organy Ceské republiky.

XV.
Financni vyrovnani

1) Zdravotnické zatizeni bere na védomi a souhlasi
s tim, Ze platby za subjekty hodnoceni v tomto
klinickém hodnoceni jsou ptebirany spolecnosti
PPD od zadavatele. a tudiZz Ze spolecnost PPD
nebude povinna provadét platby zdravotnickému
zafizeni dfive, neZz tyto platby za subjekty
hodnoceni budou od zadavatele obdrzeny. PPD
udini v3echna dostupna opatfeni. aby zajistila, Ze
tyto platby budou obdrzeny od zadavatele v¢as

2) Zdravotnické zafizeni je plné zodpovédné za
platby tfetim stranam, za kryti veSkerych
vlastnich nakiada spojenych s provadénim

2)

1)

2)

3)

Y

2)

debarment, disqualification or threatened
disqualification, or the conduct of activity
that could lead to any of the aforementioned
disqualification or debarment actions, of or
by any individual participating in the study.
they will immediately notify PPD.

The Investigator declares that neither he nor
any member of the study team has ever, in
connection with the conduct of a Clinical
Study, been accused. investigated or
convicted on the basis of § 306 (a) or (b) of
the Generic Drug Enforcement Act of 1992.

XIV.
Dispute resolution and conciliation
proceedings
The Parties have agreed that the legal
relationships arising under this agreement
shall be governed by the valid laws and
regulations of the Czech Republic.

The Parties agree to assist each other in
conducting the Clinical Study and to resolve
any disputes or differences of opinion about
work procedures and methods through their
usual negotiations.

The Parties take note of and agree that any
disputes which are not settled through
cooperation pursuant to par. 2 shall come
under the jurisdiction of the courts of the
Czech Republic.

XV.
Financial provisions

The Medical Facility takes into account and
agrees that PPD receives the payments for
study subjects in this clinical study from a
Sponsor. Thus, PPD will not be obliged to
pay to the medical facility prior receipt of the
payments for study subjects from the
Sponsor. PPD undertakes to take all steps to
ensure that the payments will be received
from the Sponsor on time.

The Medical Facility is fully responsible for
payments to third parties and paying its own
expenses connected with the clinical study,
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klinického hodnoceni, véetné nakladd na Ié¢eni v
pripadé poskozeni zdravi subjektu hodnoceni v
souvislosti s jeho uéasti na klinickém hodnoceni,
s vyjimkou nakladi uhrazenych na zéklad€ této
smlouvy nebo jejiho pisemného dodatku.

3) Zdravotnické zafizeni a zkouSejici berou na

4)

3)

1)

2)

védomi, Zze spole¢nost PPD je povinné v souladu
se zdkonem o spravé dani a poplatkll uvést
v danovém  pfiznani mistné  prisluSnému
Finan¢nimu ufadu veskeré platby, které budou z
titulu této smlouvy vyplaceny.

Platby budou provadény dle Prilohy ¢. 1
smlouvy.

Zdravotnické zafizeni se zavazuje z obdrzenych
plateb dle pfilohy ¢ 1 vyplatit odmény
zkouSejicimu a ¢lenim studijniho tymu, vcetné
farmaceuta, dle vhitfnich smérnic
zdravotnického zafizeni. Spole¢nost PPD se
zavazuje, ze ani PPD ani zadavatel neuzaviou
separatni smlouvu se zkouSejicim ani jinym
zaméstnancem zdravotnického zafizeni
v souvislosti s provadénim tohoto klinického
hodnocent.

XVIL
Doba platnosti smlouvy

Tato smlouva se uzavira na dobu trvani
klinického hodnoceni, dle ¢lanku 111 3) této
smlouvy.

V nasledujicich ptipadech je kterdkoliv ze
smluvnich stran opravnéna ukoncit tuto smlouvu
pisemnou vypovédi. ktera je ucinna po uplynuti
30 dni ode dne nasledujictho po doruceni
smluvnim stranam:

pokud né&ktera smluvni strana neplni nékteré
z ustanoveni této smlouvy;

a)

b) pokud néktera smluvni strana provede se
svymi véfiteli vyrovnani nebo bude-li na jeji

majetek prohlasen konkurs:

c) pozbude

pokud néekterd smluvni strana
opravnéni k pusobeni v dané oblasti:

3)

4

5)

)

2)

including costs for therapy in the event of
injury to health of the study subjects resulting
from their participation on the clinical study,
with the exception of expenses reimbursed on
the basis of this agreement or a written
amendment to it.

The Medical Facility and the Investigator take
note of the fact that PPD is required, in
accordance with the act on taxes and fees, to
report to the appropriate Financial Office all
payments, which will be paid on the basis of
this agreement.

Payment will be made as set out in Appendix
no. 1 hereto.

The Medical Facility agrees to reimburse the
Investigator and/or the Study Team, including
the Delegated Pharmacist out of the received
funds as per Appendix no. 1 hereto, according
to the internal regulations of the Medical
Facility. PPD warrants that neither PPD, nor
the Sponsor will enter into any ancillary
Agreement with the Investigator or any
employee of the Medical Facility in
connection with the conduct of this Clinical
Study.

XVIL
Term of the agreement.

This agreement is concluded for the duration
of the Clinical Study, according to provision
[11. 3) hereof.

In the following situations any of the Parties
may terminate this agreement by giving 30
days written notice, which begins to run on
the day after the notice is delivered to the
Parties:

a) if any party fails to fulfil any of the
provisions of this agreement;

b) if any party settles with its creditors or
goes into bankruptcy;

c)

if any party loses its authorization to
practice in the given field;
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d) bude-li riziko pro subjekty hodnoceni
neumérné zvyseno;

e) pokud potiebné opravnéni, ohlaSeni. povoleni
nebo souhlas nezbytné k  provedeni
klinického hodnoceni jsou revokovany,
pozbudou  platnosti  bez  pfisludného
prodlouzeni,  klinické  hodnoceni  je
pozastaveno, zakazano, nebo neni zahajeno
ve stanovené dobé od vzniku opravnéni,

f) v piipadé, ze vhodné subjekty hodnoceni
nejsou do klinického hodnoceni zafazeny
véas, takze je ohrozen dohodnuty Casovy
rozvrh.

3) PPD ma dale pravo ukonéit ¢i prerusSit klinické
hodnoceni a zaroveii ukoncit tuto smlouvu
pisemnou vypovédi uéinnou po uplynuti 30 dnu
ode dne nasledujiciho po doru¢eni zkouSejicimu
a zdravotnickému zafizeni:

a) v pripadé ukongeni smluvniho vztahu mezi
firmou PPD Development LLC nebo PPD
Global Limited nebo jakoukoli jinou
spole¢nosti ve skupin¢ PPD, a zadavatelem —
Eisai Inc./Eisai Ltd. - podle toho, ktera z
téchto spole€nosti uzaviela smlouvu se
zadavatelem;

b) jestlize nabor subjektd hodnoceni
v feSitelském centru nebyl ukoncen, avSak
celkovy pocet subjekth hodnoceni
povolenych pro klinické hodnoceni byl jiz
naplnén; nebo

c) jestlize se zkousejici stane neddvéryhodnym
& bude diskvalifikovan z  provedeni
klinického  hodnoceni  (debarment and
disqualification) a bude =zafazen na tzv.
.Cernou listinu® vedenou FDA v souladu
s Generic Drug Enforcement Act zroku
1992.

4) Pokud se na strané zdravotnického zafizeni
vyskytnou zavazné duvody. které ji objektivné
neumoznuji pokracovat v klinickém hodnocenti,
je povinna o takové skute¢nosti okamzité

3)

4

d) if the risk for Study Subjects increases
disproportionately:

e) if a necessary authorization, notification,
permit or consent necessary for
conducting of the Clinical Study is
revoked, its validity expires without
appropriate extension, the Clinical Study
is suspended, prohibited or is not
commenced within the statutory time
period from the date that the
authorization arose.

f) in the event of an inadequate rate of
adding suitable Study Subjects to the
Clinical Study which endangers the
agreed time schedule.

PPD may further terminate or interrupt the
Clinical Study and at the same time terminate
this agreement by giving 30 days written
notice, which begins to run on the day after
the notice is delivered to the Investigator and
the Medical Facility for the following reasons:

a) if the contractual relationship between
PPD Development LLC or PPD Global
Limited or any other company within the
PPD Group. depending on which of these
companies has concluded the contract
with the sponsor, and the sponsor — Eisai
Inc./Eisai Ltd. — terminates;

b) if the overall study enrolment has been
met but the enrolment in the study centre
has not been completed yet; or

¢) if the Investigator is debarred or
disqualified under the Generic Drug
Enforcement Act of 1992 and is added to
the ..Black list* maintained by FDA.

If the Medical Facility is faced with serious
reasons that make it objectively impossible
to continue in the conduct of the Clinical
Study. the Medical Facility is required to
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4)

1)

2)

3)

4)

informovat zadavatele a spolecnost PPD.
Smluvni strany se zavazuji vyvinout maximalni
usili k tomu, aby dand situace byla vyfeSena
dohodou, akceptovatelnou pro vSechny strany.
Pokud k takové dohodé nedojde do triceti (30)
dnd, je zdravotnické zafizeni opravnéno smlouvu
pisemné& vypovédét s tiiceti (30) denni vypovédni
lhiitou

Smluvni strany se mohou kdykoliv pisemné
dohodnout na ukonéeni této smlouvy.

XVIL
Spole¢na a zavérecna ustanoveni

Kazda ze smluvnich stran uznava, Ze jakékoli
poruseni prohlaseni ¢&i zaruk kdykoli po dobu
platnosti této smlouvy predstavuje v kazdém
piipadé porudeni této smlouvy se véemi disledky
zakotvenymi v &eskych pravnich pfedpisech pro
pfipad nepinéni zavazki plynoucich z této
smlouvy  pfisluSnou  stranou.  PoruSenim
prohladeni ¢i zaruky se mini, Ze toto prohlaseni
nebo zaruka neni pravdiva, uplna nebo spravna.

V ostatnim se Fidi prava a povinnosti smluvnich
stran podle § 566 a nasl. Obchodniho zakoniku.

Tato smlouva nabyva platnosti a G¢innosti dnem
podpisu  viemi smluvnimi stranami. Tato
smlouva je zdavazna pro smluvni strany. jakoz i
pro jejich pravni nastupce a odsouhlasené
postupniky.

Zdravotnické zafizeni a zkouSejici nesmi prava a
povinnosti vyplyvajici z této smlouvy postoupit
bez pfedchoziho pisemného souhlasu PPD.
Spole¢nost PPD ma pravo postoupit své prava a
povinnosti vyplyvajici z této smlouvy zadavateli.

Jakékoli vzdani se prava ¢i shovivavost kterékoli
smluvni strany v souvislosti s poruSenim
nékterého ustanoveni této smlouvy neznamena
vzdani se prava v souvislosti s jakymkoli dal$im
porusenim této smlouvy.

inform the Sponsor and PPD of such
situation without any delay. The Parties
agree to exert maximum effort to solve such
situation  through  mutual  agreement,
acceptable to all Parties. If such agreement is
not reached within thirty (30) days, the
Medical Facility shall have a right to
terminate this Agreement with additional
thirty (30) day written notice.

5) The Parties may terminate this agreement by
written agreement at any time.

XVIL
Closing provisions

Each of the Parties acknowledge that any
breach of representations or warranties at any
time during the validity of this agreement
represents in any case a breach of this
agreement with all consequences provided for
in Czech law for the case of failure to fulfil
obligations under this agreement. Breach of a
representation or a warranty means that the
representation or warranty is not true.
complete or correct.

1)

2) In other matters the rights and obligations of
the Parties are governed by § 566 et seq. of
the Commercial Code.

3) This agreement is valid and effective upon its
signature by all Parties. This agreement shall
be binding upon the Parties. their successors

and permitted assignees.

The rights and responsibilities under this
agreement may not be assigned or transferred
by the Medical Facility and the Investigator
without the prior written consent of PPD. PPD
has a right to assign their rights and
responsibilities under the agreement to
Sponsot.

4)

5) Any waiver or forbearance by any party with
respect to a breach of any provision of this
agreement shall not be deemed to constitute a
waiver with respect to any subsequent breach

of any provision hereof.
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6) Smluvni strany se zavazuji, 7e dodrzi vsechna
ustanoveni této smlouvy, ktera trvaji déle nez

6)

The parties agree that they will observe all the
provisions of this agreement. which last

platnost smlouvy, i po skonceni tohoto longer than the term of the agreement, even
klinického hodnoceni. after termination of the Clinical Study.

7) Tato smlouva je vyhotovena ve tfech 7) This agreement is made in three counterparts,
stejnopisech, z nichZ jeden obdrzi zdravotnické of which the Medical Facility, the Investigator
zafizeni, jeden zkousejici a jeden PPD. and PPD shall receive one copy.

8) Zmény a dopliiky této smlouvy jsou mozné toliko  8) Changes and supplements to this agreement

dohodou, a to pissmnym dodatkem ke smlouve. may be made only by written addenda to this
agreement.

9) V piipadé jakychkoli rozpori mezi Ceskou a 9) In the case of any discrepancy between the

Czech and the English versions of the
Agreement, the Czech version shall prevail.

anglickou verzi smlouvy méa prednost Ceska
verze.
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Na diikaz souhlasu se znénim smlouvy pripojuji In witness of their consent to this
smluvni strany své podpisy. agreement, the Parties have signed below.

Datum / date: (I

Zdravotnické zarizeni / Medical Facility:-

Datum / date: (.

Zkousejici / Investigator:
MUDr. Jana Katolicka PhD

Datum / date: (.

Seznam priloh k této smlouvé: List of appendices to this agreement:

Pfiloha ¢&. 1: Rozpis plateb Appendix no. 1: Payment Schedule
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