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PPN'
Smlouva o zabezpeileni klinick6ho hodnoceni Agreement on Clinical Study

PPD Czech Republic, s.r.o.. PPD Czech Republic, s.r.o..
se sfdlem Bud6jovickri alej. Antala Sta5ka 2027179- with its registered address at Budejovicka alej,
140 00 Praha 4, Ceskri republika. dceiinnil spolednost Antala Staska 2027179. 140 00 Prague 4, Czech
PPD International Holdings GmbH., zastoupen6 Republic a subsidiary of PPD Intemational
MUDr. Darinou Hrdlidkovou - jednatelkou Holdings GmbH.. represented by MUDr. Darina
spolednosti azapsan| v obchodnim rejstiiku vedendm Hrdlickova. executive of the company, and
Mdstskl'm soudem v Praze, drlst C. d. vloZky 37941 registered in the Commercial Register at the
(Pifloha d. 3) Municipal Court in Prague, Section C, Insert

37941 (Appendix no. 3)

lC:63671077 Company ID no.: 63671077
DIC: C263671077 Tax ID no.: C263671077
Bankovni spojeni : CSOB a.s. Praha 4, Na Pankrilci Bank information: CSOB a.s.. Na Pankraci
310160.140 00 Praha 4 310/60. 140 00 Prague 4
Cis lo  udtu:  132104813/0300 Acct .  no. :  132104813/0300
IBAN: CZ68 0300 0000 0001 3210 4813 IBAN: CZ68 0300 0000 0001 3210 4813
SWIFT: CEKOCZPP SWIFT: CEKOCZPP
ddle jen "PPD" further" "PPD"

and

Fakultni nemocnice u sv. Anny v BrnE, se sfdlem Fakultni nemocnice u sv. Annv v Brne with its
Pekaiskri 53.656 9l Bnro.Ceskd republika zastoupen6 registered address at Pekarska 53. 656 9l Brno.
Ing. Petrenr Ko5kou, MBA. Kopie ziizovaci listiny Czech Republic represented by lng. Petr Koska.
zdravotnickdho zai{zeni tvoii piflohu d. 4 tdto MBA. Copy of an Incorporation Deed of the
smlouvr'. Medical Facility forms Appendix no. 4 hereto.

I i :  00159816  Company  ID  no . :  00159816
DIC :  C200159816  Tax  ID  no . :  C200159816
Bankovnf spojeni: Komerdni banka, a.s. Bank name: Komercni banka. a.s.
d, .u . :71138621/0100 Account  number:  7113862110100
Variabilni symbol: 551012490 Reference number: 551012490
IBAN: CZ21 0100 0000 0000 7113 8621 IBAN: CZ2l 0100 0000 0000 71 13 8621
SWIFT: KOMBCZPP SWIFT: KOMBCZPP
drile jen ..zdravotnick| zaiizeni" further. the "Medical Facility"

and

MUDr. Jana Katolick:i PhD.. trr,'alym bydliStdm MUDr. Jana Katolicka PhD.. permanent
Franzova 77,614 00 Brno. Ceskd republika. residence atFranzova77.614 00 Bmo, Czech

Republic.

Datum nar . :  I  5  .7  .1968 DOB: I  5 'h  Ju lv  1968
ddle jen "zkou5ejfci rther, the "Investigator"

drlle spolednE jen "smluvni Stranl"' further jointly. the "Parties"

uzaviraji tuto smlouvu: conclude this agreement:

I.  I .
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Piedmdt a riiel smlouly

l) Piedmdtem smlouvy je klinickd hodnocenf l)
hum6nniho lddiveho pifpravku E7080 (d6le jen
"l6iivo") (drile jen "klinick6 hodnoceni"), kter6
prov6di PPD jako nez6visly subjekt ve prosp6ch
farmaceutick6 firmy Eisai Ltd., European
Knowledge Centre, Mosquito Way Hatfield.
Hertfordshire ALl0 9SN VelkS Britdnie, kter6 je
l,yrobcem lediva, (d6le jen "zadavatel") (pln6 moc
zadavatele pro PPD tvoif piflohu d. 6 tdto
smlouvy) podle protokolu d.: E7080-G000-205
s n6zvem: ,.An Open-Label, Multicenter Phase
1b/2 Study of E7080 Alone, and in Combination
with Everolimus in Subjects with Unresectable
Advanced or Metastatic Renal Cell Carcinoma
Following One Prior VEGF-Targeted
Treatment" (d6le j"n ,,protokol"), ktery je
piflohou d. 8 tdto smlouvy a podrobn6 popisuje
dinnosti proviid6nd v r6mci klinick6ho hodnoceni a
rozddleni zodnovEdnosti mezi smluvni stranv.

Udelern smlouvy je stanovit podmfnky k provedenf
klinickdho hodnoceni a vymezit prixa a povinnosti
smluvnich stran pro prtib6h a provedenf klinickdho
hodnoceni.

Zdravotnicke zaiizenl prohla5uje. Le jak ono tak i
zkouSejfci maji zkuSenosti, schopnosti, v pddi
piimEieny podet odpovidajicich subjektfi
hodnoceni a zdroje, vdetnd person6lu a vybavenf,
aby mohli piesn6, irdelnd a vdas prov6st klinickd
hodnoceni profesion6lnfm a kvalifikovanym
zpfisobem a Le tyto zdroje budou trvale pouZfvat
tak, aby klinickd hodnoceni takto provedli.

4) Zkou5ejici prohla5uj e. Le neni zamdstnancem nebo 4)
z6stupcem PPD.

Subject and purpose ofthe agreement

The subject of the Agreement is the clinical
evaluation of the Study Drug E7080 (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 ALl0 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.: E7080-
G000-205 and title: ,,Ar Open-Label,
Multicenter Phase 1b/2 Study of E7080
Alone, and in Combination with
Everolimus in Subjects with Unresectable
Advanced or Metastatic Renal Cell
Carcinoma Following One Prior VEGF-
Targeted Treatment" (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 PaIlies.

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

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.

2)2)

3)3)

II.
Zahhjeni klinick6h o hodnocen i

l) Klinickd hodnocenf bude zahhjeno na zikladl
povoleni vydandm St6tnim fistavem pro kontrolu
lddir,, souhlasndho stanoviska piislu5nd lokrllni
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II.
Commencement of the Clinical Study

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

n  t ) A
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etickd komise a v piipadd multicentrickdho
klinickdho hodnoceni takd piislu5nd multicentrickd
etickd komise (d6le jen ."etick6 komise").

2) Kopie souhlasndho stanoviska podle odst. I budou
uloZeny v zdravotnickem zaiizeni u zkou5ejicfho v
dokumentaci o provedenf klinick6ho hodnoceni.
Kopie povolenf a souhlasnych stanovisek etickych
komisf tvoif piflohu d. 7 tdto smlouvy.

ilI.
Misto a doba provedeni klinick6ho hodnocenf a

ie5itelsk6 centrum

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").

2) Copies of the concurring opinion pursuant to
par. I 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.

IIr.
Place and term of conducting the Clinical

Study and the study centre

1) Klinickd hodnoceni bude provedeno na l) The Clinical Study shall be conducted at
Onkologicko-chirurgick6m oddEleni Oncological-surgical Department of the
zdravotnickdho zaiizeni (d6le j"n ,.ie5itelsk6 Medical Facility (further, the "study centre"),
centrum"), v dele se zkou5ejfcim jako hlavnim headed by the Investigator as the principal
zkou5ejfcim a dal5imi pov6ienymi pracovnfky investigator and other authorized employees
(d6le jen ..studijni tym"). (further, the "Study Team").

2) Ke zmEnE fe5itelsk6ho centra a ve jmenovrinf di 2) Changes in the study centre and appointment
dopln6nf dlenri studijniho tymu mriZe dojft jen po or addition of Study Team members can be
dohodd PPD, zdravotnickdho zaiizen{ a made only after agreement between PPD, the
zkou5ejiciho. Pisemny doklad o takovd dohodd Medical Facility and the Investigator. A
musi byt uloZen v dokumentaci o provedenf written document about such agreement must
klinickdho hodnoceni. be filed in the documentation about the

conduct of the Clinical Studv.

3) Pied zah|jenim klinick6ho hodnoceni spolednost 3) Prior to the start of the Study. PPD shall
PPD zajistf vSechna potiebn6 povoleni poladovanA obtain all necessary approvals- required by
pr5vnimi piedpisy ze strany etick;ich komisf a legal regulations- from the Ethics Committees
St6tnfho irstavu pro kontrolu lddiv (diile souhrnnE and regulatory authorities (State Institute for
,.EMUKL") potiebnych pro prov6d6nf Drug Control) (together. collectively
klinick6ho hodnoceni, vdetn6, nikoliv v5ak "EC/RA") to conduct the Study at the
vfludnd souhlasu se studijni dokumentacf jako je Medical Facility; including without limitation
protokol. formuliii informovandho souhlasu a approval of study documents, such as the
ve5kerd dal5i studijnf dokumenty. Zmdny jiL Protocol, Inforrned Consent Form, and all
schv6lenych studijnich dokumentri nebudou other Study documents, as amended. Changes
udin6ny bez piedchozfho schv6leni zadavatelem a to approved documents shall not be
ECISUKL. Za(azovini subjektri hodnocenf do implemented until the Sponsor and the
klinickdho hodnocenf bude zah6jeno v prribdhu EC/RA have approved their use. Selection of
[rnora 2012. Piedpokl6dany das potiebny k Study Subjects for the Clinical Study will
provedeni klinickdho hodnocenf je od irnora 2072, begin during February 2012. The entire
subjekty hodnoceni budou v lddbE pokradovat Clinical Study is planned to be conducted
dokud u nich nedojde k progresi onemocnEnf nebo from February 2012" Clinical Study Subjects
nepiijatelnd toxicitd. dokud neodvolajf svfij will continue to receive study treatment until
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4)

s)

souhlas s ridastf nebo dokud nedoide k zastaveni
vVvoie lddiva.

UkaZe-li se v prribdhu klinickdho hodnoceni, 2e
nebude moLne jej ukondit vdas v piedpoklidandm
terminu, zkou5ejici je tuto skutednost povinen
neprodlenE ozn6mit PPD.

Zdravotnicke zaiizeni timto bere na v6domi. Ze
MUGA vydetieni a scintigrafie skeletu potiebnd
k irldndmu provedeni klinickdho hodnocenf budou
zaji5tEna ve Fakultni nemocnici Brno na zirkladl
separ6tnf smlouvy mezi spolednostf PPD a
Fakultnf nemocnici Brno.

disease progression, development of
unacceptable toxicity" withdrawal of consent,
or Sponsor discontinuation of Study Drug
development

4) Il 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.

ry.
Zirkladni podminky pro providdni klinick6ho

hodnoceni

l) ZkouSejici provede klinickd hodnoceni pfi
dodrZenf platnych pr6vnich piedpisti, a to
zejmena zdkona (,. 37812007 Sb." o lddivech. ve
zndni pozddj5ich piedpisti, zfikona d,. 2011966
Sb., o pedi o zdravi lidu, ve znEni pozddj5ich
piedpisri, vyhl65ky (,. 22612008 Sb., kterou se
stanovi spr6r,n6 klinickS praxe a bliZ5i podminky
klinickdho hodnoceni lddiv. ve zn1ni pozddj5fch
piedpisti, v souladu s poskytnutymi informacemi
a ve shodd se z6kladnimi podminkami a
z|sadami stanovenfmi:

a) v protokolu klinick6ho hodnoceni dis. E7030-
G000-205 vydandm zadavatelem a nazvandm
..An Open-Label, Multicenter Phase 1b/2
Study of E7080 Alone, and in Combination
with Everolimus in Subjects with
Unresectable Advanced or Metastatic
Renal Cell Carcinoma Following One
Prior VEGF-Targeted Treatment". ktery je
piflohou d. 8 tdto smlouvy. Piipadnd zmdny
protokolu lze provdst j"n s pisemnym
souhlasem zadavatele a v5ech smluvnfch
stran, na zikladd ohl6Senf St6tnfmu itstavu
pro kontrolu l6div a souhlasndho stanoviska
etickd komise, ledaLe je to nezbytn6
k odvr6ceni akutniho nebezpedi hrozicfho
subjektu hodnoceni. Zkouiejici se zavazuje
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IV.
Basic conditions for conducting the

Clinical Study

l) While conducting the Clinical Study, the
Investigator shall comply with all valid legal
regulations, in parlicular Act no. 37812007
Coll. on Pharmaceuticals, as amended, Act
no. 2011966 Coll. on Public Health Care, as
amended. Decree no. 22612008 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:

a) the Protocol of the Clinical Study no.
E7030-G000-205 issued by the sponsor
and titled ,.An Open-Label, Multicenter
Phase 1b/2 Study of E7080 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. 8
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 Studv Subiects. The
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na dttkaz svdho souhlasu postupovat podle
protokolu piedat PPD podepsanou stranu
protokolu nazvanou ..lnvestigator's Signature
Page (page ii of ii)".

b) v instrukci zadavatele nazvan6, Investigatol b)
brochure obsahujicf ve5kerd v soudasnd dob6
zn|me informace o lddivu a jeho
vlastnostech. Tento dokument pied6
zadavatel ie5itelskdmu centru a bude piipojen
k dokumentaci o provedeni klinickdho
hodnoceni: a

c) v povolenf vydandm k provedeni klinick6ho
hodnocenf Stritnim irstavem pro kontrolu
lddiv v pifpadech, kdy klinickd hodnoceni
vyZaduje takovdto povoleni, jakol i
souhlasnem stanovisku etickych komisi ve
smyslu dl. Il. smlouvy.

Klinicke hodnoceni bude provedeno ve shodd s
etickymi normami Ceske lekaiskd komory,
spr6vnou klinickou praxf, podmfnkami
vychSzejicimi z Helsinskd deklarace Svdtovd
asociace ldkairi, jakol i smdrnicf o Spr6vnd
klinicke praxi (Guideline for Good Clinical
Practice) stanovenou mezindrodni konferenci pro
harmonizaci technickych poZadavkfi pro
registraci hum6nnich lddivj,ch pifpravkri
(lnternational Conference for Harmonization of
Technical Requirements for the Registration of
Pharmaceuticals for Human Use), (d6le jen ICH
GCP Guidelines) popf. dal5imi piislu5nl'mi
obecnd zav azny mi dokumenty.

Dokumenty uvedend v odst. I pfsm. a) a b) jsou
dfrvErn6 a informace o jejich obsahu mohou byt
posky'tnuty jen pracovnfkrim ie5itelskdho centra
povEienym di jmenovanyim podle dl. III. odst. I
tdto smlouvy a org6nrim a institucim uvedenym v
dl.  vt .

4) ZkouSejfcf se d6le zavazuje piedat PPD i6dnd
vyplndny a podepsany formukii FDA 1572, je-li
tento zadavatelem poZadovdn.

5) Lddivo bude dod6no do nemocnidni l6krlrny 5)
zdrav otn i ck eho zai izeni. Zdr av otnicke zai izeni s e
zavazuje, 2e zajisti, aby hodnoceny lddivl,
piipravek byl uloZen v ldkrirnd odddlenE od
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Investigator agrees. as an evidence of his
consent to follow the Protocol. to deliver
to PPD the signed page of the Protocol
titled "lnvestigator's Signature Page (page
ii  of i i )".

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. II. of the agreement.

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 "lCH GCP
Guidelines") and other generally accepted
applicable documents.

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. III. par. I of this agreement
and to Medical Facility specified in art. Vl.

The Investigator agrees further, to deliver to
PPD a duly completed and signed form FDA
1572. i f  Sponsor requires so.

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

c )

L )2)

) )3)

4)
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ostatnfch lddiv, a aby piipravaluprava, kontrola,
uchov6viinf a vydinini lddiva (ddle j"n
..nakl6d6ni s l6iivem") probfhaly v souladu s
Protokolem, platnymi pr6vnimi piedpisy a se
spr6vnou ldk6renskou praxf a rovndZ dle
podminek stanovenych v pokynu LEK-12
vydandm St6tnim fstavem pro kontrolu lddiv.
Zkouiejici se zavazuje, Ze bude ledivo odebirat z
ldk6rny zdravotnickdho zaiizeni v souladu
s Protokolem.

V.
Vfb6r subjektri hodnoceni pro klinick6 hodnoceni

a informovany souhlas

1) Nrlbor subjektfi hodnoceni do klinick6ho
hodnoceni je kompetitivni. Zkou5ejici vynaloZf
ve5kerd irsilf kzaiazeni maximdlniho podtu
subj ektfi hodnocen i bdhem zai azov aciho odbobi.

2) Zaiazenf subjektri hodnocenf do klinickdho
hodnoceni bude moZnd:

a) jen s pisemnym informovanym souhlasem
podle $ 5l odst. 2 pism. h) zitk. t , .37812007
Sb., ve zndni pozddjifch piedpisfr, a $ 8
vyhl65ky (. 22612008 Sb.. vdetnd piilohy. ve
znlni pozdEjSich piedpisli, a po i6dndm
pouieni. popi.

b) r,souladu s poZadavky stanovenymi v $ 52
zitk. (,. 37812007 Sb., ve zndnl pozddj5fch
piedpisti.

3) Zdravotnickd zaiizeni a zkou5ejici budou
zodpovddni za ziskani podpisu informovandho
souhlasu subjektem hodnocenf nebo jfm
povdienou osobou. piidemZ formul6i
informovandho souhlasu bude piedem schv6len
zadavatelem a etickVmi komisemi.

r)

4) Pokud zkou5ejici v prfibdhu klinickdho 4)
hodnoceni zjisti, Le subjekt hodnoceni zaiazenT'
do klinickdho hodnoceni nevyhovuje jeho

kritdriim. v souladu s protokolem subjekt
hodnocenf z klinickdho hodnoceni vyiadi a
okamZitd o tom vsouladu sprotokolem
informuje PPD resp. po dohodd s PPD. v piipadd
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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

Enrolment of Study Subjects into the Clinical
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
Cl inical  Study only:

with informed written consent pursuant to {
5l par. 2 (h) of Act no. 37812007 Coll.. as
amended, and $ 8 Decree no.22612008 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. 37812007 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.

If 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

2)

a)

b)

3)
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vyjimky, postupuje v souladu s touto dohodou a
vViimkou.

5) Zkou5ejici, zdravotnickd zaiizeni i PPD jsou
povinni v prfibdhu klinickdho hodnocenf i po
jeho ukondenf db6t piislu5nych pr6vnich
piedpisfi o ochranE osobnich fidajfi a informacf o
osobnfch pomdrech subjektri hodnoceni
zaiazeny ch do kl inickdho hodnoceni.

VI.
Sledovdni (monitorovAni) a kontrola prribEhu

klinick6ho hodnoceni

PrtbEh a prov6dEni klinickdho hodnocenf budou
kontrolov6ny a sledov6ny ve smyslu pr6vnich
piedpisfi a doporudeni uvedenych zejmdna v dl.
IV. odst.1 tdto smlouvy pov6ienymi pracovniky
PPD, kterym zdravotnicke zaiizeni i zkou5ejici
umoZni pifstup ke viem informacim ziskanym v
r6mci klinickdho hodnoceni i k vysledkrim
laboratornich testti, vy5etieni a jinych zLznamfs o
subjektech hodnocenf zaiazenych do klinickdho
hodnoceni.

PrfibEh klinick6ho hodnocenf a jeho v;isledky
mohou byt kontrolov6ny takd auditory PPD di
zadavatele; tim nenf dotdeno pr6vo kontroly
piislu5nych stStnich org6nri CR a zahranidnich
kontrolnich fiadt. Zdravotnicke zaiizeni a
zkouiejicf se zavazujf poskytnout zmfndnym
auditorfim ve5ker6 klinickrl data zapsan6 do CRF
(case report form) jakoZ i dal5f relevantni
informace. vdetnd generovanych jako vysledky
provSddndho klinickdho hodnoceni.

r)

3) ObdrZi-li zdravotnicke zaiizeni nebo zkouiejici 3)
oznfmeni o tom. Ze misto provilddni klinickdho
hodnoceni bude piedmdtem Setieni di auditu
jakdhokoli st6tniho di kontrolniho org6nu,
uvddomf o tom neprodlend PPD. JestliZe ndkterd
ze smluvnfch stran neobdrZf takovd ozn6meni o
Setieni di auditu piedem. uvddomf PPD pii prvni
vhodnd oifleZitosti.

exception. after agreement with PPD leave the
Study Subject in the Clinical Study in
accordance with this aqreement 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 Studv

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 al l  results of laboratory tests.  examinat ions
and other records about the Study Subjects
included in the Clinical Studv.

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. ln 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

s)

1 )

? \? \
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4)

5 \

KaLdi ze subjektfr klinickdho hodnoceni musi
b1't pouden podle dl. V. odst. 2 teto smlouvy a
informov5n takd o tom" Ze irdaje zfskand o n6m v
prfibEhu klinickdho hodnoceni mohou by't pro
irdely kontroly pouZity a piedloZeny takd
piislu5nym kontrolnf m org6nrim.

V piipad6. Ze bude zadavatel. jeho zmocn6nci
nebo pobodky piedmdtem auditu nebo
vyietiov6nf stiitnfmi org6ny, vdetnd pifpadfi
zaloLenych na antikorupdfch z6konech a
piedpisech, zdravotnicke zaiizeni a zkou5ejici se
zavazuji plnd spolupracovat a zajistit spolupr6ci
na takovdm auditu a vy5etiov6ni vdetnd
poskyov6ni jaklichkoliv informaci a zAznam(t,
kterd jsou timto auditem poZadov6ny.

Zdravotnicke zaiizeni a zkou5ejfcf berou na
vddomf a souhlasi, Ze antikorupdni zrlkon. kterym
se ifdi zadavatel zakazuje platby nebo nabizeni
jakdkoliv hodnoty zamdstnanci st6tni spriny za
irdelem: piemlouv6ni nebo ovlivfiov6ni stetnfho
iizeni nebo roznhodnutf likajici se zadavatele za
fdelem pomoci zadavateli ziskat nebo si udrZet
zaklzku, slouZit jako ovlivnitel schvrileni, plateb.
zajiStdni nebo koupd jakdhokoliv produktu
zadavatele (vdetnE lediva); ovlivfiovat vysledky
jakdhokoliv klinickdho hodnoceni (vdetn6 tohoto
klinickdho hodnoceni); nebo jakkoliv jinak

nespr6vnd piispivat podnikatelskd dinnnosti
zadavatele. Zdravotnicke zaiizeni a zkouiejicf
souhlasf, L.e se zdrLi jakdkoliv dinnosti,
v souvislosti s touto smlouvou nebo klinickym
hodnocenim, kter6 by byla v rozporu s tfmto
z6konem.

7) Zdravotnicke zaiizeni a zkouiejicf berou na
vddomi a souhlasi. Ze vyrovn6nf poskltnutd
podle tdto smlouvy piedstavuje bdZnou trZni
hodnotu za providdnf klinickdho hodnocenf a
L6dni (,fst uvedenych plateb by nemdla bit
poskytnuta nebo sdilena, piimo nebo nepiimo.
Lildnym st6tnim fiednikem nebo politickym
dinitelem (vdetnd pifdadfr" kdy je jim zkou5ejici

E7030-G000-205-Site CTA-Fakultni nemocnice u sv. Anny v Brnd-Pl Katolick6
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opportunrty.

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 affil iates,
including PPD ever become the subject of an
audit or investigation by a governmental
authority" including under any applicable
anti-corruption lau's 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-
coruption laws to which Sponsor is subject
that prohibit the payment or offering of
any'thing 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 Stud.v 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 part), official (including as

6l
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8)

1 )

nebo spoluzkou5ejici) za Lildnym irdelem, ktery
je pops6n jako zakizany.

Zadavatel nebo PPD je povinen informovat
zdravotnicke zaiizeni (irsek ICRC) o datech
plilnovanych iniciadnich a monitorovacich
niivitdv. Tuto informaci je zadavatel nebo PPD
povinen zdravotnickdmu zaiizeni posky'tnout
alespoi tii (3) dny pied pl6novanou n6v5tdvou.
Zadavatel a PPD souhlasi" Ze se tdchto n6vStEv
bude v piipadd potieby irdastnit kromd
zkou5ejfciho i dal5f povdieny pracovnfk

zdravotnick eho zai izeni.

VII.
Potieby a lybaveni pro klinick6 hodnoceni

Zkou5ejici a zdravotnickd zaiizenf budou
pouZivat l6divo a placebo, srovn6vacf lddivo,
piidavnd l6divo nebo jakykoliv produkt
poskytnuty v souvislosti s klinickym hodnocenim
(spoledne s lddivem ,,potieby pro klinick6
hodnoceni"), pouze pro ridely i:ldndho
vykon6v6ni klinick6ho hodnoceni a vLdy budou
skladovat v5echny potieby pro klinickd
hodnoceni v zamdend, zabezpe(,end oblasti
v souladu s pokyny zadavatele a/nebo protokolu.
Po dokondeni nebo ukondeni klinickeho
hodnoceni ve zdravotnickdm zaiizenl zpiistupni
zdravotnicke zaiizeni a/nebo zkouSejicf ihned
zadavateli, PPD nebo je.iich zmocn6nc&m.
veskere potieby a vybavenf pro klinickd
hodnoceni (ak je definov6no niLe). du3evni
vlastnictvf (ak je definovdno niZe), materirlly a
kopie dfrvdrnl'ch informaci. Zdravotnickd
zaYizeni mfiZe uchovat po dobu maximrilnd l0 let
jednu archivadni kopii dfivdrnych informaci
pouze pro irdely urdeni rozsahu svych povinnosti
v souladu s touto smlouvou a k rozsahu
povolendm piislu5nymi zitkony a pr6vnimi
piedpisy.

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 Investisator.

VII.
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 l0 (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 resulations.

Z) Zadavatel nebo ppD mfiZe poskytnout, nebo 2) Sponsor or PPD may provide. or arange for a

zaiidit poskytnutf urditdho vybaveni vendor to provide, certain equipment

dodavatelem (,.rybaveni") nebo propriet6mt l"tquipment") 
or licensed proprietary

licencovand duievnf vlastnictvi (..duSevni intellectual property ("Intellectual

vlastnictvf,') pro pouZiti Zdravotnickym Property") for use by the Medical Facility

zaiizenim v nrfrb6hu klinickdho hodnoceni. during the Clinical Study. The Equipment
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Vybaveni mriZe zahrnovat poditade, pifstroje
nebo laboratornf vybavenf. Du5evni vlastnictvf
mfiLe zahmovat poditadovy software, pifrudky,
rozsah hodnot nebo dal5f n6stroje. Vybavenf a
du5evni vlastnictvi se nestanou majetkem
zdravotnick6ho zaiizeni a zdravotnicke zaiizeni a
zkou5ejicf mohou vybaveni a du5evni vlastnictvi
pouZfvat pouze pro [rdely klinickdho hodnoceni.

3) Zdravotnicke zaiizeni bude jednat v souladu
s poskytnutymi instukcemi pro provoz a ridrZbu
a budou skladovat vybavenf za podmfnek, kter6
jsou vhodnd k povaze vybavenf a minimalizuji
riziko ztr|ty nebo poSkozenf. Zdravotnickd
zaiizeni bude pouZfvat du5evni vlastnictvi pouze
pro fidely urdend zadavatelem a udinf
odpovidajfci opatieni k ochran6 du5evnfho
vlastnictni pied neopr6vndnym pouZitim nebo
kopirov5nfm . Zdravotnicke zaiizeni souhlasi bez.
vyhrad (i) zpiistupnit pro vybavenf a lduievni
vlastnictvi v neporuSendm stavu po ukondeni
klinickdho hodnoceni nebo na Z6dost PPD, podle
toho, co nastane diive; a (ii) nekopirovat,
stahovat. reprodukovat, prov6ddt odvozend
dinnosti nebo jinak pouZivat v nEm obsaZend
vlastnictvf s vy-ifmkou piipadfi zde uvedenych.
Zdravotnicke zaiizeni poskytne pfi piedrinf
jakdhokoliv vybaveni a duSevnfho vlastnictvf
potvrzeni, Ze toto vybavenf a du5evnf vlastnictvf
nebyly pouZity pro Lfidny vyzkum. klinickd
hodnocenf nebo j iny r idelneZ je zde povolen.

4) VeSkerd opravy a servis zaptfi(,enych pifstrojfr.
jejich bdZnou udrZbu a potiebnd nrihradni dily,
jakoL i ve5kerd piedepsand kontroly, prohlfdky a
revize piistrojfi hradf zadavatel. Pfi pied6nf
piistrojfr zdravotnickdmu zaiizeni musf bit
piftomen pracovnik Odd6leni piistrojovd
techniky nebo Useku informatiky (podle typu
piistroje) zdravotnickdho zaiizenL se kterym
bude seps6n piediivaci protokol a kterdmu budou
ze strany zadavatele pied6ny ve5kerd souvisejici
dokumenty (napi. certifik6t CE a n6vod k
obsluze).

may include computers, machines or
laboratory equipment. The lntellectual
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
Cl inical  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 pulpose
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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L )

l )

Jini ustanoveni

PPD poskytne zdravotnick6mu zaiizeni a
zkouiejfcfmu veikery materi6l (vdetnd lddiva a
vybavenf) vymezeny protokolem klinickdho
hodnoceni, ktery je nezbytny k provrld6ni
klinickdho hodnoceni tak, aby mohla byt
dodrLena doba trvini klinickdho hodnocenf
piedpokl6dan6 v dl. III. tdto smlouvv.

Spolednosti PPD poskynutd lddivo i ostatni
materi6l, jejichL specifikace je uvedena v
protokolu o klinickdm hodnoceni (dl. IV. odst' I
pism. a) teto smlouvy) pouZije zdravotnickd
zaiizeni a zkou5ejici pouze pro provrlddni
klinickdho hodnoceni. V5echny hodnotici
materiilly. kterd nebudou pouZity v r6mci
kl inickdho hodnoceni. v r 6ti zdr av otnickd zai izeni
a zkou5ejici PPD.

Zkouiejfci a zdravotnicke zaiizeni se zavazuii
uschovat veskerou dokumentaci o provedenf
klinickdho hodnoceni i dokumentaci vztahujici se
k subjektfim hodnoceni po dobu 5 let od data
ukondeni klinickdho hodnocenf. Pro pr'ipad' Ze
prvotni 0daje budou dostupnd pouze
v elektronick6 podob6, zavazuie se zkouiejici pro
irdel-v jejich ovdieni poifdit vltisky tdch dat, kter6
se tykaji subjektfi hodnoceni a jsou vyznamnit
pro klinick6 hodnocenf . Tyto vytisky budou
opatieny datem a podpisem zkouSejiciho a iiidnd
uchov6ny.

Zdravotnicke zaiizeni a zkouiejici se zavazuii.2e
pokud pouZiji k provedeni analyzy pro fdely
klinickdho hodnoceni jakoukoliv externi
laboratoi. zaitsti. aby tato laboratoi byla
zpfisobil6 k provedeni takov6 pr6ce podle z6sad
sprdvnd laboratorni a klinickd praxe. Zpfisobilost
externf laboratoie se prokazuje piisluinym
certifik6tem uddlenym laboratoii k provriddni
takovlchto analyz. D6le zdravotnickd zaiizeni a
zkou5ejici zajisti, aby byla externf laboratoi
vhzana toutdZ dohodou o drivdrnosti iako smluvni
strany.

Other provisions

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. IIL 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. I (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

extemal 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 appl ies to the Part ies.

5) Zkou$ej ici a zdravotnickd zaiizeni se zavazuji. Le 5) The Investigator and the Medical Facility

nebudou poulivat nazvu ani vyrobkfi PPD di agree not to use the name or products of PPD

zadavalela souvisejicfch s prov6ddnim tohoto or sponsor connected with the Clinical Study
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6)

klinickdho hodnocenf za irdelem jakdkoli
propagace di reklamy bez jejich piedchoziho
souhlasu.

PPD se zavazuje neuv6ddt veiejnE jmdno
z k o u i e j f c i h o v s o u v i s l o s t i  s p r o v 6 d E n i m
klinickdho hodnocenf nad r6mec stanoveni v
dl6nku X. odst. 4 t6to smlouvy.

Ix.
NeZridouci piihody v prrib6hu klinick6ho

hodnoceni

Zkouiejici je povinen do 24 hodin od jejiho

zji5t6nf sddlit PPD (,i zadavateli v souladu s
protokolem jakoukoliv z|vaLnou neZ6doucf
pifhodu a z6rovei ji oznhmrt St6tnimu f stavu pro

kontrolu lddiv a piislu5nd etickd komisi, kter6
protokol schvrlli la do 7 pracovnich dnfi od
zjiStdni dand piihody bud' telefonicky nebo
faxem. Stejnrl povinnost plati pro jakoukoliv

pifhodu. kterri ohroZuje bezpednost subjektu
hodnoceni nebo provedeni klinickdho hodnoceni.

PiisluSnd informace budou zohledndny na

formul6ii na hl65eni neZ6doucfch irdinkri
poskynutdho zadavatelem a ktery je zilrovei
soud6sti studijni dokumentace. Formul6i musf
byt neprodlenE vypln6n a zaslin spolednosti PPD
f-axem na dislo +441 223 374 102, kter6 provede

oznitmen{ zadavateli ihned po obdrZeni dandho
faxu.

V pifpadd, Le je subjekt hodnoceni piijat se

z6vaLnou neZ6douci piihodou nebo se u n6j
projevi nei.adouci pifhoda v souvislosti
s protokolem nebo l6divem, zhodnoti zadavatel
ve spolupr6ci se zdravotnickym zaiizenim a
zkou5ejicfm souvislost s l6divem a protokolem.
Zadavatel.jednajici piimdiend a po konzultaci se
zdravotnickym zai izenim a zkou5ej icim provede
posouzeni a poskytne kompenzaci dle standardfi
lok6lnich z6konti. pravidel a piedpisti.

NeZridoucf a zavaLne neZ6douci piihody jakoZ i

zavaLne neZ6douci irdinky a neodek6vand
zivaLne neZ6douci irdinky jsou definov6ny v $ 3
odst. 4-6 zitkona (. 37812007 Sb., ve zndni
pozddjiich piedpisri. a podldhaji zaznamenini a
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for purposes of promotion or advertising
without their prior consent.

6) 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.

IX.
Adverse events in the course of the Clinical

Study

l) 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
occuffence 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 Stud-v.

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 +441223 374102, who
will notif'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 lnvestigator 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 tetms 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 S 3 provision 4-6 of Act no.
37812007 Coll.. as amended. and are to be

r)

2)

3 )

2)
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hl65enf zkouiejicfm dle tohoto zirkona jakoZ i
v souladu s ICH GCP Guidelines.

x.
PojiStEni a odSkodnEni

1) Zadavatel prohlaSuje, Ze v souladu s $ 52 zitkona
t,. 37812007 Sb., z6kon o l6divech. v platndm
znEni uzaviel poji5tdnf odpovddnosti za Skodu za
zkou5ejiciho i za zadavatele, a to na celou dobu
prov6ddnf klinickdho hodnocenf. Toto poji5tdni
zahrnuje rovndZ kompenzaci v pifpadd irmrtf
nebo poSkozenf zdravi subjektfi klinick6ho
hodnocenf v drisledku prov6dEni tohoto
klinickdho hodnoceni. Kopie potvrzeni o
poji5tdnf subjektri hodnocenf tvoii piilohu d. 5
t6to smlouvy.

2) Poji5tdnf v odst. 1) se nevztahuje na piipady, kdy
do5lo k zaiazeni subjektu hodnoceni do
klinick6ho hodnocenf bez ziskhni
informovan6ho souhlasu di k poikozeni subjektu
hodnoceni na zitkladE nedbalosti zkou5ejfciho
di jindho dlena ieSitelskdho centra. poru5enfm
protokolu di instrukci piedanych ieiitelsk6mu
centru PPD di zadavatelem.

3) Zkouiejici a zdravotnickd zaiizeni se zavazuii
pfsemnd informovat PPD a zadavatele o
jakdmkoli piipadu reklamace vad l6div a dalSich
vlirobkri pouZitych pii klinickdm hodnocenf'
kterd poskytnul zadavatel di PPD.

4) Smluvni strany se zavazuii plrr6 spolupracovat pii
ieseni  p i ipadfr  uvedenych odst .1 ,2.3 a4.

5) Zdravotnicke zaiizenf prohla5uje. Le mh dle $ 39
odst. 3 zirkona (,. 2011966 Sb., o pedi o zdravi
lidu uzavienu pojistnou smlouvu na poji5tEni
odpovddnosti za Skodu zpfisobenou pii
poskytov6ni zdravotni pede. Tato pojistn5
smlouva je uzaviena v z5konem poZadovandm
rozsahu a neobsahuje poji5tEni odpovddnosti za
Skodu zprisobenou pfi provriddnf klinickdho
hodnoceni. Dle $ 39 odst. 3 zakona t' 2011966
Sb. musi by't poji3tdni uzavieno po celou dobu,
po kterou zdravotnicke zaiizenl poskyuje
zdravotnf p6di.

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

Insurance and indemnification

The Sponsor declares that, in accordance with
par. 52 of Act No. 37812007 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 lnvestigator 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. l. 2.

3 and 4.

5) The Medical Facility declares that it has

insurance coverage in accordance with $ 39
par. 3 of Act no. 2011966 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. 2011966 Coll.. this insurance
coverage must be valid for the entire length
of the Medical  Faci l i ty 's provision of

medical care.

r)

3)

4)
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XI.
Ochrana drivErnYch informaci

1) Veskerd informace poskytnut6 zkouiejicimu a l)

zdravotnickemu zaiizeni pro potieby provildEni
ktinickdho hodnocenf a data, informace, nebo
vysledky vyplyvajicf z tohoto hodnoceni budou
povaLovdny za drivdrnd a mohou by't poskytnuty
jen t6m osob6m. jenZ tyo informace potiebujf za
fidelem provrid6ni klinick6ho hodnoceni.
DfivErn6 informace zftstanou dfivdrnymi do td
doby neZ budou zveiejn€ny jinfm zpfisobem neZ
skrze zdravotnickd zaiizenL zkou5ejfcfho nebo
jinou osobu podflejfci se na klinick6m hodnoceni.

2) Jak6koliv osobnf fdaje ziskand od subjekri

hodnoceni nebo jind osoby podilejicf se na

klinickdm hodnoceni budou podl6hat pr6vnim

regulacim o ochran6 osobnich irdajfi a pokud

klinicke hodnoceni prob(h6 v r6mci Evropsk6

Unie. zadavatel bude spr6vcem ridajfi'

3) PPD potvrzuje. Ze ono ani zadavatel nezpiistupnf

identitu subjektfr hodnoceni tietim stran6m bez

piedchozfho pfsemndho souhlasu subjektu

hodnoceni s vyjimkou (a) pifpadri povolenych

z6konem o ochrand osobnich ridajfi, nebo (b)

v souvislosti s n6rokem nebo iizenfm vyvolanl'm

subjektem hodnocenf s souvislosti s ktinickym

hodnocenim, nebo (c) pokud je toto povoleno

pfedchozim pfsemnym souhlasem subjektu

hodnoceni

4) Zdravotnicke zaYizeni a zkou3ejici v piislu5nych

piipadech ziskajf pfsemny souhlas subjektu

hodnoceni ke zpracoviini, zpiistupnEni a pievodu

osobnich fdajri z mista klinick6ho hodnocenf do
jinych mist vdetnd oblasti mimo Evropsky

hospod6isky prostor (,.EHP")' z nichi' n6kterri

nemusi mit stejn6 pravidla pro ochranu osobnich

fdajri. PPD potvrzuje, 2e zadavatel uvedl. Ze

udini viechny potiebnd kroky aby zajistil, Ze

osobni irdaje jsou chr6nEne a uchovand podle

pifsluSnych z6kont.
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XI.
Protection of confidential information

All information provided to the Investigator

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

puryose 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 identit,v of Subjects to third

parties without prior r'l'ritten consent of the

Subject, except (a) as permitted by data

protection laws and regulations. or (b) itl

relation to a claim or proceeding brought by a

Subject in connection with the Study. or (c) 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 appl icable law.

2)

3 )

4)
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xII.
Vlastnictvf rysledkfi klinick6ho hodnoceni, jeho

ochrana a Publikovini rYstedkfi

l) Veikerd dokumenty' protokol, irdaje. souhrn l)

vddomosti, metody, provoz, vzorce, dfivdrnd

informace a materi6l poskytnuty zdravotnick6mu

zaiizeni a/nebo zkouiejicimu dle t6to smlouvy
jsou a z&stivaif vlastnictvim zadavalele.

Zdravotnicke zaiizeni a zkou5ejici souhlasi s tim,

i.e CRF, konedn6 zprAva, a ve5kerd dal5i

vysledky klinickdho hodnoceni, pokud ndjakd

budou, spolu s patenty, Z6dostmi o patenty a

jakdkoliv jin6 podobne formy ochrany, pri*a

databhze, registrovan6 a neregistrovan6 prixa

designu. autorsk6 prixa a nepatentovan| ptbva

technickdho. di duSevniho vlastnictvi a dalSf

informace, kterd nejsou veiejnym majetkem,

kterd mohou existovat jinde ve svdtd (..duSevni

vlastnictvi") existujici, nebo s moZnosti existence

nebo jakkoliv jinak chr6nicf vy5e uvedend' jsou

teL vlastnictvim zadavalele. Zdravotnickd

zaiizenf je zodpovedne za to, 2e kaLdy" kdo se

bude podflet na prov6ddnf klinickdho hodnocenf

postoupil zadavateli, majice pr6vni zivazek

piiznat a postoupit zadavateli ve5kerrl prhva

duSevnfto vlastictvi.

2) Publikace, prezentace nebo vyuZiti (..publikace") 2)

metod. jakychkoliv v6deckych nebo jinych 0dajri
spojenych s nebo poiizenych v r6mci klinickdho
hodnocenf neni povoleno do ukondnf cel6ho
multicentrick6ho klinickdho hodnoceni; potd je

moZnost publikace podrnindna pisemnym
souhlasem zadavatele.

ownership, oto,""afJJ, and publication of
Clinical StudY results

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 tlre 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

("lntellectual 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.

XIII.
Trestni bezfhonnost

l) Zdravotnicke zaiizeni a zkou5ejfci timto potvrzuji.

Le jim nebyla odebr6na pravomoc di kvalifikace

nutn6 k prov6d6ni klinicklich hodnocenf a dle

jejich vddomi je toteL platnd pro ostatni

pracovniky podilejici-se na prov6ddnf klinickdho

hodnocenf. Zdravotnicke zaiizeni a zkouSejici

budou neprodlenE informovat PPD v piipadE. Le

se dozvf o odebr6nf pravomoce di kvalifikace.

hrozby odebr6ni pravomoce. di kvalifikace. nebo

E7O3O-G000-205_site cTA_Fakultni nemocnice u sv. Anny v Brn6-Pl Katolickd
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XIII.
Clean criminal records

1) The Medical Facility and the Investigator

hereby certifSr 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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2)

jedn6ni k tomu vedoucf jakdhokoliv pracovnfka
podilejiciho se na klinickdm hodnocenf.

Zkouiejici prohla5uje a zaruduje. Ze on ani 26dny
z tlenfi ieSitelskdho tymu nikdy nebyl v
souvislosti s prov6ddnim klinickdho hodnoceni
obvindn, vy5etiov6n ani odsouzen na z6klad6 $
306 odst a) nebo b) Generic Drug Enforcement
Actzroku 1992.

- XIV.
Re5eni sporri a smirii Yizeni

Smluvnf strany se dohodly, Le prixni vztahy a
pom6ry vznikld z teto smlouvy se iidi platnymi
zilkony a piedpisy Ceskd republiky.

Smluvnf strany se zavazuji pfi provild6ni
klinickdho hodnoceni si vz6jemn6 pom6hat a
pifpadnd spory a rozdflnost nflzortt na postup a
zpfisob praci ie5it smirnym jedn6nim obvyklym u
smluvnich stran.

Smluvni strany berou na v6domi a souhlasi, Ze k
projedn6nf a rozhodov6ni piipadnlfch sporri.
kterd nebudou vyie5eny smirem podle odst. 2"
jsou piislu5nd soudni orgdny Ceske republiky.

l )

XV.
Finandni ryrovninf

Zdravotnicke zaiizeni bere na vddomf a souhlasi
s tim. Le platby za subjekty hodnocenf v tomto
klinickdm hodnoceni jsou piebir6ny spolednostf
PPD od zadavatele. a tudiL Ze spolednost PPD
nebude povinnd prov6ddt platby zdravotnickdmu
zaiizeni diive. neL tyto platbl, za subjekty
hodnocenf budou od zadavatele obdrZenl'. PPD
udinf v5echna dostupn6 opatienf. ab5, zajistila, L.e
t1.to platb,v budou obdrZeny od zadavatele vdas

Zdravotnicke zaiizeni je plnd zodpovddne za
platby tietim stran6m. za kryti ve5kerych
vlastnich n6kladri spojenl,ch s prov6ddnim
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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.

2) The Investigator declares that neither he nor
any member of the study team has ever, in
connection with the conduct of a Clinical
Stud1," been accused. investigated or
convicted on the basis of $ 306 (a) or (b) of
the Generic Drug Enforcement Act of 1992.

xry.
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
regufations 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 .lurisdiction 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 tli ird parties and paying its own
expenses connected with the clinical study,

r)

z)2)

3)3 )

l )l )

2)i . )
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klinickdho hodnoceni, vdetnE n6kladri na lddeni v
piipadd poikozeni zdravi subjektu hodnoceni v
souvislosti s jeho ridasti na klinickdm hodnoceni.
s vyjimkou n6kladri uhrazenych na ziiklad6 tdto
smlouvy nebo jejiho pfsemndho dodatku.

3) Zdravotnicke zafizeni a zkou5ejfci berou na
vddomi, Ze spolednost PPD je povinn6 v souladu
se z6konem o spr6vd dani a poplatkri uvdst
v dafiovdm piiznini mistnd piislu5ndmu
Finandnimu iriadu veikerd platby, kterd budou z
titulu tdto smlouvy vyplaceny.

4) Platby budou prov6dEny dle Piilohy d. 1
smlouvy.

5) Zdravotnicke zaiizenf se zavazuje z obdrZenych
plateb dle piflohy d. I vyplatit odmdny
zkouSejicimu a dlenfim studijnfho t;imu. vdetnd
farmaceuta, dle vnitinich smdrnic
zdravotnickdho zaiizeni. Spolednost PPD se
zavazuje, Le ani PPD ani zadavatel neuzaviou
separ6tnf smlouvu se zkouiejfcfm ani jin;fm
zamdstnancem zdravotnickdho zaiizeni
v souvislosti s provSddnim tohoto klinickdho
hodnoceni.

Doba o,",TIJi, smtoury

Tato smlouva se uzavirt na dobu trv6ni
klinickeho hodnoceni, dle dl6nku III. 3) tdto
smlouvy.

V n6sledujfcich piipadech je kter6koliv ze
smluvnich stran opr6vn6na ukondit tuto smlouvu
pfsemnou vypovEdi" kter6 je irdinn6 po uplynutf
30 dnfr ode dne n6sledujiciho po dorudenf
smluvnim stran6:m:

a) pokud ndkterd smluvni strana neplni ndkterd
z ustanoveni t6to smlouvy;

b) pokud ndkter6 smluvni strana provede se
sv1'mi vEfiteli vyrovn6ni nebo bude-li na jeji

majetek prohLiSen konkurs:

c) pokud ndkterri smluvnf strana pozbude
opr6vndni k pfisobenf v dand oblasti:
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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. I hereto.

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

XVI.
Term of the agreement.

This agreement is concluded for the duration
of the Clinical Study, according to provision
III. 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 an1, party settles with its creditors or
goes into bankruptcy;

c) if any party loses its authorization to
practice in the given field:

3)

4)

s)

l ) r)

2)L )
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d) bude-li riziko pro subjekty hodnoceni
nefmdrnE zvyiSeno;

e) pokud potiebnd opr6vnEni. ohl65eni. povoleni
nebo souhlas nezb5tne k provedeni
klinick6ho hodnoceni jsou revokov5ny,
pozbudou platnosti bez piislu5n6ho
prodlouZeni, klinickd hodnoceni je
pozastaveno, zakazano, nebo neni zahhieno
ve stanovend dobd od vzniku opr6vndni.

f) v piipad6, Ze vhodnd subjekty hodnoceni
nejsou do klinickdho hodnoceni zaiazeny

vdas, takie je ohroZen dohodnuty dasovy

rozvrh.

3) PPD mrl d6le pr6vo ukondit di pieru5it klinickd 3)
hodnoceni a zdroveh ukondit tuto smlouvu
pfsemnou vypovEdi irdinnou po uplynutf 30 dnfi
ode dne nrisledujfciho po dorudeni zkou5ejfcimu
a zdravotn i ckemu zai izeni :

if the risk for Study Subiects increases
disproportionately;

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.

0 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:

d)

e)

a) v pifpad6 ukondeni smluvnfho vztahu mezi

firmou PPD Development LLC nebo PPD

Global Limited nebo jakoukoli j inou

spolednosti ve skupin6 PPD, a zadavatelem -

Eisai Inc./Eisai Ltd. - podle toho. kter6 z

tEchto spolednostf uzaviela smlouvu se

zadavatelem:

b) jestliZe n6bor subjekt& hodnoceni
v iesitelskdm centru nebyl ukonden, av5ak

celkovy podet subjektri hodnoceni
povolenSich pro klinickd hodnoceni byl jiL

naplndn; nebo

c) jestliZe se zkou5ejfcf stane nedfivdryhodn;im
di bude diskvalifikov6n z provedenf

klinick6ho hodnocenf (debarment and

disqualification) a bude zaiazen na tzv.

..dernou listinu" vedenou FDA v souladu

s Generic Drug Enforcement Act z roku

1992.

4) Pokud se na strand zdravotnickdho zai[zeni 4)

vyskynou zivaLne dfrvody. kterd ji objektivnE

neumoZiuji pokradovat v klinickdm hodnoceni,
je povinna o takovd skutednosti okamZitd

E7O3O-G000-205-Site CTA-Fakultni nemocnice u sv. Anny v Brnd-Pl Katolick6
Final_version-approved for signatu re-RP-03Feb1 2

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.lEisai Ltd. - terminates;

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 bv FDA.

If the Medical Facility is faced with senous
reasons that make it objectively impossible
to continue in the conduct of the Clinical

Study, the Medical Facility is required to

a)

b)

c )
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4)

l )

informovat zadavatele a spolednost PPD.
Smluvnf strany se zavazuji vyvinout maximrilni
fsili k tomu. aby dan6 situace byla vyie5ena
dohodou, akceptovatelnou pro vSechny strany.
Pokud k takovd dohodd nedojde do tiiceti (30)
dnfi, je zdravotnicke zaiizeni opr6vn6no smlouvu
pfsemn6 vypovdddt s tiiceti (30) dennf vypovEdni
Ihritou

Smluvnf strany se mohou kdykoliv pfsemnd
dohodnout na ukondenf tdto smlouvlr.

XVII.
Spoleinf a zhvEreLnd ustanoveni

KaLdA ze smluvnich stran uznhv6, Ze jakdkoli
poru5eni prohl6Seni (,i ziruk kdykoli po dobu
platnosti teto smlouvy piedstavuje v kaZddm
pifpad6 poru5eni t6to smlouvy se v5emi dtsledky
zakotvenymi v deskych pr6vnich piedpisech pro
piipad neplnEni zavazk& plynoucich z teto
smlouvy piislu5nou stranou. Poru5enim
prohki5eni di z6ruky se mini, Ze toto prohl65enf
nebo z6ruka neni pravdiv6, irplnrl nebo spr6vn6.

V ostatnfm se iidi prhva a povinnosti smluvnich
stran podle $ 566 a nrlsl. Obchodnfho zilkoniku.

Tato smlouva nabjvri platnosti a ridinnosti dnem
podpisu v5emi smluvnfmi stranami. Tato
smlouva je zavazn| pro smluvni strany. jakoL i
pro jejich pr6vnf n6stupce a odsouhlasen6
postupniky.

Zdravotnicke zaiizeni a zkouiejfci nesmf prina a
povinnosti vyplyvajici z tdto smlouvy postoupit
bez piedchozfho pfsemndho souhlasu PPD.
Spolednost PPD m6 pr6vo postoupit sv6 pr6va a
povinnosti vyplyvajici z t6to smlouvy zadavateli.

1 )

5) Jakekoli vzdini se pr6va di shovivavost kter6koli 5)

smluvni strany v souvislosti s poru5enim

ndkterdho ustanoveni tdto smlouvy neznamen6
vzdinl se pr6va v souvislosti s jakymkoli dal5im
poruSenim teto 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.

XVII.
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 warrantv means that the
representation or warranty is not true.
complete or correct.

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

This agreement is valid and effective upon its

signature by all Parlies. 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
Sponsor.

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.

,)\
L l

1 t

? \

J )

4)4)
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6) Smluvni strany se zavazuji, L'e dodrLi viechna

ustanoveni tdto smlouvy' kterrl trvaji d6le neZ

platnost smlouvy, i po skondenf tohoto

klinickdho hodnoceni.

7) Tato smlouva je vyhotovena ve tiech

stejnopisech, z nichL jeden obdrZi zdravotnickd
zaiizenf,jeden zkou5ejici a jeden PPD.

8) ZmEny a dophiky t6to smlouvy jsou moLne toliko
dohodou. a to pisemnym dodatkem ke smlouvd.

9) V piipadd jakfchkoli rozporri mezi deskou a
anglickou verzi smlouvy m6 piednost deskri
verze.

E7030-G000-205_Site cTA_Fakultni nemocnice u sv. Anny v Brn6-Pl Katolick6

Final-version-approved for signature-RP-03Feb1 2

6) The parties agree that they will observe all the

provisions of this agreement" which last

longer than the term of the agreement, even

aftertermination of the Clinical Study'

This agreement is made in three counterparts,

of which the Medical Facility, the lnvestigator

and PPD shall receive one coPY.

Changes and supplements to this agreement

may be made only by written addenda to this

agreement.

ln the case of any discrepancy between the

Czech and the English versions of the

Agreement, the Czech version shall prevail.

7)

8)

e)
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Na důkaz souhlasu se zněním smlouvy připojují
smluvní strany své podpisy.

In witness of their consent to this
agreement, the Parties have signed below.

PPD: ________________________

Datum / date: _________________

Zdravotnické zařízení / Medical Facility: ________________________
Ing. Petr Koška, MBA

Datum / date: __________________

Zkoušející / Investigator: ________________________
MUDr. Jana Katolická PhD

Datum / date: __________________

Seznam příloh k této smlouvě:

Příloha č. 1: Rozpis plateb
Příloha č. 2: Finanční formulář PAF
Příloha č. 3: kopie výpisu z obchodního rejstříku

PPD a plná moc podpisujícího ze strany
PPD

Příloha č. 4: kopie zřizovací listiny zdravotnického
zařízení

Příloha č. 5: pojistný certifikát
Příloha č. 6: Plná moc zadavatele pro PPD
Příloha č. 7: kopie souhlasných stanovisek Etických

komisí
Příloha č. 8: Protokol klinického hodnocení

(poskytnut separátně, nevázán ke
smlouvě)

List of appendices to this agreement:

Appendix no. 1: Payment Schedule
Appendix no. 2: Payment Authorization Form
Appendix no. 3: copy of extract from the

Commercial Register of PPD
and POA of PPD’s signatory

Appendix no. 4: copy of an Incorporation Deed
of the Medical Facility

Appendix no. 5: insurance certificate
Appendix no. 6: POA from Sponsor to PPD
Appendix no. 7 : copies of concurring opinions

from the Ethics Committees
Appendix no. 8: Protocol (provided separately,

not appended hereto)
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Pifloha i. 1 - Rozpis Plateb i Appendix no. I - Payment Schedule

l) PPD se zavazuie uhradit zdravotnickdmu

zaitzeni za provedenf klinickdho hodnocenf

iristky uvedend v tabulk6ch plateb niLe za

kaLdy sprdvnd, zaiazeny subjekt hodnoceni,
ktery vykonal v5echny n6vStdvy piedepsan6
protokolem.

2) Platby podle odst. l) budou provrlddny
dtvrtletnd na ridet dle vy5e uvedendho
bankovniho spojeni zdravotnickeho zaiizeni
na zfikladd odvedend pr6ce, kter6 je

def inovdna ndsledovnd:

a) Subjekt hodnoceni byl spr6vnE zaiazen
podle vstupnich a vyludujicich kritdrii.

b) V5echny procedury byly provedeny dle
protokolu.

c) Ziskan| data byla fpln6, piesnE, ditelnd a
v anglickdm jazycezapsina do CRF (case
report form), ktery zkouie.iicfmu bude
dodrin PPD pied zahSjenim klinickdho
hodnoceni.

d) Odpovfdajfci d6st CRF byla
zkontrolov6na povEienou osobou PPD a
pied6na k zpracov6ni.

N6klady na centr6lni laboratoie uhradf 3)
zadavatel.

Cristky uvedend v tdto smlouvd jsou d6stky 4)
bez DPH. Je-li tieba vystavit fakturu na DPH,
platba bude provedena teprve potd, kdy PPD
obdrZi takovou platnou fakturu. V piipadech.
kdy se DPH neplati, faktura bude stejnd
vyLadovina pied provedenim platby. Doba
splatnosti fakturje 45 dnf ode dne vystaveni.

l) PPD agrees to pay to the Medical Facility for
the clinical study the amounts listed in the
payment tables below for every correctly
included study subject who completed all
appointments required by the Protocol.

Payments pursuant to par.l) will be made
quarterly to the account specified above in the
bank connection of the Medical Facility on
the basis of work performed, which is defined
as follows:

a) The study subject was correctly included
pursuant to the inclusion and exclusion
criteria.

b) All procedures were performed according
to the Protocol.

c) The acquired data were completely,
legibly and precisely entered in English in
the CRF (case report form). which PPD
shall deliver to the Investigator before the
clinical study begins.

d) The appropriate parl of the CRF was
inspected by an authorized employee of
PPD and delivered for processing.

The Sponsor shall pay expenses for the
central laboratory.

Amounts stated in this agreement are
exclusive of VAT. Where a VAT invoice is
required, payment will only be made once
PPD has received the valid VAT invoice. In
such cases where VAT is not applicable, an
invoice will stil l be required before payment
is made. The invoice due date is 45 days from
the invoice date.

L )

3)

4)
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Tabulka Plateb / Payment Table

FhzeIA3 Randomizaini v6tev: Popis nivSt6v /
Phase IIl 3 Arm Randomisation Design: Visit

Description

Cisky v Ki za kaZdy
subjekt hodnoceni za

n{v5tdvu / Amount per
subject per visit in CZK

Niiv5tdva l: skrfnine / Visit I : screening ) 7  ) 4 0  -

Nilv5tdva 2: baseline/ Visit 2 : baseline t  3 .413. -
N6v5tdva 3 - cvklus l/ V S 3 - cvcle 1 t2.304.-
Niiv5tdva 4 - cvklus 1i V S 4 - cyclel 10 .594 . -
Nilv5tdva 5 - cvklus li V s i t  5  -  cyc le l I  I  . 881 . -
N6v5t6va 6 - cvklus 2/ V S 6 - cvcle2 15 .033 . -
Nilv5tdva 7 - cyklus 2i V S 7 - cycle 2 10.594,-
Nriv5tdva 8 - cvklus 3/ V S 8 - cvcle 3 t5.032.-
N6v5tdva 9 - cvklus 4i V S 9 - cvcle 4 19.375.-
Nriv5tdva 10 - cvklus 5i Visit 0 - cvcle 5 14.t87.-
Nriv5tdva 11 - cvklus 6/ Visit I - cycle 6 14.187.-
N6v5tdva l2 - cvklus 7/ Visit 2 - cycle 7 14.187.-
NiivStdva l3 -  cyklus 8/ Visi t 3 - cvcle 8 19.375.
Niiv5tdva l4 - konec lddbv/ Visit 14 - Off treatment 18.721

CELKEM ZA JEDEN SUBJEKT HODNOCENi
/ TOTAL PER SUBJECT 212.123.-

Platby za n6v5tdvy za ndslednd cykla po cyklu 8 budou hrazeny diistkou stejnoujakoje uvedna v ndv5tdvd 13,
cyklus 8 / Visit fee for cvcles beyond Cycle 8 shall be paid at the same rate as Visit l3 in Cycle 8

F6ze extenze II: Popis ndv5t6v / Extension Phase II:
Visit Description

C6sky v KE za kaZdf
subjekt hodnoceni za

niv5t6vu / Amount per
subject per visit in CZK

Za cyklus X (posledni cyklus + | ) lPer Cycle X (Last
Cvcle + l ) 12.919.-

Konec lddbv / Off-Treatment 18 .721 . -

Popis lySetieni / Procedure Description
C6stky v KEzajedno
ly5etieni / Payments

per procedure in CZK

Vy5etienf modi: (provede se pouze. pokud je potieba provdst
mimo nilv5tdvy stanovend v protokolu a pouze pokud neni
soud6stf standardnf pdde) / Urinalvsis: (only if needed outside
ofprotocol visit and not as per standard ofcare)

4 l  5 , -

Celotdlovd MRI - bude se prov6dEt bud' toto vy5etienf nebo
scitntigrafie skeletu / Whole Bodv MRI - either this
examination or bone scan

19.000.-
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Zivotni funkce: (provede se pouze. pokud je potieba provdst
mimo n6v5t6vy stanovend v protokolu a pouze pokud rrenf
souddstf standardnf pdde) / Vitals:(only if needed outside of
protocol visit and not as per standard ofcare)

538,-

Vyhodnocenf n6doru: CT - bude
vy5etieni nebo / Tumor Assessment:

prov:idEtbud' totoSE

CT 9.506,-

V)'hodnocenf n6doru: MRI( piinev, biicho nebo jind) / Tumor
Assessment: MRI (pelvis, abdomen or other)

19.000,-

E7080 a everolimus PK krevni vzorkv Ponulation PK

33 8.-

(provede se pouze, pokud je potieba provdst mimo n6v5t6vy
stanovend v protokolu a pouze pokud neni soud6sti standardni
pdd,e) I E7080 and everolimus PK blood samples Population
PK (only if needed outside of protocol visit and not as per
standard ofcare)

Nrislednd hodnoceni
assessment

pieZivSfch / Survival follow up
1 . 5 3 8 . -

Dal5f platby / Additional Payments
iastry v Ki /

Payments in CZK
Nefspd5nf skrfnine - maxim6lnd 5 NS (platba za kaZdf NS)/
Screening Failure - up to a maximum of 5 screen failures
(payment per SF)

23.240"-

N 6hrada subj ektfrm h odnocen i - hr azena pro stiedn ictv im
pouk6zek kaZddmu subjektu hodnocenf pii kaZdd n6v5tdvd
stanovand protokolem / Patient Reimbursement - per subject
per visit payable through provision of vouchers to each
subject at every visit as listed in the Protocol

500 -

L6krirenskli poplatek - jednor6zov:i platba propl6cen6 i v
piipad6, Le neni do klinickdho hodnoceni zaiazen Lildny
subjekt hodnoceni" za administrativni sluZby souvisejici se
zahijenim klinickdho hodnoceni / Pharmacv Fees - a one-
time fee payable even when no study subjects are enrolled.
for any administrative services of the pharmacy connected
with Clinical Studl' preparation

3.000.-

L6kiirensk{ poplatek za vydej lddiva - platba zakaLdy vydej
/ Pharamacy dispensing fee - payment per each dispensing

300.-

Ldkrlrenskf poplatek za piijem z6silk)' - platba zakaLdy
piijem zrisilky v l6k:lrnd / Pharmac)' shipment receipt fee -

payment per each receipt of Study Drug shipment by the
pharmacy

800.-
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