SMLOUVA
_ F.Hoffmann-La Roche Ltd.
Cislo protokolu: XXXXXXXXXXXX

TUTO SMLOUVU uzaviraji s t¢innosti od podpisu
posledni smluvni strany (déle jen ,,datum Gc¢innosti™),
smluvn{ strany:

F.Hoffmann-La Roche Ltd., se sidlem na adrese
GRENZACHERSTRASSE 124, CH-4070 BASEL,
SVYCARSKO

(dale jen ,,Zadavatel”)

a

PPD Czech Republic, s.r.o.

se sidlem na adrese Bud&jovické alej, Antala Staska
2027/79, 140 00 Praha 4, Cesk4 republika

(déle jen ,,PPD”), jednajici vlastnim jménem a jako
nezavisly dodavatel jménem Zadavatele

a

Fakultni nemocnice Hradec Kralové,

se sidlem na adrese Sokolska 581, 500 05 Hradec
Kralové, Novy Hradec Kralové, Cesk4 republika
(déle jen ,,Poskytovatel”)

a

XXXXXXXXXXXX
Klinika onkologie a radioterapie, Fakultni nemocnice
Hradec Kralové, Sokolska 581, 500 05 Hradec
Kralové - Novy Hradec Kralové, Cesk4 republika
(déle jen ,,ZkouSejici”)

(ddle oznacovdna jako ,Smlouva”) k provedeni
tohoto klinického hodnoceni:

99 XXX XXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX

XXXXXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX ”,

¢islo protokolu xxxxxxxxxxxx (déle jen ,,Klinické

2

hodnoceni”)

Tato Smlouva byla podepsdna stim, ze MUDr.
Eugen Kubala bude jmenovan Zkousejicim, ktery

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
Datum Ginnosti/Effective date: 2.5./2 May 2011
Ceska republika/Czech Republic

STATEMENT OF AGREEMENT
F.Hoffmann-La Roche Ltd.
Protocol number: XxXXXXXXXXXXX

THIS AGREEMENT, made effective on the date of
the last signature of the parties (“Effective Date”), by
and between:

F.Hoffmann-La Roche Ltd. located at
GRENZACHERSTRASSE 124, CH-4070 BASEL,
SWITZERLAND

(““Sponsor”)

and

PPD Czech Republic, s.r.o.

located at Budejovicka alej, Antala Staska 2027/79,
140 00 Praha 4, Czech Republic

(“PPD”), acting on its behalf and as an independent
contractor on behalf of Sponsor

and

Fakultni nemocnice Hradec Kralove,

located at Sokolska 581, 500 05 Hradec Kralove,
Novy Hradec Kralove, Czech Republic
(“Institution”)

and

XXXXXXXXXXXX
Oncology and radiotherapy clinic of Fakultni
nemocnice Hradec Kralove, Sokolska 581, 500 05
Hradec Kralove, Novy Hradec Kralove, Czech
Republic

(“Investigator™)

(“Agreement”) for the conduct of the following
clinical trial:

XXX XXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX XXXXXXXXXXXX

XXXXXXXXxxxx”’, protocol number XXXxXXXXXXXXX
(“Trial”)

The Agreement has been signed with the
understanding that MUDr. Eugen Kubala shall be
appointed as the Investigator being personally
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bude za Poskytovatele osobné¢ odpovédny za
provadéni niZze popsaného Klinického hodnoceni.
Pokud ZkouSejici nemtize Klinické hodnoceni
provadét nebo v ném pokracovat, mize PPD od této
Smlouvy s okamZzitou ucinnosti a bez dalSich
zavazki odstoupit.

1.0  Uvod

PPD byla Zadavatelem fadn€ zplnomocnéna k plnéni
urcitych povinnosti Zadavatele vramci provadéni
Klinického hodnoceni v souladu s podminkami této
Smlouvy a k uzavirdni smluv o klinickém hodnoceni
s poskytovateli a zkouSejicimi. PPD a Zadavatel jsou
potéseni, ze Poskytovatel a ZkousSejici souhlasili
s tcasti v tomto Klinickém hodnoceni. Tato Smlouva
stanovi podminky platné pro provadéni Klinického
hodnoceni.

2.0 Provadéni Klinického hodnoceni

2.1 Poskytovatel a Zkousejici zarucuji, Ze maji
potifebné zkuSenosti, zpusobilost, dostateCny pocet
subjektll a zdroje k profesiondlnimu a odbornému
provedeni Klinického hodnoceni, a Ze Poskytovatel a
Zkousejici plné¢ znaji platné predpisy; dile se
Poskytovatel a ZkousSejici zavazuji, Ze se nebudou
podilet na Zadném jiném klinickém hodnoceni, které
by jim svou povahou brénilo v plnéni povinnosti
v rdmci Klinického hodnoceni dle této Smlouvy.

2.2 Poskytovatel a ZkouSejici se zavazuji
provadét Klinické hodnoceni v souladu s:

2.2.1 Protokolem ¢islo XXXXXXXXXXXX
S Ndzvem ,,XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX

XXXXXXXXXxxx ~ (ddle oznaCovanym jako
»Protokol”) a veSkerymi jeho ndslednymi
zménami schvdlenymi Zadavatelem, PPD,
SUKL a piislugnou etickou komisi.

222 Platnymi predpisy CR, zejména
zdkonem ¢&. 378/2007 Sb., o 1écivech, ve

v,

znéni pozdéjsich predpist, zdkonem C.
372/2011 Sb., o zdravotnich sluzbach, ve

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
Datum tcinnosti/Effective date: 2.5./2 May 2011
Ceska republika/Czech Republic

responsible on behalf of the Institution for the
performance of the Trial described below. If
Investigator is not available or becomes unavailable
to perform the Trial, PPD may terminate this
Agreement immediately without further liability.

1.0 Introduction

PPD has been duly authorized by Sponsor, to carry
out certain obligations of the Sponsor in the conduct
of this Trial, consistent with the terms of this
Agreement, and to enter into clinical trial agreements
with institutions and investigators. PPD and Sponsor
are pleased that Institution and Investigator have
agreed to participate in this Trial. This Agreement
sets forth the terms and conditions applicable to the
conduct of this Trial.

2.0 Trial Conduct

2.1 Institution and Investigator warrant that they
have the experience, capabilities, adequate subject
population and resources to conduct the Trial in a
professional and competent manner, and that
Institution and Investigator are fully aware of
applicable regulations; furthermore, Institution and
Investigator agree that they will not participate in any
other trial that by its nature will prevent Institution
and Investigator from fulfilling their obligations in
the Trial hereunder.

2.2 Institution and Investigator agree to carry out
the Trial in accordance with:

2.2.1 Protocol number XXXXXXXXXXXX
entitled  “XXXXXXXXXXXX  XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX XXXXXXXXXXXX
XXXXXXXXXXXX ~ XXXXXXXXXXXX, (the
“Protocol”) and any subsequent
amendments thereto approved by the

Sponsor, PPD and, the State Institute for
Drug Control and the appropriate Ethics
Committee.

2.2.2  applicable national laws, including,
but not limited to, Act no. 378/2007 Coll.
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znéni pozdé¢jsich predpist, zdkonem .
101/2000 Sb., o ochran¢ osobnich tidaja, ve
znéni pozdéjsich predpist, vyhlaskou ¢.
226/2008 Sb. o spravné klinické praxi a
blizSich podminkach klinického hodnoceni
1é¢ivych piipravk, ve znéni pozdéjsich
predpistl, a pfisluSnymi predpisy o ochran¢
osobnich tdaj.

223 Pokyny pro sprdvnou klinickou
praxi (GCP) vydanymi Mezindrodni
konferenci o harmonizaci (ICH) technickych
pozadavkll na registraci huménnich 1é¢ivych
piipravki a jinymi obecné pfijimanymi
pokyny ICH, Evropskych spolecenstvi nebo
prislusnych organti Ceské republiky (Statni
ustav pro kontrolu léCiv, dile oznaCovany
jako “SUKL™).

2.2.4. Podminkami této Smlouvy.

23 V piipadé€ rozporu mezi Protokolem a touto
Smlouvou maji prednost ustanoveni této Smlouvy.

3.0 Nabyti acéinnosti  a doba _ platnosti
Smlouvy
3.1 Tato Smlouva nabyvd tcinnosti k Datu

ucinnosti a zustdva v platnosti a ucinnosti do
dokonceni Klinického hodnoceni nebo zaniku
Smlouvy dle ¢l. 17.0 této Smlouvy.

32 Klinické hodnoceni bude zahdjeno, jakmile
Poskytovatel a  ZkouSejici  ziskaji  souhlasy
piislusnych mistnich etickych komisi a SUKL.
Odhaduje se, Ze ndbor subjektd bude zahdjen
V XXXXXXXXXxXxXX, a jeho ukonceni se odhaduje
v xxxxxxxxxxxx; dokonéeni celého Klinického
hodnoceni se odhaduje do  XXXXXXXXXXXX.
Predpokladd se, Ze u Poskytovatele bude do
Klinického hodnoceni zatazeno x subjektti. Pokud se
v pribéhu  Klinického hodnoceni ukdze, Ze
Poskytovatel a Zkousejici nebudou schopni Klinické
hodnoceni dokoncit ve stanoveném terminu,
Poskytovatel a ZkouSejici o tom neprodlené

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
Datum Ginnosti/Effective date: 2.5./2 May 2011
Ceska republika/Czech Republic

on Pharmaceuticals, as amended, Act no.
372/2011 Coll. on Medical Services, as
amended, Act no. 101/2000 Coll on
protection of personal information, as
amended, Decree no. 226/2008 Coll. on
the Good Clinical Practice and Detailed
Conditions for Clinical Studies of
Pharmaceuticals, as amended, and relevant
data protection laws.

223 the Guideline for Good Clinical
Practice (GCP) of the International
Conference on Harmonization (ICH) of
Technical Requirements for the Registration
of Pharmaceuticals for Human Use and with
other  generally accepted applicable
Guidelines of the ICH, or the European
Community or any appropriate Czech
Republic authority or body (State Institute
for Drug Control, hereinafter referred to as
“SUKL”).

2.2.4. the terms of this Agreement.

2.3 In the event of a conflict between the
Protocol and this Agreement, the terms of this
Agreement will govern.

3.0 Commencement and Duration

3.1 This Agreement will begin on the Effective
Date and shall continue until completion or until
terminated in accordance with the provisions in
Section 17.0 below.

32 The Trial will be initiated as soon as
Institution and Investigator have received appropriate
local ethics committee approvals, and a permit from
SUKL. Subject recruitment is estimated to start in
xxxxxxxxxxxx and estimated to be completed by
xxxxxxxxxxxx; the entire Trial is estimated to be
completed by xxxxxxxxxxxx. It is expected that x
subject will be enrolled at the Institution. If, during
the Trial, it becomes apparent that Institution and
Investigator will not be able to complete the Trial on
schedule, Institution and Investigator will notify PPD
immediately, as it may be necessary to make
alternative arrangements. Institution and Investigator
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vyrozumi PPD, aby se mohla piipadné zatidit jinak.
Poskytovatel a Zkousejici se maximalné vynasnaZi
pouzivat nezdvisly lékafsky tdsudek, pokud jde o
miru, do jaké kazdy subjekt vyhovuje pozadavkiim
Protokolu.

33 Po dokonéeni nebo ukonéeni Klinického
hodnoceni Poskytovatel a ZkouSejici zpracuji
veskeré zpravy o Klinickém hodnoceni, jak stanovi
PPD nebo Zadavatel. Platby Poskytovateli a
ZkouSejicimu zdvisi na v€asném piedloZeni zprdv
a/nebo udajt spolec¢nosti PPD nebo Zadavateli.

4.0 Finanéni podpora

4.1 Zadavatel prostfednictvim PPD poskytne
finan¢ni podporu na provadéni Klinického hodnoceni
v souladu s podminkami Protokolu a tak, jak je
stanoveno Vv rozpoCtu, ktery tvoii Piillohu A a
nedilnou soudst této Smlouvy (ddle jen
»-Rozpocet”). Poskytovatel a Zkousejici souhlasi
stim, Ze veskeré platby PPD v souvislosti s timto
Klinickym hodnocenim budou hrazeny piimo
Poskytovateli v souladu stouto Smlouvou, a PPD
nebude hradit 7adné dalSi platby ZkouSejicimu.
Veskeré castky, na které Poskytovateli nebo
Zkousejicimu dle této Smlouvy nevznikl nérok,
avSak byly jiZ uhrazeny, musi byt vraceny PPD bez
vyZadani do jednoho (1) mesice od navstévy PPD pii
uzavieni studijniho centra. V pfipad¢ ptedCasného
zéniku Smlouvy je Castka, kterd bude na zdklad¢ této
Smlouvy uhrazena, omezena na pomérn¢ kracenou
odménu. Poskytovateli a Zkousejicimu nebudou
uhrazena 74dnd plnéni provedend za ucelem
provadéni Klinického hodnoceni, kterd budou
posouzena jako poruseni Protokolu nebo této
Smlouvy nebo odchyleni se od nich.

4.2 Poskytovatel a ZkouSejici timto berou na
védomi a souhlasi s tim, Ze veSkeré platby, na které
vznikd ndrok dle této Smlouvy, jsou platby
prevadéné od Zadavatele, a Ze PPD nemd na
zéklad¢ této Smlouvy Zadnou platebni povinnost,
dokud PPD tyto platby neobdrZi od Zadavatele.
PPD se vmite, jakou od ni lze spravedlivé
pozadovat, vynasnaZi zajistit v€asné obdrZeni
pribéznych plateb od Zadavatele.

Zadavatel i PPD se zavazuji, Ze na toto klinické
hodnoceni neuzaviou se zkouSejicim ani jinou

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
Datum Ginnosti/Effective date: 2.5./2 May 2011
Ceska republika/Czech Republic

will use best efforts in exercising independent
medical judgement as to the compatibility of each
subject with the Protocol requirements.

3.3 Upon completion or termination of the
Trial, Institution and Investigator will prepare any
and all Trial reports as specified by PPD or
Sponsor. Payments to Institution and Investigator
are dependent on the reports and/or data being
submitted to PPD or Sponsor in a timely manner.

4.0 Financial Support

4.1 Sponsor, through PPD, will provide the
financial support for the conduct of the Trial in
accordance with the terms of the Protocol and as set
forth in the budget attached hereto and incorporated
herein by reference as Exhibit A (the “Budget”) to
this Agreement. Institution and Investigator agree
that all payments by PPD in connection with the
Trial shall be made payable directly to Institution in
accordance with the terms hereunder, and no
separate payments shall be made by PPD to
Investigator. Any amounts not due to the Institution
or Investigator pursuant to this Agreement, but
already paid, shall be returned to PPD without
demand within one (1) month of the site close-out
visit by PPD. In the event the Agreement is
terminated, the sum payable under this Agreement
will be limited to prorated fees. Institution and
Investigator will not be paid for any services
performed for the conduct of the Trial that are
deemed violations of or deviations from the
Protocol or this Agreement.

4.2 Institution and  Investigator  hereby
acknowledge and agree that payments due under
this Agreement are pass-through payments from
Sponsor and that PPD shall have no payment
obligations hereunder until such time as said
payments are received by PPD from Sponsor. PPD
shall exercise reasonable efforts to ensure timely
receipt of pass-through payments from Sponsor.

Sponsor and PPD undertake to not enter into separate
contracts have been executed with Investigator or
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spolupracujici osobou Zadnou dal$i smlouvu.

43 Poskytovatel a ZkouSejici prohlaSuji, Ze
odmeéna, kterou obdrZzi dle této Smlouvy, neni vyssi
neZ bézna trzni hodnota sluZeb, které Poskytovatel
a ZkouSejici poskytuji, a Ze Poskytovatel ani
Zkousejici nedostavaji zadné platby za tucelem
podniceni  Poskytovatele nebo ZkouSejicitho
k ndkupu nebo pfedepisovani jakychkoli 1é¢iv,
prosttedki.  nebo  vyrobkil. Poskytovatel a
Zkousejici se zavazuji, Ze Poskytovatel a Zkousejici
nebudou Zadnému subjektu, pojistovné ani
stdtnimu orgdnu uctovat Zadné polozky, navstévy,
sluzby nebo vydaje, které poskytne nebo uhradi
PPD nebo Zadavatel. Poskytovatel a ZkousSejici se
dale zavazuji, Ze Zddnému statnimu Gfednikovi ani
zastupci nepiedaji Zadné penize ani hodnotné véci
scilem nedovoleného ovliviiovani ukonl statni
Spravy.

5.0 Divérné informace a dusevni vlastnictvi

5.1. Poskytovatel, jeho zaméstnanci a zastupci,
zejména ZkousSejici, nevyzradi Zidné tfeti osobé
Udaje, zdznamy ani jiné informace (dile souhrnné
oznacované jako ,,Informace*) ptedané Poskytovateli
nebo Zkousejicimu Zadavatelem nebo PPD ¢i
vytvofené vramci Klinického hodnoceni, ani je
nepouziji kjinym ucelim, neZ je provadeni
Klinického hodnoceni, bez predchoziho pisemného
souhlasu Zadavatele (piipadné PPD). Tyto Informace
zUstavaji tajnym a ditvérnym vlastnictvim Zadavatele
a budou vyzrazeny pouze Zkousejicimu a tém
zamestnancim Poskytovatele, ktefi je potiebuji znat.
Tyto povinnosti utajeni trvaji po dobu deseti (10) let
po dokonceni Klinického hodnoceni, povinnost
nevyzrazeni se v§ak nevztahuje na tyto Informace:

5.1.1 Informace, které jsou vefejné
dostupné, nebo se jimi stanou bez zavinéni
Poskytovatele ¢i Zkousejiciho;

5.12 Informace, které Poskytovateli
a/nebo ZkousSejicimu pied4 tieti osoba, kterd
je opravnéna takové informace preddvat;

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
Datum Ginnosti/Effective date: 2.5./2 May 2011
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any cooperate persons.

4.3 Institution and Investigator agree that the
compensation received under this Agreement does
not exceed the fair market value of the services
Institution and Investigator are providing, and that
no payments are being provided to Institution and
Investigator for the purpose of inducing Institution
or Investigator to purchase or prescribe any drugs,
devices or products. Institution and Investigator
agree that Institution and Investigator will not bill
any subject, insurer, or governmental agency for
any items, visits, services or expenses provided or
paid for by PPD or Sponsor. Institution and
Investigator further agree that Institution and
Investigator will not provide any money or item of
value to any government official or representative
to improperly influence government actions.

5.0 Confidential Information and Intellectual
Property

5.1.  Institution and its employees and agents,
including but not limited to the Investigator, shall not
disclose to any third party or use for any purposes
other than for the performance of the Trial, any data,
records or other information (hereinafter, collectively
"Information") disclosed to Institution and
Investigator by Sponsor or PPD or generated as a
result of this Trial, without the prior written consent
of Sponsor (or PPD as the case may be). Such
Information shall remain the confidential and
proprietary property of Sponsor and shall be
disclosed only to Investigator and Institution
employees or agents who have a “need to know”.
These confidentiality obligations shall continue until
ten (10) years after completion of the Trial, but the
obligation of nondisclosure shall not apply to the
following Information:

5.1.1 Information that is or becomes
publicly available through no fault of
Institution or Investigator;

5.12 Information that is disclosed to
Institution and/or Investigator by a third
party legally entitled to disclose such
information;
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5.1.3 Informace, které Poskytovatel
a/nebo ZkouSejici jiz znaji, jak dokazuji

““““““ pisemné zdznamy, za
podminky, Ze o tom Poskytovatel a/nebo
ZkousSejici vyrozumi Zadavatele (popt. PPD)
do dvaceti (20) dnii od predani piisluSnych

Informaci Poskytovateli a/nebo
ZkouSejicimu ze strany PPD nebo
Zadavatele;

5.1.4 Informace pfeddvané statnimu

organu nebo na zdklad¢ piikazu vydaného
pfisluSnym soudem, za podminky, Ze a)
vyzrazeni informaci podléha veskeré
dostupné statni nebo soudni ochrané€ pro
dany typ material; b) Zadavatel je
vyrozumén pfiméfenou dobu predem; a c)
Poskytovatel a Zkousejici pfijmou kroky,
jaké od nich lze spravedlivé poZadovat, aby
rozsah preddvanych informaci omezili.

5.2 S veskerymi  informacemi obsahujicimi
osobni udaje je tieba naklddat v souladu s platnymi
pfedpisy, zejména se zdkonem ¢. 525/2004 Sb., o
ochrané osobnich 1daji, ve znéni pozdéjsich
ptedpist, a Evropskou smérnici o ochrané osobnich
udaji (ES/ 95/46).

53 O veskerych vyndlezech a objevech (bez
ohledu na to, zda mohou byt pfedmétem patentu),
inovacich, navrzich, ndpadech a zpravich
vytvoienych nebo vyvinutych Poskytovatelem ci
Zkousejicim v ramci Klinického hodnoceni bude
bezodkladné informovan Zadavatel, a stdvaji se
vyhradnim vlastnictvim Zadavatele. Na Zadost a
ndklady Zadavatele jsou Poskytovatel a Zkousejici
povinni podniknout takové kroky, jaké bude
Zadavatel povazovat za vhodné, k ziskani patentu
nebo jiné ochrany vlastnictvi vySe uvedeného na
jméno Zadavatele.

54 PPD ani Zadavatel touto Smlouvou
nepievadéji na Poskytovatele ani Zkousejiciho prava
k zddnému patentu, autorskd prava ani jind vlastnickd
prava Zadavatele.

55 Po skonceni Klinického hodnoceni budou
veskeré materidly, informace a udaje v drZeni
Poskytovatele nebo Zkousejiciho neprodlené vraceny

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
Datum tcinnosti/Effective date: 2.5./2 May 2011
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5.1.3  Information that is already known to
Institution and/or Investigator as shown by
its prior written records, provided Institution
and/or Investigator so advise Sponsor (or
PPD as the case may be) within twenty (20)
days after disclosure of the Information to
Institution and/or Investigator by PPD or
Sponsor;

5.1.4 Information disclosed to a
government authority or by order of a
court of competent jurisdiction, provided
that a) such disclosure is subject to all
applicable  governmental or judicial
protection available for like material; b)
reasonable advance notice is given to
Sponsor; and c) Institution and Investigator
take reasonable steps to limit the scope of
such disclosure.

5.2 All Information containing personal data
shall be handled in accordance with all applicable
law, including, but not limited to the Czech
Republic Personal Data Protection Act (Act no.
525/2004 Coll., as amended) and the European
Data Protection Directive (EC/ 95/46).

5.3 Any inventions or discoveries (whether
patentable or not), innovations, suggestions, ideas
and reports made or developed by Institution or
Investigator as a result of this Trial shall be
promptly disclosed to Sponsor and shall become
the sole and exclusive property of Sponsor. Upon
Sponsor's request and at Sponsor’s expense,
Institution and Investigator shall take such actions
as Sponsor deems necessary or appropriate to
obtain patent or other proprietary protection in
Sponsor's name with respect to any of the
foregoing.

54 Neither PPD nor Sponsor shall transfer to
Institution or Investigator by operation of this
Agreement any patent right, copyright or other
proprietary right of Sponsor.

5.5 Upon termination of the Trial, all such
materials, information and data in Institution or
Investigator custody, except as required for
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PPD, s vyjimkou téch, jejichZz archivaci ukladd ICH
GCP a prislusné narodni ¢i mistni predpisy.

6.0 Schvéleni etické komise a statnich organi
Pred zahdjenim Klinického hodnoceni je nutno ziskat
pisemny  souhlas  sprovddénim  Klinického
hodnoceni, schvaleni textu Protokolu a
informovaného souhlasu od fadné€ ustanovené etické
komise a od SUKL. Kopie t&chto souhlast, kde jsou
jasné uvedeny kontrolované a schvélené dokumenty
spolu s dalsimi dokumenty vyZadovanymi ICH-GCP,
musi byt pfedany PPD ptedtim, neZ bude povoleno
vydani hodnoceného 1éciva. V kazdém souhlasu
musi byt uvedeno datum jeho vydani. V souhlasu
etické komise musi byt uvedeno jméno a podpis
jejiho predsedy. PPD musi byt pfedloZena také jména
a povolani clent etické komise a ndzvy jejich
zameéstnavateld.

7.0 Hlaseni nezadoucich prihod a

nezadoucich a¢inka 16¢iv

7.1 Poskytovatel a ZkouSejici jsou povinni hlasit
veskeré zdvazné nezddouci pithody (SAE) nebo
zdvazné nezddouci ucinky 1é¢iv, jak stanovi zdkon o
IéCivech a Protokol. PPD musi byt o kazdém
takovém hlaSeni nebo zdméru jeho zaslani
neprodlené vyrozuména.

7.2 Poskytovatel a ZkouSejici jsou povinni
informovat PPD nebo Zadavatele o zdvaZné
nezddouci pithodé do 24 hodin poté, co se o ni
dozveédi, dle Protokolu nebo pokyni PPD ¢i
Zadavatele. Plati to také pro vSechny pithody, které
mohou ovlivnit bezpecnost subjektli Klinického
hodnoceni nebo jeho provadéni.

8.0 Kontrola

8.1 Kontrolu  Klinického hodnoceni bude
provadét PPD (piipadné Zadavatel) a Poskytovatel a
Zkousejici se zavazuji PPD a Zadavateli k veSkeré
kontrolni ¢innosti Klinického hodnoceni poskytnout
soucinnost. Pfi kazdé kontrolni ndvstévé musi byt
vyhrazen pfiméfeny cas pro diskusi a opravy
zaznamu subjektll hodnoceni (CRF). CRF musi byt
c¢itelné a vyplnéné vcéas a sprdvné. Poskytovatel a
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archiving under ICH GCP and applicable national
and local regulations, shall be promptly delivered to
PPD.

6.0 Ethics Committee and DMA Approval
Written approvals for the conduct of the Trial, the
terms of the Protocol and the Informed Consent must
be obtained from a properly constituted Ethics
Committee and SUKL prior to the commencement
of the Trial. A copy of such approvals, clearly
identifying the documents reviewed and approved
along with other such documents required by ICH-
GCP, must be provided to PPD before release of the
investigational product will be permitted. Such
approvals must indicate the date approval was given.
The Ethics Committee approval shall state the name
and signature of the Chairman. The names,
occupations and institutional affiliations of the
members of the Ethics Committee must also be
submitted to PPD.

7.0 Adverse Event and Adverse Drug
Reactions Reporting
7.1 It is [Institution and Investigator

responsibility to report any serious adverse events
(SAE) or serious adverse drug reactions as required
by the Act on Pharmaceutical Products and the
Protocol. PPD shall immediately be informed of any
such report or contemplated report.

7.2 Within 24 hours of first knowledge of any
SAE, Institution or Investigator must notify PPD or
Sponsor in accordance with the Protocol or as
directed by PPD or Sponsor. This applies also for
any event that could affect the safety of the Trial
subjects or the conduct of the Trial.

8.0  Monitoring
8.1 The Trial will be monitored by PPD (or

Sponsor as the case may be) and Institution and
Investigator agree to cooperate with PPD and
Sponsor in all efforts to monitor the Trial. A
reasonable amount of time must be set aside at each
monitoring visit for discussions and to make
corrections to the case record forms (CRF). CRFs
will be legible and completed in a timely and
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Zkousejici umozni PPD a Zadavateli na zaklad¢
pfiméfeného predchoziho vyrozuméni provést audit

vSech  zdznami  souvisejicich s Klinickym
hodnocenim.
8.2 Poskytovatel a Zkousejici se zavazuji, ze

povedou dostate¢né zdznamy tykajici se identifikace
subjektl, klinickych zjisténi, laboratornich testli a
evidence pfijmu a vydeje 1éCiva. Jsou-li jakdkoli
zdrojova data vedena pouze v pocitaci, Poskytovatel
a ZkousSejici se zavazuji vSechny ddaje o subjektech
relevantni pro Klinické hodnoceni za tcelem
kontroly zdrojovych dat vytisknout. Tyto vytisky
podepiSe a opatii datem z4stupce Poskytovatele nebo
Zkousejici a budou archivovdny jako zdrojova
dokumentace. Poskytovatel a ZkouSejici umoZni
piimy piistup ke zdrojové dokumentaci a dal$im
zaznamUm subjekti potfebnym pro tcely kontroly a
auditu. Poskytovatel a ZkouSejici zarucuji, Ze jsou
dle zdkona oprdvnéni preddvat klinické ddaje a
zdznamy a informace tykajici se Klinického
hodnoceni PPD a Zadavateli.

9.0 Hodnocené 1é¢ivo

Poskytovatel a ZkouSejici jsou povinni pouZivat
Hodnocené 1é¢ivo a veSkeré srovndvaci piipravky
poskytnuté v souvislosti s Klinickym hodnocenim
vyhradné¢ pro dcely Klinického hodnoceni.
Poskytovatel a ZkouSejici jsou odpovédni za
zabezpeceni a evidenci vSech hodnocenych 1é€iv,
prosttedkii a materidld souvisejicich s Klinickym
hodnocenim. Poskytovatel a Zkousejici se zavazuji
nepouZitd hodnocend 1éc¢iva, prostfedky a materidly
souvisejici s Klinickym hodnocenim vrétit po
skonceni Klinického hodnoceni nebo v intervalech
ur¢enych PPD nebo Zadavatelem. Pouzity paclitaxel
bude zdavodi bezpeCnosti ihned po piipravé
zlikvidovan. Hodnocené 1écivo bude dodino do
nemocnic¢ni 1ékarny Poskytovatele s uvedenim cisla
klinického hodnoceni.

10.0 Ochrana osobnich Widaji / Zveriejnéni

10.1  Poskytovatel a ZkouSejici jsou povinni
dodrzovat a zajistit, aby vsSechny fyzické i
pravnické osoby poskytujici plnéni jejich jménem
dodrzovaly vSechny platné zdkony, pravidla,
predpisy a pokyny ve véci ochrany osobnich tdajil
a lékatského tajemstvi, zejména Evropskou
SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
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accurate manner. Institution and Investigator shall
allow PPD and Sponsor to audit all Trial related
records upon reasonable advance notice.

8.2 Institution and Investigator agree to maintain
adequate records with respect to subject
identification, clinical observations, laboratory tests
and drug receipt and disposition. If any source data
are kept on computer files only, Institution and
Investigator agree to make print-outs of all subjects’
data relevant for the Trial for the purpose of source
data verification. These print-outs will be signed
and dated by an Institution representative or
Investigator and retained as source documents.
Institution and Investigator will allow direct access
to source documents and other subject records
needed for monitoring, audit and inspection
purposes. Institution and Investigator warrant that
Institution and Investigator have the legal authority
to share the clinical data and Trial-related records
and information with PPD and Sponsor.

9.0 Investigational Product

Institution and Investigator shall wuse the
investigational product and any comparator products
provided in connection with the

Trial solely for the purpose of the Trial. Institution
and Investigator are responsible for the security and
accountability of all investigational products, devices
and Trial-related materials. Institution and
Investigator agree to return or destroy unused
investigational products, devices and Trial-related
materials at the end of the Trial, or at intervals, as
directed by PPD or the Sponsor. Used paclitaxel
shall be for safety reason destroyed imidiatelly after
administration. Investigational product shall be
delivered to the Institutional Pharmacy with
indicated Protocol number.

10.0 Data Privacy / Publicity

10.1  Institution and Investigator shall comply
and shall require any of the persons or entities
performing services on their behalf to comply, with
all applicable laws, rules, regulations, and
guidelines governing the privacy of personal data
and patient health information, including without
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smérnici o ochran¢ osobnich tdaju [ES/95/46].

10.2  Pted zahdjenim Klinického hodnoceni a
vjeho pribéhu mtze byt od Poskytovatele a
Zkousejictho pozadovano ptfedani osobnich udaja
(jak jsou definovdny pfisluSnymi piedpisy o
ochrang osobnich ddaji) tykajicich se jich samych,
jejich zaméstnancii a dalSich pracovnikd (,,Osobni
Udaje centra®). Osobni tddaje centra mohou
zahrnovat jména, kontaktni tdaje, idaje o praxi,
kvalifikaci, publikacich, Zivotopisech, vzdélani,
finanéni informace, informace o pracovnich
vykonech, prostorach, schopnostech zaméstnancti a
dalsi informace o provadéni klinickych hodnoceni
u Poskytovatele a ZkouSejicim. Spravcem Osobnich
udaju centra je Zadavatel; pokud vSak PPD naklada
s jakymikoli Osobnimi tdaji centra dle této
Smlouvy zpiisobem vlastnim spravci, je spravcem
téchto Osobnich udaji centra v rozsahu tohoto
nakladéni PPD.

10.3  Poskytovatel a Zkousejici timto poskytuji
souhlas k pouziti a zpracovani Osobnich udaji
centra tykajicich se Poskytovatele a ZkouSejiciho, a
zavazuji se ziskat veSkeré dalsi potfebné souhlasy
s pouzitim a zpracovanim Osobnich udaji centra
tykajicich se dalsich zkouSejicich a zamg&stnanct
Poskytovatele a/nebo Zkousejiciho k témto uceltim:
a) provadéni a interpretace Klinického hodnoceni;
b) kontrola ze strany stitnich organti, Zadavatele,
PPD a jejich zastupcl, dcefinych spolecnosti a
spolupracovnik; c¢) splnéni poZadavkl predpist; d)
zvetejnéni na www.clinicaltrials.gov a dalSich
internetovych strankach a v databazich, které slouzi
srovnatelnym ucelim; a e) ulozeni v databazich za
ucelem vybéru center pro budouci klinickd
hodnoceni. Tento souhlas musi také zahrnovat
predavani Osobnich tidaji centra do jinych stati,
nez kde ptisobi Poskytovatel a Zkousejici, zejména
do USA, a to i vpfipadé, Ze ochrana osobnich
udajii nenf na takové trovni jako ve staté pasobeni
Poskytovatele a ZkouSejictho.  Poskytovatel a
Zkousejici se zavazuji zajistit, Ze jejich zaméstnanci
si budou védomi a daji souhlas s pouZitim,
zpracovanim a uchovavanim svych osobnich udaju
pro vySe uvedené ucely a smozZnosti jejich
pfedavani do jinych stati. V pfipadé, ze néktery
pracovnik Poskytovatele a Zkousejiciho podilejici se
na Klinickém hodnoceni neni ochoten takovy
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limitation, the European Data Protection Directive
[EC/95/46].

10.2  Prior to and during the course of the Trial,
Institution and Investigator may be asked to provide
personal data (as defined by applicable data
protection legislation) relating to its/his/herself,
staff or other personnel ("Site Personal Data").
Such Site Personal Data may include names,
contact information, work experience,
qualifications, publications, resumes, educational
background, financial information, performance
information, facilities, staff capabilities, and other
information  relating to  Institution’s and
Investigator’s conduct of clinical trials.  The
Sponsor would be the data controller for such Site
Personal Data, except that, if PPD deals with any
Site Personal Data under this Agreement in the
manner of a data controller then PPD shall be the
data controller, as applicable of such Site Personal
Data to the extent of such dealings.

10.3  Institution and Investigator hereby consent
to the use and processing of Institution and
Investigator Site Personal Data, and agree to obtain
any additional necessary consents for the use and
processing of the Site Personal Data of Institution’s
and/or Investigator’s investigators, staff and
personnel, for the following purposes: a) the
conduct and interpretation of the Trial; b) review
by governmental or regulatory agencies, Sponsor,
PPD, and their agents, and affiliates and
collaborators; c) satisfying legal or regulatory
requirements; d) publication on
www.clinicaltrials.gov and websites and databases
that serve a comparable purpose; and e) storage in
databases for use in selecting sites in future clinical
trials.  Such consent shall also authorize the
transfer of such Site Personal Data, to countries
other than Institution’s and Investigator’s, including
without limitation the United States, even though
data protection may not exist or be as developed in
those countries as in Institution’s and Investigator’s
country. Institution and Investigator agree to ensure
that Institution’s and Investigator’s staff and
personnel are aware of and consent that their
personal data will be used, processed and stored for
above-stated purposes and may potentially be
transferred to other countries. In the event any of
Institution and Investigator staff participating in the
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souhlas poskytnout, Poskytovatel a ZkousSejici berou
na védomi, Ze se tento pracovnik nemilZe na
Klinickém hodnoceni podilet.

104  PPD a Zadavatel mohou pouZzivat védecké,
lékatské a jiné publikované €lanky uvadéjici nazev
Poskytovatele a/nebo jméno Zkousejiciho, odkazovat
na né¢ a Sifit jejich pretisky vsouladu se vSemi
platnymi autorskoprdvnimi predpisy, za podminky,
7e toto pouZiti nepfedstavuje podporu Poskytovatele
nebo Zkousejiciho pro Zadny komer¢ni vyrobek nebo
sluzbu. Poskytovatel a/nebo ZkousSejici nevyzradi
existenci této Smlouvy ani svou spoluprici s PPD
nebo Zadavatelem, ani nepouziji nizev Zadavatele
nebo PPD vzidném tiskovém prohlaseni, clanku
nebo jiném prosttedku komunikace s vefejnosti, bez
vyslovného ptedchoziho pisemného souhlasu strany,
jejiz ndzev ma byt zvefejnén.

10.5  Dale mtze PPD a Zadavatel pouzit kontaktni
udaje Poskytovatele a ZkouSejictho a statut
Klinického hodnoceni ve zvlastnich bulletinech
tykajicich se Klinického hodnoceni a na internetové
siti  pro tucely provadéni tohoto Klinického
hodnoceni. Bulletiny mohou byt rozesilany vSem
zGcastnénym centrim, a udaje zvefejnéné na
internetu jsou za tucelem poskytnuti informaci o
Klinickém hodnoceni potencidlnim subjektiim, aby
mohli zic¢astnéna centra kontaktovat.

11.0  Souhlas subjektu

11.1  Od kazdého subjektu zatfazeného do
Klinického hodnoceni musi byt pied zahdjenim
jakychkoli  ukonti  souvisejicich s Klinickym
hodnocenim ziskdn informovany souhlas dle § 51,
odst. 2, pism. h) zdkona ¢. 378/2007 Sb., ve znéni
pozdéjsich piedpist, a § 8 vyhlasky ¢. 226/2008

Sb.  Pravidlem PPD je ziskdni pisemného
informovaného souhlasu ve vSech piipadech.

Metoda vysvétleni subjektu a ziskdni jeho souhlasu
musi byt vsouladu s pokyny etické komise a je
odpovédnosti Zkousejiciho. Jednu kopii
informovaného souhlasu subjektu obdrZi pro sebe
kazdy subjekt. Informovany souhlas je nutny rovnéz
pro pouziti a uchovavani udaji o subjektech.
Formulaf informovaného souhlasu musi davat PPD,
Zadavateli a jeho zastupcim, spolupracovnikim a
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Trial is not willing to provide such consent,
Institution and Investigator acknowledge that such
personnel will not be able to participate in the
Trial.

104  PPD and Sponsor may use, refer to and
disseminate reprints of scientific, medical and other
published articles which disclose the name of
Institution and/or Investigator consistent with all
applicable copyright laws, provided such use does
not constitute an endorsement of any commercial
product or service by Institution or Investigator.
Institution and/or Investigator shall not disclose the
existence of this Agreement or its association with
PPD or Sponsor, or use the name of Sponsor or PPD
in any press release, article or other method of
communication with the general public, without the
express prior written approval of the party whose
name is the subject of the potential disclosure.

10.5 In addition, PPD and Sponsor may use
Institution and Investigator contact details and Trial
status in Trial specific newsletters and on the
worldwide web for the purpose of conducting this
Trial.  Newsletters may be distributed to all
participating sites and postings to the worldwide web
are for the purpose of providing information to
potentialsubjects regarding the Trial giving them the
ability to contact participating sites.

11.0  Subject Consent

11.1  Informed consent must be obtained from
each subject enrolling in the Trial prior to the
commencement of any Trial-related procedure
pursuant to § 51 par. 2 (h) of Act no. 378/2007
Coll., as amended, and § 8 Decree no. 226/2008
Coll. It is the policy of PPD to obtain written
informed consent in all cases. The method of
explanation to the subject and the obtaining of
consent should be conducted in accordance with
Ethics Committee instructions and is the
Investigator’s responsibility. A copy of the subject
informed consent should be given to all subjects to
take with them. Such informed consent will also be
required for the use and storage of information
regarding subjects. The informed consent form shall
authorize PPD,  Sponsor and  Sponsor’s
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dal$im tfetim osobam, vcetn¢ stitnich organd, které
se vsouladu se zdkonem podileji na Klinickém
hodnoceni nebo jeho vyhodnoceni, privo na plny
pristup k tdajim Klinického hodnoceni ¢i pofizovani
jejich  kopii, a kpreddvani udaji Klinického
hodnoceni do jinych statd véetné USA.

11.2  Poskytovatel a ZkouSejici pouZiji vzor
informovaného souhlasu pfedany Zadavatelem
(ptfipadné¢ PPD) k pouZiti vrdmci Klinického
hodnocenf; jakékoli zmény formulafe musi byt pied
jeho pouzitim schvileny PPD a Zadavatelem,
pficemz schvileni nebude bezdlivodné odepieno.

12.0  Audity a kontroly stitnich orgdni
Klinické hodnoceni mtize byt predmétem auditu PPD
a/nebo Zadavatele ¢i kontroly stitnich organti za
ucelem doloZeni autenticity zaznamenanych udaju a
dodrZzeni Protokolu. Poskytovatel a ZkouSejici se
zavazuji PPD o jakékoli o¢ekavané kontrole ¢i auditu
neprodlen¢ informovat a ptedat PPD kopie vSech
dotazii, korespondence nebo sdéleni zaslanych
jakémukoli stdtnimu orgdnu nebo od néj obdrzenych
a tykajicich se Klinického hodnoceni, zejména
pozadavkii na provedeni kontroly v prostorach
Poskytovatele a ZkouSejictho, a Poskytovatel a
Zkousejici umozni PPD a Zadavateli byt takovym
kontroldm piitomni. Subjekty ucastnici se Klinického
hodnoceni musi byt pouceny, Ze jejich zaznamy
mohou byt za timto ucelem prezkoumavany.
Poskytovatel a Zkousejici kazdy za sebe prohlasuji,
Ze u nich neprobihaji ani nemaji byt zahdjeny zZadné
audity statnich organtt zddvodu podezieni na
poruseni predpis, Setfeni ani fizeni proti
Poskytovateli, Zkousejicimu ¢i nekterému z jejich
zamgstnancli nebo zastupct provadéjicich Cinnosti
vramci Klinického hodnoceni, které se tykaji
dodrzovani ptedpisi pii provadéni klinického
vyzkumu.

13.0  Archivace

Veskera korespondence s etickou komisi a s PPD a
veSkeré zdznamy vztahujici se ke Klinickému
hodnoceni, vcetné¢ kopii zdznamid subjekti
hodnoceni, musi byt archivovany po dobu alespoii 15
(patndcti) let, anebo déle, pokud to vyZaduji vnitini
pravidla Poskytovatele, anebo po takové delsi
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representatives, collaborators and other third parties,
including regulatory authorities, lawfully involved
with or evaluating the Trial to full access or obtain
copies of Trial data, and to transfer Trial data to
other countries, including the United States.

11.2  Institution and Investigator shall use the
informed consent form template provided by
Sponsor (or PPD as the case may be) for use in the
Trial and any modifications to this form must be
approved by PPD and Sponsor prior to its use, such
approval not to be unreasonably withheld.

12.0 Audits and Regulatory Inspections

This Trial may be audited by PPD and/or the
Sponsor or inspected by governmental or regulatory
authorities to document the authenticity of recorded
data and Protocol adherence. Institution and
Investigator agree to notify PPD immediately of any
proposed inspection or audit and provide PPD copies
of any inquiries, correspondence, or communications
to and from any governmental or regulatory
authority relating to the Trial, including, but not
limited to, requests for inspection of Institution’s and
Investigator’s  facilities, and Institution and
Investigator shall permit PPD and Sponsor to attend
any such inspections. Subjects participating in the
Trial should be informed that their records may be
reviewed for this purpose. Institution and
Investigator each represents and warrants that there
are no pending for-cause regulatory audits,
investigations or proceedings involving Institution,
Investigator, or any of their employees or agents
performing Trial activities which relate to
compliance with laws regarding the conduct of any
clinical research.

13.0 Records Retention

All correspondence with the ethics committee and
PPD and all records relating to the Trial, including
copies of the case record forms, should be
maintained for at least (fifteen) 15 years or longer if
required by institutional policy or such longer period
as specified by current GCP guidelines and
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obdobi, jaké stanovi momentélné platné pokyny GCP
a platné predpisy. O jakékoli zméné adresy nebo
premisténi dokumentace Klinického hodnoceni
v prubé¢hu uvedeného obdobi musi byt pisemne
informovana PPD nebo Zadavatel. Je odpoveédnosti
Zadavatele informovat Poskytovatele a Zkousejiciho
v ptipadé, Ze archivace bude nutnd i po 15 letech.
14.0  Publikace

Poskytovatel a Zkousejici berou na védomi, Ze je
Klinické  hodnoceni  provddéno ve  vice
vyzkumnych centrech. Poskytovatel a Zkousejici
mohou vysledky Klinického hodnoceni z prostor
Poskytovatele publikovat nebo prezentovat, avSak
az po prvni publikaci nebo prezentaci, kterd se
bude tykat multicentrickych dat, anebo po osmnécti
(18) mesicich od dokonceni Klinického hodnoceni,
podle toho, co nastane diive. Alespon Sedesat (60)
dnti pted predloZzenim rukopisu nebo jinych
materidlt tykajicich se Klinického hodnoceni
k publikaci nebo jejich prezentaci vydavateli,
lektorovi nebo jinym tfetim osobam preda
Poskytovatel nebo ZkousSejici Zadavateli kopii
takovych rukopisi a materidlli a poskytne
Zadavateli Sedesat (60) dni na kontrolu a
pfipominkovéni. Pokud to Zadavatel poZaduje, jsou
Poskytovatel a Zkousejici povinni pfed predloZenim
¢i prezentaci materidli odstranit jakékoli Informace
(krom¢ vysledkd Klinického hodnoceni) a na
74dost Zadavatele pozdrZet publikaci o devadesat
(90) dnd.

15.0  Nezavisly dodavatel

Poskytovatel a ZkousSejici se zavazuji, Ze v pribéhu
své cCinnosti v souvislosti s Klinickym hodnocenim
budou pusobit jako nezavisli dodavatelé bez
opravneni pfijimat zdvazky jménem PPD, a nikoli

jako zastupci nebo zameéstnanci PPD nebo

Zadavatele.

16.0  Odpovédnost za vady vyrobku a nihrada
Skody

16.1  Zadavatel ujiStuje, Ze je Hodnocené 1é¢ivo

vyrobeno za podminek sprdvné vyrobni praxe, a za
vyrobek piejimd odpovédnost. Zadavatel odsSkodni
Poskytovatele a Zkousejictho za Skody na zdravi
v podobé zdravotnich problémil zptsobenych nebo
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applicable law. FEither PPD or the Sponsor must be
informed in writing of any change of address or
relocation of the Trial files during this period. It is
the responsibility of the Sponsor to inform
Institution and Investigator whether the archovation
of these documents are needed even after 15 years.

14.0  Publications

Institution and Investigator understand that this Trial
is being conducted at multiple research sites.
Institution and Investigator are free to publish or
present the Trial results obtained at Institution, but
only after the first publication or presentation that
involves the multi-center data or eighteen (18)
months after the completion of the Trial, whichever
is first. At least sixty (60) days prior to submitting
or presenting a manuscript or other materials
relating to the Trial to a publisher, reviewer, or
other outside persons, Institution or Investigator
shall provide to Sponsor a copy of all such
manuscripts and materials, and allow Sponsor sixty
(60) days to review and comment on them. If the
Sponsor requests, Institution and Investigator shall
remove any Information (other than Trial results)
prior to submitting or presenting the materials, and,
at the Sponsor’s request, shall postpone the
publication for ninety (90) days.

15.0 Independent Contractor

During Institution’s and Investigator’s activities in
connection with the Trial, Institution and
Investigator agree that it/he/she will act as an
independent contractor, without the capacity to
legally bind PPD, and not as an agent or employee
of PPD or the Sponsor.

16.0  Product Liability and Indemnification

16.1 The Sponsor assures the investigational
product is manufactured under GMP conditions and
assumes liability for the product. The Sponsor
indemnifies Institution and Investigator against
injuries, deriving from the conditions caused by or
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udajné¢ zplsobenych postupy provadénymi dle
Protokolu, za podminky, Ze Skoda na zdravi neni
zptisobena nedbalosti, Umyslnym porusenim
povinnosti nebo nedodrZenim Protokolu ¢&i této
Smlouvy. Za tento slib odSkodnéni se Poskytovatel
a Zkousejici zavazuji Zadavatele a PPD neprodlené
pisemné informovat o vSech ndrocich a poskytnout
plnou soucinnost pii jejich feSeni. V pitipadé Skody
na zdravi spojené s Klinickym hodnocenim poskytne
Zadavatel subjektim ndhradu Skody. Zadavatel a
PPD nepfejimaji odpovédnost za Zadny piipad,
v némz subjekt nebo jeho fadn€ opravnény zastupce
neposkytli pisemny informovany souhlas.

16.2  Poskytovatel a ZkouSejici se zavazuji, 7Ze
Zadavatel a PPD neponesou odpovédnost a
Poskytovatel a ZkouSejici Zadavatele a PPD
odSkodni a ochrdni pfed $kodami na majetku i na
zdravi, djmou, naroky, Zalobami, rozsudky,
pozadavky, ndklady ¢&i vydaji, vcetné zejména
pfiméfenych ndkladi na pravni zastoupeni
vynaloZenych Zadavatelem nebo PPD, v disledku
nedbalosti, tmyslného poruseni povinnosti nebo
poruseni této  Smlouvy  Poskytovatelem i
Zkousejicim nebo jejich zaméstnanci a zdstupci,
anebo v piipadech, kdy jsou dusledkem vyzkumné
¢innosti odporujici ustanovenim Protokolu ¢i jingm
informacim poskytnutym Poskytovateli a
Zkousejicimu Zadavatelem nebo PPD.

16.3. Zadavatel nebo PPD odSkodni a ochrini
Poskytovatele a Zkousejictho pfed Skodami na
majetku i na zdravi, djmou, ndroky, Zalobami,
rozsudky, poZadavky, ndklady ¢i vydaji, vcetné
zejména priméfenych ndkladt na pravni zastoupeni
vynaloZenych Poskytovatelem nebo Zkousejicim
v disledku  nedbalosti, dmyslného  poruseni
povinnosti nebo poruseni této Smlouvy ze strany
PPD.

16.4  Poskytovatel prohlasuje, Ze je pojistén
vsouladu s §45 odst.2 pism.n) zdkona
€. 372/2011 Sb., o zdravotnich sluzbach, proti
hmotné odpovédnosti vyplyvajici z poskytovani
zdravotni péCe. Toto pojisténi odpovidd platnym
predpistim a nezahrnuje pojisténi odpovédnosti pii
provadéni klinického hodnoceni. Dle § 45 odst. 2
pism. n) zdkona ¢.372/2011 Sb. musi pojisténi
platit po celou dobu poskytovéni zdravotni péce u
Poskytovatele.

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
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allegedly caused by the procedures conducted under
the Protocol, provided the injury is not a result of
negligence, willful misconduct or non-compliance
with the Protocol or this Agreement. In return for
this coverage, Institution and Investigator agree to
promptly notify the Sponsor and PPD in writing of
any claim and to co-operate fully in the handling of
the claim. The Sponsor will provide compensation
to Trial subjects in the event of Trial-related injury.
The Sponsor and PPD assume no liability for any
case in which written informed consent was not

given by the subject or duly authorized
representative.
16.2  Institution and Investigator agree that the

Sponsor and PPD will not be responsible for and that
Institution and Investigator shall indemnify, defend
and hold the Sponsor and PPD harmless from any
and all losses, injuries, harm, claims, actions,
judgements, demands, costs or expenses, including
without limitation, reasonable attorney’s fees
incurred by Sponsor or PPD as a result of
negligence, willful misconduct or breach of this
Agreement by Institution or Investigator or their
employees’ and agents’ part, or if they result from
research activities contrary to the provisions of the
Protocol or other information provided to Institution
and Investigator by the Sponsor or PPD.

16.3.  Sponsor or PPD shall indemnify, defend
and hold harmless Institution and Investigator from
any and all losses, injuries, harm, claims, actions,
judgements, demands, costs or expenses, including
without limitation, reasonable attorney's fees,
incurred by Institution or Investigator as a result of
PPD’s negligence or wilful misconduct, or breach
of this Agreement.

16.4  Institution declares that it has insurance
coverage in accordance with § 45 par. 2 Itr. n) of
Act no. 372/2011 Coll., on Medical Services 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
§ 45 par. 2 Itr. n) of Actno. 372/2011 Coll., , this
insurance coverage must be valid for the entire
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16.5 Zadavatel a PPD nenesou hmotnou
odpovédnost a neptejimaji neoprdvnéné zaruky
tykajici se vyrobku poskytnuté Poskytovatelem,
ZkouSejicim nebo jejich zamé&stnanci a zastupci.

17.0  Odstoupeni od Smlouvy
17.1  PPD a/nebo Zadavatel mize od Smlouvy
odstoupit pisemnym ozndmenim s okamZitou
ucinnosti z téchto divod:
17.1.1 pokud Zadavatel Klinické
hodnoceni ukondi;

17.1.2 pfi zéniku smlouvy mezi PPD a
Zadavatelem;

17.1.3 pokud je na zdkladé dostupnych
udaju treba Klinické hodnoceni z jakéhokoli
divodu ukoncit, zejména pro bezpecnost a
blaho subjektti zatazenych v Klinickém
hodnocent;

17.1.4. bylo-li dosazeno celkového cilového
poctu subjektt, i kdyz ndbor u Poskytovatele
nebyl ukoncen;

17.1.5. jeli zafazovani vyhovujicich
subjekti do Klinického hodnoceni pfilis
pomalé na to, aby byly splnény sjednané
terminy;

17.1.6. pokud piislusné mistni statni organy
odejmou povoleni a souhlas k provadéni
Klinického hodnocent;

17.1.7. pokud Poskytovatel nebo Zkousejici
nedodrzuji podminky Protokolu nebo je
zaznam udaji chronicky nepfesny nebo
netplny;

17.1.8 Pokud Poskytovatel nebo Zkousejici
porusi nékterou podminku této Smlouvy;

17.19 Smlouva muZze zaniknout i
pisemnou dohodou mezi PPD,
Poskytovatelem a Zkousejicim.

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
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length of the Medical Facility’s provision of
medical care.

16.5 The Sponsor and PPD will not be liable for
and are not a party to unauthorized warranties made
by Institution, Investigator or its/his’/her employees
and agents relating to the product.

17.0 Termination

17.1 PPD and/or Sponsor may terminate the

Agreement, effective immediately upon written
notification for any of the following reasons:

17.1.1 if Sponsor terminates the Trial;
17.1.2 if PPD's agreement with the
Sponsor is terminated;

17.1.3 if  available data  supports

termination of the Trial for any reason,
including for the safety and welfare of the
Trial subjects;

17.1.4 if overall Trial enrollment has been
met, even if the enrollment at Institution has
not been completed;

17.1.5. if the entry of valid subjects in the
Trial is too slow to meet the agreed time
schedule;

17.1.6. if authorization and approval to
conduct the Trial is withdrawn by the
competent local regulatory authorities;

17.1.7. if Institution or Investigator fail to
adhere to the terms of the Protocol or data

recording is chronically inaccurate or
incomplete;
17.1.8 if Institution or Investigator default

on any term of this Agreement; or

17.1.9 by agreement, in writing, between
PPD, Institution and Investigator.
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17.2  Po obdrzeni ozndmeni o odstoupeni jsou
Poskytovatel a ZkouSejici povinni neprodlené
ukon¢it ndbor subjektl, fidit se stanovenymi
postupy pro ukonceni, zajistit, aby byly provedeny
vSechny potfebné postupy pro dalsi sledovani
subjekti, a  vynalozit  priméfené usili
k minimalizaci dal$ich nakladu.

18.0  Zakaz vykonu povolani

18.1  Poskytovatel a ZkouSejici prohlasuji, Ze
proti Poskytovateli, ZkouSejicimu,  jejich
zamgstnancim ani  Zadné jiné osob€ najaté

Poskytovatelem nebo ZkouSejicim k provadéni
Klinického hodnoceni dle této Smlouvy (i) neni
vedeno Setieni FDA nebo mistnim statnim orgdnem
za Ucelem fizeni o zdkazu vykonu povoldni, ani jim
neni uloZen zakaz dle amerického zdkona Generic
Drug Enforcement Act z roku 1992, ve znéni
pozd¢jsich predpist (21 U.S.C. §301 a nasl.), (ii)
nenfi nafizeno ustn{ jednani za icelem zdkazu tcasti
na vyzkumu ani jim takovy zdkaz nebyl FDA
uloZen dle amerického zakona 21 CFR § 312.70 a
nésledujicich ustanoveni ani Zaddnym mistnim
stitnim orgdnem, (iii) nebylo jim odnato ani
pozastaveno lékatské opravnéni nebo jina prislusna
certifikace. Déle Poskytovatel a ZkousSejici
prohlasuji, Ze se Poskytovatel ani ZkouSejici
nedopustili Zddného jednani ani Cinnosti, které by
mohly vést k nékterému z vySe uvedenych fizeni —
o zdkazu ucasti na vyzkumu, zdkazu vykonu
povolani, odnéti nebo pozastaveni opravnéni.
Pokud po dobu platnosti této Smlouvy bude proti
Poskytovateli, ZkouSejicimu ¢ jiné  osobé
zamestnavané Ci jinak najaté Poskytovatelem Cci
Zkousejicim k provadéni Klinického hodnoceni (i)
zahdjeno Setfeni FDA za dcelem zdkazu vykonu
povoldni nebo uc€asti na vyzkumu, (ii) bude jim
vysloven zakaz vykonu povoldni nebo tucasti na
vyzkumu, (iii) bude zahdjeno Setfeni, které muze
vést kodnéti nebo pozastaveni 1ékatského
opravnéni nebo certifikatu, (iv) bude jim odnato ¢i
pozastaveno lékafské oprdvnéni nebo certifikat,
nebo (v) se dopusti jednani ¢i Cinnosti, které by
mohly vést k nékterému z vySe uvedenych fizeni —
o zdkazu ucasti na vyzkumu, zdkazu vykonu
povoldni, odnéti nebo pozastaveni opravnéni,
prislus$na strana o tom neprodlen¢ vyrozumi PPD.

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
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17.2  Upon receipt of notice of termination,
Institution and Investigator shall immediately cease
any subject recruitment, follow the specified
termination procedures, ensure that any required
subject follow-up procedures are completed, and
make all reasonable efforts to minimize further
costs.

18.0 Debarment Certification
18.1 Institution and Investigator represent and
warrant that neither Institution, Investigator

its/his/her employees, nor any other person
retained by Institution or Investigator to perform
the Trial pursuant to this Agreement, (i) is under
investigation by the FDA or any local regulatory
agency for debarment action or is presently
debarred pursuant to the Generic Drug
Enforcement Act of 1992, as amended (21 U.S.C.
§301 et seq), (ii) has a disqualification hearing
pending or has been disqualified by the FDA
pursuant to 21 CFR Section 312.70 or its successor
provisions or any local regulatory agency or (iii)
does not have a revoked or suspended medical
license or applicable certification. In addition,
Institution and Investigator represent and warrant
that neither Institution nor Investigator have
engaged in any conduct or activity which could
lead to any of the above mentioned
disqualification, = debarment, revocation  or
suspension actions. If during the term of this
Agreement Institution, Investigator or any person
employed or retained by Institution or Investigator
to perform the Trial (i) come under investigation
by FDA for debarment action or disqualification,
(ii) are debarred or disqualified, (iii) comes under
an investigation that may result in the revocation
or suspension of a medical license or certification,
(iv) medical license or certification is revoked or
suspended or (v) engages in any conduct or
activity which could lead to any of the above
mentioned  disqualification or  debarment,
revocation or suspension actions, said party shall
immediately notify PPD of same.
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18.2 Pro dcely této Smlouvy se odkazy na
FDA a na zdkon Generic Drug Enforcement Act
povazuji zarovenl za odkazy na jiné stitni orginy
piislusné krozhodovdni o pfedmétu daného
Klinického hodnoceni a jiné zdkony a predpisy
vztahujici se na Klinické hodnoceni.

19.0 Predani finan¢nich adaji

V souladu s pozadavky piedpist USA se
Poskytovatel a ZkouSejici zavazuji, Ze za kazdého
zkousejictho nebo spoluzkousejictho uvedeného
v seznamu ¢i jinak uréeného, ktery se piimo podili
na 1écbeé nebo vyhodnocovani subjektd vyzkumu,
Poskytovatel a Zkousejici neprodlené¢ zaSlou PPD
formulat financnich uddaji vyplnény a podepsany
timto zkouSejicim nebo spoluzkousejicim, kde
budou uvedeny vSechny pfislusné financni zajmy
téchto zkousSejicich, spoluzkouSejicich a jejich
manZell/manZelek a vyzivovanych déti. Pokud
PPD neobdrzi od kazdého z téchto zkousejicich a
spoluzkousejicich  vyplnény formulaf, mutze
pozastavit platby. Poskytovatel a ZkouSejici jsou
povinni zajistit, aby byly tyto formulafe neprodlen¢
prabézné aktualizovany tak, aby ziistaly spravné a
upln€ po celou dobu Klinického hodnoceni a déle
po dobu jednoho (1) roku po jeho dokonceni.
Poskytovatel a ZkouSejici souhlasi stim, Ze
vyplnéné formulafe mohou byt kontrolovany
stitnimi orgdny, Zadavatelem, PPD a jejich
zastupci, a Poskytovatel a ZkouSejici s takovou
kontrolou souhlasi. Poskytovatel a Zkousejici dale
souhlasi s pfedavanim téchto finanénich udaju do
USA, i kdyZ ochrana osobnich udaji v USA
nemusi existovat nebo byt na stejné drovni jako ve
staté pasobeni Poskytovatele a Zkousejiciho.

20.0 Preprava nebezpeénych latek a infekéniho

18.2  For the purposes of this Agreement,
reference to the FDA and the Generic Drug
Enforcement Act shall also be deemed a reference
to any other governmental or regulatory authorities
having jurisdiction over the subject matter of the
particular Trial or any other laws and regulations
applicable to the Trial.

19.0 Financial Disclosure

In accordance with U.S. regulatory requirements,
Institution and Investigator agree that, for each
listed or identified investigator or subinvestigator
who is directly involved in the treatment or
evaluation of research subjects, Institution and
Investigator shall promptly return to PPD a
financial disclosure form that has been completed
and signed by such investigator or subinvestigator,
which shall disclose any applicable interests held
by those investigators or subinvestigators and their
spouses or dependent children. PPD may withhold
payments if it does not receive a completed form
from each such investigator and subinvestigator.
Institution and Investigator shall ensure that all
such forms are promptly updated as needed to
maintain their accuracy and completeness during
the Trial and for one (1) year after its completion.
Institution and Investigator agree that the
completed forms may be subject to review by
governmental or regulatory agencies, Sponsor,
PPD, and their agents, and Institution and
Investigator consent to such review. Institution
and Investigator further consent to the transfer of
such financial disclosure data to the U.S., even
though data protection may not exist or be as
developed in the U.S. as in Institution and
Investigator’s own country.

Goods

21.0 Shipping of Dangerous and

materialu

Preprava nebezpecnych latek a infekéniho
materidlu (véetné infekcnich vzorkli od subjektd)
podléhd mistnim, ndrodnim a mezindrodnim
pfedpisim. Poskytovatel a ZkouSejici jsou
odpovédni za zajiSténi toho, aby kazdd osoba
provadéjici baleni nebo manipulaci s nebezpe¢nymi
laitkami ¢i  infekénim materidlem za uUcelem
prepravy z prostor Poskytovatele dodrZzovala platné
predpisy.

SOA 26022015 PPD/FNHK/ XXXXXXXXXXXX
Datum Ginnosti/Effective date: 2.5./2 May 2011
Ceska republika/Czech Republic

Infectious Materials

The shipment of dangerous goods and infectious
materials (including infectious subject specimens)
is subject to local, national, and international laws
and regulations. Institution and Investigator are
responsible for ensuring that each individual who
packages or handles any dangerous goods or
infectious materials for shipping from Institution
complies with all applicable laws and regulations.
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21.0  Zavérecna ustanoveni
21.1  Tato Smlouva zavazuje smluvni strany,
jejich  statutdrni zastupce, pravni ndstupce a

nabyvatele jejich prdv; muze byt ménéna a
doplitovdna pouze pisemnymi dodatky podepsanymi
smluvnimi stranami a nahrazuje vSechny pfedchozi
pisemné i dustni smlouvy a prohlaSeni mezi
smluvnimi stranami ve véci svého predmétu.
Poskytovatel ani ZkouSejici neptevedou Zidnd sva
prava ani povinnosti z této Smlouvy bez pisemného
souhlasu Zadavatele a/nebo PPD. Zadavatel a/nebo
PPD na Zadost Zadavatele mohou tuto Smlouvu
prevést na tfeti osobu, (a PPD na zadost Zadavatele
mize pievést svd prdva a povinnosti z této
Smlouvy na Zadavatele), pfiCemZ Zadavatel, resp.
PPD nenese odpovédnost za Zaddné povinnosti a
zévazky na zédkladé této Smlouvy, které vzniknou
po dni takového pievodu, a Poskytovatel a
Zkousejici timto s uvedenym pfevodem souhlasi.
Poskytovatel a ZkouSejici budou o pievodu
neprodlené informovani nabyvatelem. Nevymdahani
kterékoli podminky této Smlouvy neznamend vzdani
se této podminky. Bude-li kterdkoli c¢dst této
Smlouvy oznacena soudem za netcinnou, zistane
zbytek této Smlouvy dc¢innym. VSechny povinnosti
obsazené v této Smlouve, které maji byt plnény po
jejim zaniku, zlstavaji v platnosti i po zaniku této
Smlouvy.

21.2  VsSechna ozndmeni, kterd maji nebo mohou
byt na zdkladé¢ této Smlouvy cinéna nekterou
stranou této Smlouvy, musi byt u¢inéna pisemné a
jsou platnd ke dni doruceni v piipadé osobniho
predani, zaslani uzndavanou kuryrni sluzbou ¢i
faxem, anebo pét (5) dni po datu postovniho
razitka v pfipadé zaslani s doporucenou nebo
obdobnou postou vyplacené¢ a s dorucenkou, na
adresu:

Pro PPD:

PPD Czech Republic, s.r.0.

Bud¢jovicka alej

Antala Staska 2027/79

140 00 Praha 4

Ceska republika

XXXXXXXXXXXX
XXXXXXXXXXXX_XXXXXXXXXXXX
XXXXXXXXXXXX
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21.0  Miscellaneous

21.1  This Agreement shall be binding upon the
parties, their legal representatives, successors and
assignees; may not be modified or amended except
by written instrument signed by the parties; and
supersedes all prior written and oral agreements and
representations between the parties with respect to
the matter hereof. Neither Institution nor
Investigator shall assign or transfer any rights or
obligations under this Agreement without the
written consent of Sponsor and/or PPD. Sponsor
may, and/or PPD may, upon Sponsor’s request,
assign this Agreement to a third party, (and PPD
may, upon Sponsor’s request, assign its rights and
obligations under this Agreement to Sponsor), and
Sponsor and/or PPD (as the case may be) shall not
be responsible for any obligations or liabilities
under this Agreement that arise after the date of the
assignment, and Institution and Investigator hereby
consents to such an assignment. Institution and
Investigator will be given prompt notice of such
assignment by the assignee. Failure to enforce any
term of this Agreement shall not constitute a
waiver of such term. If any part of this Agreement
is found to be unenforceable, the rest of this
Agreement will remain in effect. All obligations
contained herein as to which performance is required
after termination shall survive termination.

21.2  Any notice required or permitted to be
given hereunder by either party hereto shall be in
writing and shall be deemed given on the date
received if delivered personally, by recognized
overnight courier, or by facsimile, or five (5) days
after the date postmarked if sent by registered or
certified mail, return receipt requested postage
prepaid, to the following address:

If to PPD:
PPD Czech Republic, s.r.o.
Budejovicka alej
Antala Staska 2027/79
140 00 Praha 4
Czech Republic
XXXXXXXXXXXX
XXXXXXXXXXXX
XXXXXXXXXXXX
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Kopie:
PPD Development, LP
929 North Front Street
Wilmington, NC 28401
XXXXXXXXXXXX
XXXXXXXXXXXX
XXXXXXXXXXXX

Poskytovateli:

Fakultni nemocnice Hradec Kralové

Pravni odbor

Sokolska 581

500 05 Hradec Krilové — Novy Hradec
Kralové

XXXXXXXXXXXX

XXXXXXXXXXXX

XXXXXXXXXXXX

ZkousSejicimu:

xxxxxxxxxxxx Fakultni nemocnice Hradec
Kralové

Klinika onkologie a radioterapie

Sokolska 581

500 05 Hradec Krédlové — Novy Hradec
Kralové

XXXXXXXXXXXX
XXXXXXXXXXXX

Zadavateli:

Genentech, Inc., 1 DNA Way

South San Francisco, CA 94080, U.S.A.
XXXXXXXXXXXX

Kterakoli smluvni strana miZe zménit svou adresu
pro oznamovani a kontaktni osobu oznamenim
u¢inénym zptisobem zde stanovenym.

21.3  Spory tykajici se této Smlouvy, které se
strandm nepodaii vyfeSit smirn¢, budou feseny dle
prava Ceské republiky pted soudy Ceské republiky.

214  Tato Smlouva a jeji nasledné dodatky
mohou byt uzavieny v4 vyhotovenich, kterd
vSechna dohromady tvoi{ jedinou smlouvu.

21.5 V piipadé rozporu mezi anglickou a ¢eskou
verzi této smlouvy md pfednost a je rozhodujici
verze Ceskd.
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With copy to:
PPD Development, LP
929 North Front Street
Wilmington, NC 28401
XXXXXXXXXXXX
XXXXXXXXXXXX
XXXXXXXXXXXX

If to Institution:
Fakultni nemocnice Hradec Kralove
Legal department
Sokolska 581
500 05 Hradec Kralove — Novy Hradec
Kralove
XXXXXXXXXXXX
XXXXXXXXXXXX
XXXXXXXXXXXX

If to Investigator:

xxxxxxxxxxxx Fakultni nemocnice Hradec
Kralové

Klinika onkologie a radioterapie

Sokolska 581

500 05 Hradec Kralové — Novy Hradec
Kralové

XXXXXXXXXXXX
XXXXXXXXXXXX

If to Sponsor:

Genentech, Inc., 1 DNA Way

South San Francisco, CA 94080, U.S.A.
XXXXXXXXXXXX
Any party may change its notice address and
contact person by giving notice of same in the
manner herein provided.

21.3  Disputes regarding this agreement which the
parties fail to settle amicably will be settled in
accordance with Czech Republic legislation in a
Czech Republic court of law.

214  This Agreement, and any subsequent
amendment(s), may be executed in 4 counterparts
and the counterparts, together, shall constitute a
single agreement.

21.5 In case of discrepancies between Czech and
English version of this Agreement, Czech version
shall prevail.
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F.HOFFMANN-LA ROCHE LTD
PPD Czech Republic, s.r.o. for and on behalf of F.Hoffmann-La Roche Ltd/ PPD Czech Republic,
s.r.o. za F.Hoffmann-La Roche Ltd

Podepsal/By:

Jméno/Name:

Funkce/Title:

Datum/Date:

PPD CZECH REPUBLIC, S.R.O.

Podepsal/By:

Jméno/Name:

Funkce/Title:

Datum/Date:

POSKYTOVATEL /INSTITUTION

Podepsal/By:

Jméno/Name: prof. MUDr. Roman Prymula, CSc., Ph.D.
Funkce/Title: teditel / director

Datum/Date:

ZKOUSEJICI /INVESTIGATOR - XXXXXXXXXXXX

Podepsal/By:

Datum/Date:
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Platby a platebni kalendar

PRILOHA A

Payment and Payment Schedule

EXHIBIT A
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