Smlouva o zabezpeceni klinického hodnoceni

PPD Czech Republic, s.r.o.,

se sidlem Budgjovicka alej, Antala StaSka 2027/79,
140 00 Praha 4, Ceska republika, dcefina spolecnost
PPD International Holdings GmbH., jednajici
prostfednictvim  MUDr. Dariny Hrdlickové -
jednatelky spoleCnosti — a zapsand v obchodnim
rejstiiku vedeném Méstskym soudem v Praze, ¢ést C,
€. vlozky 37941 (vypis z OR tvofi pfilohu €. 6).

ICO: 63671077

DIC: CZ63671077

Bankovni spojeni: Deutsche Bank Aktiengesellschaft
Filiale Prag organiza¢ni slozka, Jungmannova 34/750,
111 21 Praha

¢.0.: 315230 0006 / 7910

IBAN: CZ57 7910 0000 0031 5230 0006

SWIFT: DEUTCZPX

dale jen “PPD”

D

VSeobecna fakultni nemocnice v Praze, U
Nemocnice 499/2, 128 08 Praha 2, Ceska republika,
zastoupend Mgr. Danou Juréskovou, Ph. D., MBA -
feditelkou (kopie zfizovaci listiny tvofi pfilohu €. 7)

IC: 00064165
DIC: CZ 00064165
dale jen ,,poskytovatel*

Agreement on Clinical Study

PPD Czech Republic, s.r.o.,

with its registered address at Budejovicka alej, Antala
Staska 2027/79, 140 00 Prague 4, Czech Republic, a
subsidiary of PPD International Holdings GmbH.,
represented by MUDr. Darina Hrdlickova, executive
of the company, and registered in the Commercial
Register at the Municipal Court in Prague, Section C,
Insert 37941 (extract from CR forms Appendix no.
6).

Company ID no.: 63671077

Tax ID no.: CZ63671077

Bank information: Deutsche Bank Aktiengesellschaft
Filiale Prag organizacni sloZzka, Jungmannova
34/750, 111 21 Praha

Acct. no.: 315 230 0006 / 7910

IBAN: CZ57 7910 0000 0031 5230 0006

SWIFT: DEUTCZPX

further, “PPD”

and

Vseobecna fakultni nemocnice v Praze, U
Nemocnice 499/2, 128 08 Praha 2, Czech Republic,
represented by Mgr. Dana Juraskova, Ph. D., MBA
director (copy of an incorporation deed forms
Appendix no.7)

Company ID no.: 00064165
Tax ID no.: CZ00064165
further, the “Medical Facility”

dale jen “zkousejici”

dale jednotlivé jako ,,smluvni strana“ a spole¢né jako
“smluvni strany”
uzaviraji tuto s m 1o u v u (déle jen ,,smlouva®)

l.
Predmét a tcel smlouvy

[N

) Predmétem smlouvy je klinické hodnoceni
humanniho lé€ivého pfipravku

I (dale jen “hodnocené Iégivo”) (déle jen
“klinické hodnoceni™), které provadi PPD jako
nezavisly subjekt ve prospéch farmaceutické firmy

Version May 2014

further, the “Investigator”
each a “Party” and collectively “the Parties”
conclude thisagreement (“Agreement”):

l.
Subject and purpose of the Agreement

1) The subject of the Agreement is the clinical
evaluation of the Study Drug
I (further, the “Study Drug”) (further, the
“Clinical Study”), which PPD is conducting as
an independent contractor for the benefit of a
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2)

3)

4)

5)

»BMS*“ coZ zahrnuje vSechny divize, dcefiné
spoleCnosti a poboCky Bristol Myers Squibb
Company, Bristol Myers Squibb International
Corporation registrovanych na adrese Chaussée de
la Hulpe 185, 1170 Brusel, Belgie, jez je

vyrobcem léCiva (déle jednotlivé i souhrnné jen
“zadavatel”) (pIn& moc zadavatele pro spole¢nost
3) podle protokolu C.

v

PPD tvorfi pfilohu C.

(dale
jen ,protokol*), jenZ je pfilohou €. 8 této smlouvy
a podrobné popisuje €innosti provadéné v ramci
klinickeho hodnoceni a rozdéleni zodpovédnosti
mezi smluvni strany.

UCelem smlouvy je stanovit podminky
k provedeni klinického hodnoceni a vymezit
prava a povinnosti smluvnich stran pro priibéh a
provedeni  klinického  hodnoceni  nejvysSe
profesionalnim  zplsobem (vCetné véasného
poskytovani vsech dat a informaci tykajicich se
klinického hodnoceni, a CRF - Case Report
Forms, popfipadé elektronickych CRF, tzv. e-
CRF).

Poskytovatel a zkouSejici prohladuji, ze maji
zkuSenosti, schopnosti, v péCi pFfiméreny pocet
odpovidajicich subjektll a zdroje, vEetné personalu
a vybaveni, aby mohli presng, ucelné a v€as
provést Kklinické hodnoceni profesiondlnim a
kvalifikovanym zplisobem, a Ze tyto zdroje budou
trvale pouzivat tak, aby klinické hodnoceni takto
provedli.

Zkousejici prohladuje, Ze neni zaméstnancem nebo
zastupcem PPD.

V pfipadé jakéhokoli rozporu ¢&i neshody mezi
nélezitostmi obsaZzenymi v protokolu a v této
smlouvé budou smluvni podminky urcujici pro
pInéni pravnich zavazk( smluvnich stran, zatimco
protokol bude urcujici pro zplisob vedeni tohoto
klinického hodnoceni.
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2)

3)

4)

5)

pharmaceutical company, “BMS” which includes
all Divisions, Affiliates and Subsidiaries of
Bristol Myers Squibb Company, Bristol Myers
Squibb  International ~ Corporation  whose
registered address is Chaussée de la Hulpe 185,
1170 Brussels, Belgium which is the producer of
the Study Drug (further individually and
collectively, the “Sponsor”) (Power of Attorney
from Sponsor to PPD forms Appendix no. 3)
pursuant to Protocol

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

The purpose of the Agreement is to set out
conditions for conducting the Clinical Study and
to provide the rights and obligations of the Parties
for conducting the Clinical Study, in highly
professional manner (which shall include but not
be limited to, submitting all data and other
information related to the Clinical Study in a
timely manner, including all case report forms
(CRFs), or electronic CRFs, also called e-CRFs).

The Medical Facility and the Investigator declare
that they have the experience, capability,
adequate number of 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/she is not an
employee or agent of PPD.

If there is any discrepancy or conflict between the
terms contained in the Protocol and this
Agreement, the terms of the Agreement shall
govern and control with regards to legal
obligations of the Parties and the Protocol shall
govern and control with regards to the conduct of
the Clinical Study.
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1)

2)

1.
Zahajeni klinického hodnoceni

Klinické hodnoceni bude zahajeno na zékladé
povoleni Statniho Ustavu pro kontrolu IéCiv,
souhlasného stanoviska prislusné lokalni etické
komise a prislusné multicentrické etické komise
(dale souhrnné jen ,,SUK L/etické komise®).

Kopie rozhodnuti a souhlasného stanoviska podle
odst. 1 budou uloZeny ve zdravotnickém zafizeni u
zkouSejiciho v dokumentaci o provedeni
klinickeho hodnoceni. Kopie rozhodnuti tvofi
pfilohu €. 5.

3) Spolecnost PPD je odpovédna za plnéni veSkerych

4)

1)

2)

zakonnych  povinnosti,  v€etné  povinnosti
informacnich, ve vztahu k etickym komisim
v souvislosti s klinickym hodnocenim, a také za
jednani vaci etickym komisim v souvislosti
s klinickym hodnocenim.

Zadavatel je odpovédny za plnéni veSkerych
zakonnych  povinnosti,  vCetné  povinnosti
informacnich, ve vztahu ke Statnimu Ustavu pro
kontrolu léCiv a pfipadné k jinym kontrolnim
araddm, v souvislosti s klinickym hodnocenim, a
také za jednani vdci Statnimu Ustavu pro kontrolu
1eCiv v souvislosti s klinickym hodnocenim.

1.
Misto a doba provedeni klinického hodnoceni
a resitelske centrum

Klinické  hodnoceni  bude provedeno na
Dermatovenerologické Klinice poskytovatele
(dale jen FeSitelské centrum®), v Cele se
zkouSejicim jako hlavnim zkouSejicim a dalSimi
povérenymi pracovniky (dale jen ,,Studijni tym*).

Ke zméné FeSitelského centra a ve jmenovani Ci
doplnéni povérenych pracovnikd mliZe dojit jen po
dohodé PPD, poskytovatele a zkou3ejiciho.
Pisemny doklad o takové dohodé musi byt uloZen
v dokumentaci o provedeni klinického hodnoceni.
PPD bere na védomi, Ze  ukonCeni
pracovnépravniho vztahu zkousejiciho
s Poskytovatelem je pravem Poskytovatele a
nebude povaZzovano za porudeni této smlouvy.
Nedohodnou-li se smluvni strany na osobé nového
zkousSejiciho, ktery pfijme zavazky zkousejiciho
dle této smlouvy, do patnacti (15) dnd od
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1.
Commencement of the Clinical Study

1) The Clinical Study will be commenced on the
basis of a permit from the State Institute for Drug
Control, the concurring opinion of the relevant
local ethics committee and the relevant multi-
center ethical committee (further collectively, the
“Regulatory Authority/Ethics Committees*).

2) Copies of the decision and of the concurring
opinion pursuant to par. 1 will be filed at the
Medical Facility, with the Investigator, in the
documentation about the conduct of the Clinical
Study. Copies of the decisions are contained in
Appendix no. 5.

3) PPD is responsible for fulfilling of all the legal
obligations, including informational obligation, in
relation to State Institute for Drug Control, Ethics
Committees and other regulatory authorities if
needed in connection with Clinical Study.

4) Sponsor is responsible for fulfilling of all the legal
obligations, including informational obligation, in
relation to State Institute for Drug Control and
other regulatory authorities if needed in
connection with Clinical Study and also for the
communication with State Institute for Drug
Control in relation to the Clinical Study.

.
Place and term of conducting the Clinical Study
and the Study Site

1) The Clinical Study shall be conducted at Clinic
of Dermatology and Venerology of the Medical
Facility (further, the “Study Site”), headed by the
Investigator as the principal investigator and
other authorized employees (further, the “Study
Team”).

2) Changes in the Study Site and appointment or
addition of authorized employees can be made
only after Agreement between PPD, the Medical
Facility and the Investigator. A written document
about such Agreement must be filed in the
documentation about the conduct of the Clinical
Study. PPD acknowledges that termination of the
employment relationship between the Medical
Facility and Investigator is the Medical Facility’s
right and will not be considered as breach of this
Agreement. In case Parties do not agree on a
new investigator which would take over the
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3)

4)

5)

oznameni ukonCeni ucCasti zkouSejiciho, je
kterdkoliv ze smluvnich stran opravnéna od této
smlouvy odstoupit.

Klinické hodnoceni nebude v feSitelském centru
zahdjeno dfive, neZ vejde v platnost tato smlouva,
a budou splnény dalsi podminky vyZadované
pfisluSnymi  pravnimi  pfedpisy.  Zafazovani
subjektl hodnoceni do klinického hodnoceni bude
zahajeno v pribéhu | Predpokladany
Cas potfebny k provedeni klinického hodnoceni je
od |GG . Dob: provadéni
klinického hodnoceni mdZe byt v jeho priibéhu
prodlouZena nebo zkracena. Spole¢nost PPD
pisemné ozndmi poskytovateli a zkouSejicimu
pfipadné  zmény v pfedpokladaném  Case
potfebném  k¥adnému provedeni  klinického
hodnoceni. Zmény doby trvani Klinického
hodnoceni neni nutno provadét prostfednictvim
dodatku této smlouvy.

Klinické hodnoceni subjektll nebude zahéjeno
dfive, nez bude obdrzen souhlas v3ech pfislusnych
etickych komisi a jakakoliv dalsi povoleni, kterd
jsou nezbytnd k provadéni tohoto klinického
hodnoceni.

Ukaze-li se v pribéhu Klinického hodnoceni, Ze
nebude mozné jej ukoncit vCas v predpokladaném
terminu, zkouSejici je tuto skuteCnost povinen
neprodlené ozndmit PPD.

Iv.
Zakladni podminky pro provadéni klinického
hodnoceni

1) Zkousejici provede klinické hodnoceni pfi

dodrZeni platnych pravnich predpist, a to
zejména zékona €. 378/2007 Sh., o IéCivech, ve
znéni pozdéjsich predpisd, zakona
€. 372/2011 Sb., o zdravotnich sluzbach, ve znéni
pozdéjSich predpistl, vyhlasky ¢.226/2008 Sb.,
kterou se stanovi spravna klinick& praxe a blizsi
podminky klinického hodnoceni 1éCiv, ve znéni
pozdgjsich predpist, v souladu s poskytnutymi
informacemi a ve shodé se zakladnimi
podminkami a zasadami stanovenymi:

a) v protokolu klinického hodnoceni vydaném
zadavatelem, ktery je prilohou €. 8 této
smlouvy, a vsouladu spoZadavky vsech
pfislusnych etickych komisi. Pfipadné zmény
protokolu Ize provést jen s pisemnym
souhlasem zadavatele a vSech smluvnich
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Investigator’s obligations under this Agreement
in fifteen (15) days from the notification of
Investigator’s participating termination, any Party
has the right to terminate this Agreement

3) The Clinical Study will not be started in the
Study Site before this Agreement becomes valid
and other conditions required by relevant legal
regulations are fulfilled. Selection of Clinical
Study subjects for the Clinical Study will begin
during [ The entire Clinical Study is
planned to be conducted from ||l IR
B The term of the Clinical Study may be
extended or shortened during its course. PPD will
inform the Medical Facility and the Investigator
of any changes related to the expected term of the
conduct of the Clinical Study. Changes of the
term of the Clinical Study will not necessitate an
amendment hereto.

4) No patient treatments will be initiated prior to
receipt of approval of all relevant Ethics
Committees and any other approvals required to
conduct the Clinical Study.

5) If, during the Clinical Study, it becomes apparent
that the Clinical Study will not be completed on
schedule, the Investigator has to notify PPD
immediately.

V.
Basic conditions for conducting the Clinical Study

1) While conducting the Clinical Study, the
Investigator shall comply with all valid legal
regulations, in particular Act no. 378/2007 Coll.
on Pharmaceuticals, as amended, Act
no. 372/2011 Coll. on Medical Services, as
amended, Decree no. 226/2008 Coll. on the Good
Clinical Practice and Detailed Conditions for
Clinical Studies of Pharmaceuticals, as amended,
in accordance with the information provided, and
in accordance with the basic conditions and
principles provided by:

a) the Protocol of the Clinical Study issued by
the Sponsor which forms Appendix no. 8 of
this Agreement and in strict accordance with
the requirements of all relevant Ethics
Committees. The Protocol can be changed
only with the written consent of Sponsor and
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2)

3)

stran, na za&kladé ohlaseni Statnimu dstavu
pro kontrolu IéCiv, popf. schvéleni Statnim
ustavem pro kontrolu 1éCiv a souhlasného
stanoviska eticke komise, ledaze je to
nezbytné k odvraceni akutniho nebezpeci
hroziciho subjektlm klinického hodnoceni.
Zkousejici se zavazuje na dllkaz svého
souhlasu postupovat podle protokolu predat
PPD podepsanou Protocol Signature Page
(podpisovou stranu protokolu).

b) v instrukci zadavatele nazvané Investigator
brochure obsahujici veSkeré v sou¢asné dobé
zndmé  informace oléfivu a  jeho
vlastnostech. Tento dokument bude pfipojen
k dokumentaci o provedeni klinického
hodnoceni. Tento dokument bude
zkouSejicimu pFedan pred podpisem této
smlouvy a bude pfipojen k dokumentaci o
provedeni klinického hodnoceni; a

c) Vv povoleni vydaném k provedeni klinického
hodnoceni Statnim dstavem pro kontrolu
leCiv v pfipadech, kdy klinické hodnoceni
vyZaduje takovéto povoleni, jakoZz i v
souhlasném stanovisku etickych komisi ve
smyslu ¢l. 11. smlouvy.

Klinické hodnoceni bude provedeno ve shodé
stouto smlouvou, etickymi normami Ceské
lekafskeé komory, spravnou klinickou praxi,
podminkami vychazejicimi z Helsinské deklarace
Svétové asociace lékarli, jakoz i smérnici o
Spravné Klinické praxi (Guideline for Good
Clinical  Practice) stanovenou mezinarodni
konferenci  pro  harmonizaci  technickych
pozadavkd pro registraci humannich léCivych
pripravkll  (International ~ Conference  for
Harmonization of Technical Requirements for the
Registration of Pharmaceuticals for Human Use),
(dale jen ICH GCP Guidelines), &eskymi
protikorup&nimi pravnimi predpisy a dalSimi
prisluSnymi obecné zavaznymi pravnimi pfedpisy
Ceské republiky.

Dokumenty uvedené v odst. 1 pism. a) a b) jsou
ddvérné a informace o jejich obsahu mohou byt
poskytnuty jen pracovnikiim feSitelského centra
povéfenym €i jmenovanym podle €l. 11l. odst. 1
této smlouvy a organlim a institucim uvedenym
v €l. VI. PPD prohladuje, Ze informace predané
zkouSejicimu jsou kompletni pro provedeni
klinického hodnoceni.
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2)

3)

all Parties, on the basis of a notification to the
State Institute for Drug Control or an
approval from the State Institute for Drug
Control, and the concurring opinion of the
Ethics Commission, unless to eliminate an
immediate hazard to Clinical Study subjects.
The Investigator agrees, as an evidence of his
consent to follow the Protocol, to deliver to
PPD the signed Protocol Signature Page

b) the Sponsor’s instruction titled Investigator
brochure which contains all presently known
information about the Study Drug and its
qualities. This document shall be attached to
the documentation about the conduct of the
Clinical Study. This document shall be
provided to the Investigator before the
execution of this Agreement and shall be
attached to the Clinical Study documentation
; and

c) 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
Committee as specified in art. 1. of the
Agreement.

The Clinical Study shall be conducted in
accordance with this agreement, the ethical
standards of the Czech Medical Association,
good clinical practice, conditions under the
World Medical Association’s Declaration of
Helsinki and the Guideline for Good Clinical
Practice set by the International Conference for
Harmonization of Technical Requirements for the
Registration of Pharmaceuticals for Human Use
(further the “ICH GCP Guidelines”), the Czech
laws and regulations on Corrupt Practices and
Anti-Bribery, and other generally accepted
applicable legal regulations of Czech Republic.

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
Site authorized or named pursuant to art. .
par.1 of this Agreement and to institutions
specified in art. VI. PPD represents, that the
information provided to the Investigator is
complete for the conduct of the Clinical Study
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4) Zkoudejici se dale zavazuje predat PPD fadné 4) The Investigator agrees further, to deliver to PPD

5)

6)

vyplnény a podepsany formular FDA 1572, je-li
tento zadavatelem poZadovan.

PFislusné zaznamy tykajici se tohoto klinického
hodnoceni, wvéetnd zdznam( o identifikaci
subjektl hodnoceni, klinickych pozorovanich,
laboratornich testech, pfijeti 1€k{ a jejich predant,
budou nélezité vedeny tak, jak je poZadovano
spravnou Klinickou praxi a pFislusSnymi zékony,
aby zkouSejici a poskytovatel byli schopni
poskytnout zadavateli hodnoceni Uplné a presné
informace o v3ech aspektech a vysledcich tohoto
klinického hodnoceni. Spole€nosti PPD a/nebo
zadavateli bude po priméfeném avizu umoznéno
tyto studijni zéznamy (vCetné vySe uvedenych)
provérovat a auditovat za podminek stanovenych
v €l. VI této smlouvy.

Poskytovatel povéfi Fadné kvalifikovaného
zameéstnance na funkci delegovaného farmaceuta,
aby po dobu uchovéni IéCiva v lékarné zajistil
sprdvné  zachézeni s hodnocenym léCivem
ajinym  léCivem  pouZivanym v souladu
s provadénim  klinického hodnoceni  (vCetné
placeba), vsouladu s Protokolem, spravnou
lekarenskou praxi a vyhlaSkou €. 226/2008 Sb.
Postup nakladani s hodnocenym Iéivem a jeho
skladovani bude blize upfesnén monitorem
spolecnosti PPD delegovanému farmaceutovi.

Zadavatel prostfednictvim PPD zajisti distribuci
zésilky  hodnoceného  1éCiva do  lékarny
poskytovatele, kde je odpovédny farmaceut
pfevezme a zkontroluje (jako jiné zésilky - tzn.
neni-li  poSkozena, v pfipadé zvl&Stnich
pozadavkd na transport, byly-li tyto poZadavky
dodrzZeny, pfijem zasilky potvrdi), nasledné si na
Zadanku zkousejici zasilku vyzvedne na FeSitelské
centrum, kde je za né pIné zodpovédny. PPD je
povinno oznamit do 1 pracovnich dnl pred
dodanim, kdy bude zéasilka do Iék&rny pFedana
budto emailem na

Zadavatel prostfednictvim PPD zajisti dodavku na
adresu: VSeobecna fakultni nemocnice v Praze,
Nemocnicni lékarna, OPC, Karlovo nam. 32,
Praha 2, Ceskd republika; odpovédna osoba:
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5)

6)

a duly completed and signed form FDA 1572, if
the Sponsor requires so.

Adequate records with respect to the Clinical
Study shall be maintained as required by good
clinical practices and applicable Laws, including
without limitation records relating to subject
identification, clinical observations, laboratory
tests, and drug receipt and disposition, in all cases
sufficient to enable the Investigator and Medical
Facility to furnish the Sponsor with complete and
accurate information regarding all aspects and
results of the Clinical Study. PPD and/or Sponsor
shall be allowed to inspect and audit the records
(including the above mentioned) and other
Clinical Study related information upon
reasonable advance notice as stipulated in Article
VI of this Agreement.

The Medical Facility will authorize an employee
appropriately qualified to act as the Delegated
Pharmacist to secure proper handling of the
Study Drug and any related medication used in
the Clinical Study (including placebo), in
accordance with Protocol, Good Pharmaceutical
Practice and Decree no. 226/2008 Coll. during
the period the Study Drug is maintained in the
pharmacy. Procedures for handling the Study
Drug will be communicated by a PPD monitor to
the Delegated Pharmacist.

Sponsor, through PPD, will arrange for the
shipment and distribution of the Study Drug to
the pharmacy of the Medical Facility where the
shipment will be received and inspected by a
delegated pharmacist (as with all other shipments
— for damage and in case of special transportation
conditions, for the adherence to these conditions,
receipt confirmation). The Investigator will,
using a requisition slip, transfer the Study Drug
to the Study Center, where he will be fully
responsible for it. PPD is obliged to notify
Medical Facility 1 days before the Study Drug
delivery when will be the shipment delivered to
the pharmacy — either by email to the following

email address I

Sponsor shall ensure the delivery to the address:
Vseobecna  fakultni  nemocnice v Praze,
Nemocnicni lekarna, OPC, Karlovo nam. 32,
Praha 2, Czech Republic; responsible person:
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PPD a zadavatel prohladuji, Ze jsou splnény

veSkeré  podminky stanovené  pfisluSnymi
pravnimi  pfedpisy pro vyrobu (dovoz)
hodnoceného  IéCiva a  jeho  distribuci

poskytovateli. Likvidaci nevyuzitych Iékd si
zadavatel zajisti na vlastni ndklady

\

Vybeér subjektl hodnoceni pro klinické hodnoceni

1)

2)

3)

a informovany souhlas

Néabor subjektd klinického hodnoceni je
v klinickém hodnoceni kompetitivni. ZkouSejici
predpoklada, 7e bude zafazeno priblizné [}
subjektl klinického hodnocent.

Zarazeni subjektl klinického hodnoceni do
klinického hodnoceni bude moZné:

a) jen s pisemnym informovanym souhlasem
podle
§ 51 odst. 2 pism. h) zak. ¢. 378/2007 Sh., ve
znéni pozdéjsich predpist, a § 8 vyhlasky
€. 226/2008 Sh., vCetné pfilohy, ve znéni
pozdgéjsich predpisl, a po Ffadném poucenti;
Zkousejici bude pro tyto ucely pouZivat
vzorovy informovany souhlas, pFedloZzeny
PPD a schvéleny dle pfislusnych pravnich
predpisU; .

b) vsouladu s poZadavky
§ 52 zak. ¢. 378/2007 Sb.,
pozdgjsich predpist.

stanovenymi v
ve znéni

Dokument informovaného souhlasu (a/nebo
autorizace k osobnim tdajlim) musi:

a) pFiméfené popisovat vSechna predvidatelna
rizika  spojend  sUCasti v klinickém
hodnoceni, vCetné vSech predvidatelnych
vyznamnych rizik spojenych s hodnocenym
l[éCivem v souladu s Investigatorskou
broZzurou a informovanym  souhlasem
poskytnutym zadavatelem

b) povolit identifikaci informaci o subjektu
hodnoceni a/nebo jeho vzorkd, které maji byt
pouZzité,  zvefejnéné a  premistované
k zadavateli nebo jinym podle rozsahu
poZadovaného v souvislosti s klinickym
hodnocenim; a

c) autorizovat (nebo jinak povolit) pouZiti
kédovanych dat/vzorkd klinického

Version May 2014

PPD and Sponsor represent, that all the
conditions stipulated by the applicable law for
manufacturing (import) and distribution of the
Study Drug are met. Sponsor is responsible for
disposal of unused Study Drug at its own
expenses

V.

Selection of trial subjects for Clinical Study and

1)

2)

3)

informed consent

The enrolment of Clinical Study subjects in the
Clinical Study is competitive. The Investigator
assumes to enrol approximately ] Clinical Study
subjects.

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

a) with informed written consent pursuant to
8 51 par. 2 (h) of Act no. 378/2007 Coll., as
amended, and § 8 Decree no. 226/2008 Coll.,
including annex, as amended, and after they
have been duly instructed. Investigator will
use the sample Informed consent form
provided by PPD and approved in accordance
wilt applicable legal regulations;

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

Informed consent documentation (and/or privacy
authorizations) shall:

a) adequately describe all foreseeable risks
associated with participating in the
Clinical Study, including all foreseeable
material risks associated with the Study
Drug consistent with the investigator
brochure and informed consent sample
provided by Sponsor;

b) authorize identifiable subject
information/samples to be accessed by and
disclosed and transferred to Sponsor and
others to the extent required in connection
with the Clinical Study; and

c) authorize (or otherwise permit) key-coded
Clinical Study data/samples to be used,
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hodnoceni, jejich zvefejnéni a predani
zadavateli a jeho vyzkumnym partnerdm
v souvislosti s klinickym hodnocenim a
dalimi aktualnimi a budoucimi souvisejicimi
i nesouvisejicimi vyzkumy.

4) ZkouSejici a Poskytovatel souhlasi, Ze nebudou
poskytovat Zadné sliby nebo jina prohlaseni za
zadavatele k subjektim hodnoceni (v
informovaném  souhlase nebo jinak) bez
pfedchoziho pisemného souhlasu zadavatele

5) Pfi  zpracovani, vyZzadani a  uchovéni
informovaného souhlasu jsou PPD, zkouSejici i
poskytovatel povinni dbat pfislusnych pravnich
predpisi a doporugeni uvedenych zejména
v Cl. IV. této smlouvy.

6) Doklad tykajici se této dohody zkouSejici uchova
dle internich predpisti svého poskytovatele a na
vyZzadani  poskytne jeho kopii zadavateli
klinického hodnoceni. Zadny subjekt klinického
hodnoceni pfi tom nemdZze byt zafazen do
klinického hodnoceni bez ziskani tohoto
informovaneho souhlasu.

7) Pokud zkousejici v  prGbéhu  klinického
hodnoceni zjisti, Ze subjekt hodnoceni zafazeny
do Kklinického hodnoceni nevyhovuje jeho
kritériim, v souladu s protokolem  subjekt
hodnoceni z klinického hodnoceni vyfadi a
okamZité o tom vsouladu s protokolem
informuje PPD resp. po dohodé s PPD, v pfipadé
vyjimky postupuje v souladu s touto smlouvou a
vyjimkou.

8) Zkousejici, poskytovatel i PPD jsou povinni v
pribéhu klinického hodnoceni i po jeho ukonéeni
dbat prislusnych pravnich predpisi o ochrané
osobnich Gdaji a informaci o subjektech
zafazenych do klinického hodnoceni.

VI.
Sledovani (monitorovani) a kontrola pribéhu
klinického hodnoceni

1) Prdbéh a provadéni klinického hodnoceni budou
kontrolovany a sledovany ve smyslu pravnich
predpisi a doporugeni uvedenych zejména
vElL IV.odst. 1 této smlouvy  povérenymi
pracovniky PPD, kterym poskytovatel i
zkousSejici umozni pfistup ke vSem informacim
ziskanym v ramci klinického hodnoceni i k

Version May 2014

4)

5)

6)

7)

8)

disclosed and transferred by Sponsor and
its research partners in connection with the
Clinical Study and other current and future
related and unrelated research.

Investigator and Medical Facility agree not to make
any promises or any other statements on behalf of
Sponsor to Study subjects (in the informed consent
forms or otherwise) without Sponsor’s prior written
consent.

When drafting, requesting and filing the informed
consent, PPD, the Investigator and the Medical
Facility have to comply with the relevant legal
regulations and recommendations mentioned, in
particular, in art. IV. of this Agreement.

The Investigator will retain such document
according to the policies of the Medical Facility
and will forward a copy to the Sponsor upon
request. No subject may be enrolled in the
Clinical Study until such informed consent has
been obtained.

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 exception, after Agreement
with PPD leave the study subject in the Clinical
Study in accordance with this Agreement and
exception.

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

VI.

Monitoring and inspection of the conduct of the

1)

Clinical Study

The conduct of the Clinical Study shall be
inspected and monitored in accordance with the
legal regulations and recommendations stated, in
particular, in art. IV. par. 1 of this Agreement by
PPD’s authorized employees, to whom the
Medical Facility and the Investigator shall permit
access to all information acquired in the Clinical

8/24



2)

3)

vysledkim laboratornich testl, vySetfeni a jinych
zadznaml o subjektech zafazenych do klinického
hodnoceni.

Pribéh klinického hodnoceni a jeho vysledky
mohou byt kontrolovany také auditory PPD Ci
zadavatele; tim neni doteno pravo kontroly
pFislusnych statnich organt CR a zahranicnich
kontrolnich Gfad(l. Poskytovatel a zkousejici se
zavazuji  poskytnout zminénym  auditorlim
veSkera Kklinickd data zapsand do CRF (case
report form), jakoZ i dalsi relevantni informace
véetné téch generovanych jako vysledky
provadéného klinického hodnoceni.

Obdrzi-li poskytovatel nebo zkouSejici ozndmeni
0 tom, Ze misto provadéni klinického hodnoceni
bude predmétem S3etfeni Ci auditu jakéhokoli
statniho Ci kontrolniho organu, takova smluvni
strana o tom neprodlené uvédomi PPD. JestliZze
takova smluvni strana neobdrzi takové oznameni
o Setfeni Ci auditu predem, uvédomi PPD pfi
prvni vhodné prileZitosti.

4) Zadavatel a/nebo PPD budou mit pravo se ucastnit

jakékoliv kontroly nebo schiize provadénou
vladni nebo regulacni agenturou v souvisejici
s klinickym hodnocenim

5) Sledovani, kontrola a audit klinického hodnoceni

budou vZdy provadény pfi respektovani
zdkonnych povinnosti poskytovatele, pfedevsim
povinnosti mlcenlivosti a ochrany osobnich
Udaji, a dale pri respektovani obchodniho
tajemstvi poskytovatele. PPD je povinna zavazat
veSkeré osoby podilejici se na kontrole dle této
smlouvy k zachovavani povinnosti mil¢enlivosti.
PPD, zadavateli a jinym povéfenym osobam,
budou zpfistupnény osobni (daje tykajici se
subjektl hodnoceni nebo jiné informace, na
zékladé kterych by bylo mozné identifikovat
subjekt hodnoceni, pouze na zakladé predchoziho
pisemného  souhlasu  pfislusného  subjektu
hodnoceni (a nebude-li tento souhlas odvolan) a
pouze Vv rozsahu stanoveném informovanym
souhlasem.

Kontrola (audit) ze strany povéfenych osob bude
umoznéna pouze po predchozim predloZeni

pisemného povéfeni spolecnosti PPD nebo
zadavatele.
PFi  provadéni  kontroly nebo auditu u

poskytovatele, jsou PPD, zadavatel a povéfené
0soby, povinni respektovat provozni podminky

Version May 2014

2)

3)

4)

Study and to all results of laboratory tests,
examinations and other records about the
subjects included in the Clinical Study.

The conduct and results of the Clinical Study
may also be inspected by PPD’s or the 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 Study Site
shall be the subject of an investigation or audit by
any governmental or regulatory authority, the
Party receiving such notice shall inform PPD
immediately. In the event that the Party does not
receive prior notice of such investigation or audit,
the Party shall notify PPD at the first available
opportunity.

Sponsor and/or PPD will have the right to attend
any inspection or meeting by a governmental or
regulatory agency relating to the Clinical Study.

5) Monitoring, control and audit of the Clinical Study

will be always conducted with respect to legal
obligations of the Medical Facility, especially
confidentiality and personal data protection
obligation and also with respect to Medical
facility’s trade secret. PPD is also obliged to bind
any person involved in the control according to
this Agreement to confidentiality obligation.
Personal information related to study subjects or
other information which may lead to study
subject identification will be provided to PPD,
Sponsor or any other authorized person only on
the basis of study subject’s prior written consent
(and only if not revoked) and only in the extend
stipulated in the Informed consent.

Control (audit) made by the authorized person
shall be conducted only after prior written
authorisation provided by PPD or Sponsor.

PPD, Sponsor and the authorized persons are

obliged to respect the Medical Facility’s
operating conditions during the control or audit in
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6)

1)

2)

3)

4)

poskytovatele s tim, Ze misto a cas
kontroly/auditu stanovuje zkouSejici po dohodé
se spolecnosti PPD.

Pfistup pro ucCely sledovani (kontroly, auditu)
bude umoZnén pouze do mistnosti poskytovatele,
ve kterych se klinické hodnoceni provadi. Po
ukonceni klinického hodnoceni budou povéfené
0soby opravnény vstupovat pouze do mistnosti
uréenych poskytovatelem za ucelem Kkontroly
dokumentace tykajici se klinického hodnoceni.
PPD a zadavatel ov3em nejsou opravnéni
poZadovat vstup do mistnosti ur€enych k
archivaci dokumentace klinického hodnoceni.

Kazdy ze subjektl klinického hodnoceni musi byt
pouen podle ¢l.V.odst.2 této smlouvy a
informovan také o tom, Ze Udaje ziskané o ném v
pribéhu klinického hodnoceni mohou byt pro
G€ely kontroly pouZity a predloZzeny také
prislusnym kontrolnim organtim.

VIL.
Jin& ustanoveni

Zadavatel  poskytne  prostfednictvim  PPD
poskytovateli a zkouSejicimu veSkery material
(vCetné, nikoliv v3ak vylucng, hodnoceného
léCiva, poskytnutého vybaveni apod.) vymezeny
protokolem klinického hodnoceni, ktery je
nezbytny k provadéni klinickeho hodnoceni tak,
aby mohly byt dodrzeny podminky klinického
hodnoceni uvedené v €l. I11. této smlouvy.

Hodnocené 1éCivo i ostatni material poskytnuty
spolecnosti PPD, jehoz specifikace je uvedena
v protokolu o klinickém  hodnoceni  (€l. IV.
odst. 1 pism. a) této smlouvy), pouZije FeSitelské
centrum a zkouSejici pouze pro provadéni
klinického  hodnoceni.  VSechny  hodnotici
materialy, které nebudou pouZity v ramci
klinického hodnoceni, vrati feSitelské centrum a
zkousejici spolecnosti PPD.

Hodnocené Iégivo mlzZe byt subjektdim hodnoceni
poddno  pouze  delegovanym  personalem
poskytovatele pod dohledem zkousejiciho, a to
pouze vramci vedeni tohoto klinického
hodnoceni. Hodnocené 1éCivo nesmi byt
poskytnuto jiné tfeti osob& mimo osob presné
stanovenych v protokolu amusi byt pouZito
pouze v souladu s podminkami protokolu.

Zkousejici a poskytovatel se zavazuji uschovat
veSkerou dokumentaci o provedeni klinického

Version May 2014

6)

1)

2)

3)

4)

the Medical Facility- Place and time of the
control/audit will be agreed between Investigator
and PPD

Access for the purpose of the monitoring (control,
audit) will be granted only to the Medial
Facility’s rooms where the Clinical Study is
conducted. After Clinical Study termination, the
authorized persons will be only allowed to the
rooms as required by the Medical Facility for the
purpose of the control of the Clinical Study
documentation. PPD and Sponsor are not
permitted to request access to the rooms where
the Clinical Study documentation is stored

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

VII.
Other provisions

Sponsor, through PPD, shall provide the Medical
Facility and the Investigator with all materials
(including Study Drug, provided equipment, etc.)
specified by the Clinical Study Protocol, which
are necessary to conduct the Clinical Study, so
that the terms of the Clinical Study provided in
art. I11. of this Agreement can be met.

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

The Study Drug may be administered only by
delegated employees of the Medical Facility
under the supervision and control of the
Investigator, and only for the purpose of
conducting the Clinical Study. The Study Drug
may not be transferred to any third party except
as specifically provided in the Protocol, and may
be used only in accordance with the Protocol.

The Investigator and the Medical Facility agree to
preserve all documentation about the conduct of
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5)

6)

7)

8)

hodnoceni i dokumentaci vztahujici se Kk
subjektm klinického hodnoceni po dobu 15 let
od data ukonceni Klinického hodnoceni u
poskytovatele, poté bude dokumentace v souladu
s prislusnymi pravnimi predpisy zlikvidovana. V
pfipadé, Ze zadavatel nebo PPD maji zajem na
dal$i archivaci dokumentace, jsou povinni svij
poZadavek uplatnit pisemné u poskytovatele
nejméné dva meésice pred uplynutim sjednané
doby archivace a poskytovatel dal$i archivaci na
néklady zadavatele nebo PPD zajisti, popf. jim
dokumentaci vyda. Pro pfipad, Ze prvotni Udaje
budou dostupné pouze v elektronické podobég,
zavazuje se zkouSejici pro Ucely jejich ovéfeni
poridit vytisky téch dat, ktera se tykaji subjektd
klinického hodnoceni ajsou vyznamna pro
klinické hodnoceni. Tyto vytisky budou opatfeny
datem apodpisem zkou3ejiciho a fadné
uchovany.

Zadavatel bude opravnén uchovavat originaly
vdech CRF (Case Report Forms) (nebo e-CRF),
které budou zaroven jeho vlastnictvim. Originaly
vech dalSich zaznaml a materiald budou
uchovany  poskytovatelem abude s nimi
nakladano dle platnych zakonll a nafizeni. Na
vyzadani budou kopie téchto dokumentl
poskytnuty zadavateli.

Poskytovatel a zkousejici se zavazuji, Ze pokud
pouZiji k provedeni analyzy pro Gcely klinického
hodnoceni jakoukoliv externi laboratof, zajisti,
aby tato laboratof byla zpisobild k provedeni
takové prace podle zédsad spravné laboratorni a
Klinické praxe. Zplsobilost externi laboratore se
prokazuje prislusnym certifikdtem udélenym
laboratofi k provadéni takovychto analyz. Dale
poskytovatel a zkouSejici zajisti, aby byla externi
laboratof vazana toutéz dohodou o ddvérnosti
jako smluvni strany.

Zkousejici a poskytovatel se zavazuji, Ze nebudou
pouzivat nazvu ani vyrobkd PPD &i zadavatele
souvisejicich s provadénim tohoto klinického
hodnoceni za UCelem jakékoli propagace Ci
reklamy bez jejich pfedchoziho souhlasu.

PPD se zavazuje neuvadét verejné jméno
zkousejiciho v souvislosti s provadénim
klinického hodnoceni nad rédmec stanoveny
v €l. X. odst. 4 této smlouvy.

Version May 2014

5)

6)

7)

8)

the Clinical Study and documentation related to
the Clinical Study subjects for 15 years from the
date the Clinical Study is completed in the
Medical Facility, after this period, the
documentation will be destroyed in accordance
with the applicable legal regulations. In case
Sponsor or PPD require longer archiving, they
are obliged to provide such a request to the
Medical Facility in writing at least 2 months
before the agreed archiving period terminates.
Medical Facility will ensure the further archiving
on Sponsor’s expenses or will send the
documentation back to Sponsor or PPD. 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 Clinical 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 Sponsor will be entitled to keep originals of
all case reports forms (CRFs) (or e-CRFs), which
will be the property of the Sponsor. The originals
of all other records and materials will be
maintained by the Medical Facility and will be
held in accordance with all applicable laws and
regulations. A copy of such materials will be
provided to the Sponsor upon request.

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

The Investigator and the Medical Facility agree
not to use the name or products of PPD or
Sponsor connected with the Clinical Study for
purposes of promotion or advertising without
their prior consent.

PPD agrees not to make public the name of the
Investigator connected with the Clinical Study
other than as provided in art. X. par. 4 of this
Agreement.
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9) Pokud zadavatel nebo PPD doda poskytovateli

10) Spolecnost

zdravotnicky prostfedek za G€elem provedeni
klinického hodnoceni IéCiva, zavazuje se uzavrit
smlouvu o vypdjcce, ktera bude mit naleZitosti
dle ustanoveni § 2193 a nésl. zakona €. 89/2012
Sb., ob&ansky zakonik.

PPD se zavazuje neprodlené
informovat poskytovatele o ukonceni Kklinického
hodnoceni  (pfedCasném nebo v  Fadném
prfedpoklddanem terminu). Dale je spole¢nost
PPD  povinna  poskytovatele  neprodlené
informovat v pfipadé, Ze Statni urad pro kontrolu
leCiv pozastavi nebo zakédZe provadéni klinickeho
hodnoceni a dale bude-li souhlas etickych komisi
(docCasné nebo trvale) odvolan. Spole¢nost PPD a
zadavatel jsou rovnéZz povinni neprodlené
informovat poskytovatele o veSkerych pfipadech,
které mohou nepfiznivé ovlivnit bezpe€nost nebo
zdravi subjektl hodnoceni nebo mit vliv na dalsi
provadéni  klinického  hodnoceni,  vcetné
informaci vzeSlych z Kklinickeho hodnoceni
provadéného na jinych mistech.

11) Smluvni strany shodné prohlasuji, Ze klinické

1)

2)

hodnoceni dle této Smlouvy nijak nesouvisi s
odbérem léCivych pripravkd (zdravotnickych
prostredkll) od spoleénosti PPD nebo zadavatele,
jakoZz i s pfipadnym rozhodovanim o pofizeni
léCivych pripravki (zdravotnickych prostfedkd)
od spole¢nosti PPD nebo zadavatele, a ani
neovlivni existujici nebo budouci smluvni vztahy
mezi  spoleCnosti  PPD, zadavatelem a
poskytovatelem.

VIII.
Nezadouci prihody v priibéhu klinického
hodnoceni

Zkousejici je povinen do 24 hodin sdélit PPD
telefonicky, faxem i elektronickou postou
jakoukoliv zavaZznou neZadouci pfihodu, jakoZ i
zavazny nezadouci aneoCekdvany neZédouci
ucinek, ke kterym dojde v prdbéhu klinického
hodnoceni.

NeZé&douci a zavazné nezadouci pfihody jakoZ i
zavazné nezadouci UCinky  a neoCekavané
zavazné neZzaddouci uCinky jsou definovany
v § 3 odst. 4-6 zdkona ¢. 378/2007 Sb., ve znéni
pozdgjsich predpisl, a podléhaji zaznamenani a
hlaSeni zkousejicim dle tohoto zakona jakoz
i v souladu s ICH GCP Guidelines.

IX.

Version May 2014

9) In case Sponsor or PPD will provide the Medical

10)

11)

Facility with some medical equipment for the
purpose of Clinical Study conduct, it will
conclude the agreement on lending in
accordance with §2193 and Act no. 89/2012
Coll. Civil Code.

PPD shall immediately inform the Medical
Facility about the Clinical Study termination
(early termination or termination in expected
timelines). Further, PPD shall inform the
Medical Facility in case State Institute for Drug
Control will suspend or prohibit conduct of the
Clinical Study and in case the approval of
Ethics Committees will be revoked (temporarily
or permanently). PPD and Sponsor shall also
immediately inform the Medical Facility about
any cases which may adversely affect Study
subject’s safety or health or may affect further
conduct of the Clinical Study, including the
information arised from the Clinical Study
conduct in different medical facilities.

Parties represent, that the Clinical Study
according to this Agreement is in no way
connected to procurement of medicines
(medical equipment) from PPD or Sponsor or
with deciding about procurement of medicines
(medical equipment) from PPD or Sponsor and
will not affect existing or future contractual
relationships between PPD, Sponsor and
Medical Facility

VIII.

Adverse events in the course of the Clinical Study

1)

2)

The Investigator shall, within 24 hours, inform
PPD by telephone, fax or electronic mail of any
serious adverse events or serious adverse drug
reactions and unexpected adverse drug reactions,
which occur during the Clinical Study.

Adverse events and serious adverse events as
well as serious adverse drug reactions and
unexpected serious adverse drug reactions are
defined in § 3 par. 4-6 of Act no. 378/2007 Coll.,
as amended, and are to be recorded and reported
by the Investigator pursuant to the above Act and
pursuant to the ICH GCP Guidelines.

IX.
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1)

2)

3)

4)

Pojisténi a odSkodnéni

V souladu s ust. § 52 z&k. ¢. 378/2007 Sh.
v platném znéni zadavatel na celou dobu
provadéni klinického hodnoceni zajistil pojisténi
odpovédnosti za Skodu pro zkouSejiciho a
zadavatele, jehoZ prostfednictvim je zajisténo i
odSkodnéni v pfipadé smrti subjektu Kklinického
hodnoceni nebo pfipadé Gjmy vzniklé na zdravi
subjektu  klinického  hodnoceni v dlsledku
provadéni  klinického hodnoceni. Kopie
potvrzeni o pojisténi (pojistny certifikat) je
pfipojena jako pfiloha ¢€.4 této smlouvy.
Od3kodnéni  poskytovatele v souvislosti s
provadénim klinického hodnoceni je upraveno v
Indemnity Letter , ktery tvofi Pfilohu €. 9 této
smlouvy.

Zadavatel odSkodni (vCetné obrany) zkousejiciho
a Poskytovatele proti véem narok(m tfetich stran
vrozsahu vyplyvajicim pfimo z (a) podani
hodnoceného 1éCiva v souladu s protokolem
a/nebo (b) procedur provedenych v souladu
s protokolem

Toto od3kodnéni se nevztahuje na pfipady (a
zkousejici a poskytovatel odSkodni zadavatele a
spoleCnost PPD) vrozsahu kdy je néarok
ddsledkem:

a) Nedbalosti, amyslného protipravniho
jednani/opomenuti poskytovatele,
zkousejiciho nebo porizenych zaméstnanctl
poskytovatele;

b) selh&nim zkouSejiciho, poskytovatele nebo
pofizenych ~ zaméstnancli  poskytovatele
v dodrZzovani podminek této smlouvy nebo
protokolu

c) standartni lékaiské péce (vGetné Iéki a
vySetfeni) vramci  plvodni  diagndzy
subjektu hodnoceni

Podminkou pro plnéni povinnosti odSkodnéni
zadavatelem je, Ze:
a) je zadavatel o naroku okamZzité informovan,

b) zadavatel bude mit pravo provadét obhajobu
a kontrolu naroku, a

c) odskodfiovany bude pIné spolupracovat se
zadavatelem

Insurance and indemnification

1) The Sponsor, in accordance with par. 52 of

Act No. 378/2007 Coll. as amended, has arranged
liability insurance for the Investigator and the
Sponsor for the entire duration of the Clinical
Study, through which compensation in the event
of death or in the event of injury to the health of
the Clinical Study subjects as result of conducting
the Clinical Study is covered. A copy of
confirmation about the insurance (insurance
certificate) is attached as Appendix no. 4 to this
Agreement. The indemnification of the Medical
Facility in relation to the Clinical Study conduct
is stipulated in Indemnity Letter which forms
Appendix no. 9 of this Agreement.

2) Sponsor will indemnify (including defending)

3)

4)

5) Poskytovatel prohlasuje, Ze ma dle 845 odst.2 5)

Version May 2014

Investigator and Medical Facility against all
claims by any third party to the extent such claim
arises directly from (a) the Study Drug
administrated in accordance with the Protocol
and/or (b) medical procedures performed in
accordance with the Protocol.

This indemnification does not apply (and

Investigator and Medical Facility shall indemnify

Sponsor and PPD) to the extent any such claims

are attributable to:

a) the negligence, willful misconduct/omission
of Medical Facility, Investigator or
subordinate employees of Medical Facility;

b) the failure of Investigator, Medical Facility
or subordinate employees of Medical
Facility to follow the terms of this
Agreement or the Protocol,

¢) Standard of care medical treatment
(inclusive of drugs and procedures) for a
Study subject’s underlying condition; or
It is a condition precedent to Sponsor’s
indemnification obligation that:
a) Sponsor is promptly notified of claim,

b) Sponsor has the right to conduct
defense and control claim, and

c) indemnitee fully cooperates with
Sponsor.

The Medical Facility declares that it has insurance
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6)

7)

1)

2)

3)

pism. n) zakona ¢.372/2011 Sh., o zdravotnich
sluZzbach uzavienu pojistnou smlouvu na pojisténi
odpovédnosti za  Skodu  zplisobenou  pfi
poskytovani zdravotni péCe. Tato pojistna
smlouva je uzaviena v zakonem poZadovaném
rozsahu a neobsahuje pojiSténi odpovédnosti za
Skodu zplsobenou pfi provadéni klinického
hodnoceni. Dle §45 odst. 2 pism. n) zékona
€. 372/2011 Sh. musi byt pojisténi uzavieno po
celou dobu, po kterou poskytovatel poskytuje
zdravotni péci.

Zkousejici a poskytovatel se zavazuji pisemné
informovat PPD a zadavatele o jakémkoli pfipadu
reklamace vad hodnocenych [éCiv a dalSich
vyrobk(l pouzitych pfi klinickém hodnocenti,
které poskytnul zadavatel ¢i PPD.

Smluvni strany se zavazuji pIné spolupracovat pfi
feSeni pFipadd uvedenych vtomto Gl IX.
smlouvy.

X.
Ochrana ddvérnych informaci

Ddvérnymi informacemi se pro UGcely této
smlouvy rozumi veskeré informace umysiné nebo
opomenutim poskytnuté spoleCnosti PPD a
zadavatelem, pfimo nebo nepfimo, vztahujici se
ke klinickému hodnoceni nebo jeho dokumentaci
(dale jen ,dGvérné informace®); zahrnuji
zejména  informace o struktufe,  sloZeni,
ingrediencich, vzorcich, know-how, technickych
tfebaZe nejsou spole¢nosti PPD i zadavatelem
oznacené vyslovené jako dlvérné. Dlvérnost
vlastnickych informaci, publikaci, publikacnich
prav, prav z duevniho vlastnictvi a odSkodnéni
pretrvava i po ukonceni klinického hodnoceni.

Za ddvérné informace se nepovaZzuji informace,
které jsou v dobé pFedani povaZovany za
dlouhodobé znamé mezi odbornou verejnosti
nebo byly publikovany.

Poskytovatel a zkouSejici nesmi  ddvérné
informace zpfistupnit tfeti osob&, nebo je
pouZivat pro Ucel jiny, neZ je ur€en v instrukcich
spolecnosti PPD. DUvérné informace budou ve
vyluéném vlastnictvi PPD a zadavatele a budou
drzeny zdravotnickym zafizenim a zkouSejicim
vtajnosti a na misté pro takové informace
uréeném, vyjma pripadl, kdy poskytovatel nebo
zkousSejici prokdZou, Ze se jednd o informace
verejné pristupné.
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coverage in accordance with § 45 par. 2 ltr. 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 Act no. 372/2011 Coll., this
insurance coverage must be valid for the entire
length of the Medical Facility’s provision of
medical care.

6) The Investigator and the Medical Facility agree to

7)

1)

2)

3)

inform PPD and Sponsor in writing about any
instance of recall of Study Drug or other products
used in the Clinical Study provided by the
Sponsor or PPD.

The Parties agree to cooperate fully in resolving
the situations described in this Article IX. hereof.

X.
Protection of Confidential Information

Confidential information for purposes of this
Agreement means any information provided by
PPD and the Sponsor directly or indirectly
relating to the Clinical Study or its documentation
(“Confidential Information™); it includes, in
particular, information about the structure,
composition, ingredients, samples, know-how,
technical procedures and processes, as well as
other information, even if it is not expressly
identified as confidential by PPD or the Sponsor.
Confidentiality of proprietary information,
publication, publicity rights, intellectual property
rights and indemnification shall survive the
completion of this Clinical Study.

Confidential Information does not include
information which is, at the time it is delivered,
considered to have been known for a long time
among the expert public or which was published.

The Medical Facility and the Investigator may
not make the Confidential Information available
to third parties, or use it for a purpose other than
as specified in PPD’s instructions. Confidential
Information shall belong exclusively to PPD and
the Sponsor, and shall be maintained in secrecy
by the Medical Facility and the Investigator at a
place assigned for such information, except in
cases where the Medical Facility or the
Investigator proves that the information is
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4) Pokud je ze zékonem stanovenych ddvodd nutné 4)

5)

6)

7)

8)

ddvérné informace zpfistupnit (napfiklad na
zakladé Zadosti prislusného soudu, pFislusného
sprdvniho dfadu ¢i jiné vladni instituce),
poskytovatel nebo zkouSejici toto neodkladné
pisemné ozndmi PPD. Smluvni strany se zavazuji
zverejnit  ddvérné informace v  zdkonem
stanovenych pripadech opravnénym subjektlim
popf. etické komisi a osobam povéfenym PPD
pouze v nezbytné nutném rozsahu.

PPD, poskytovatel a zkouSejici se zavazuji
informovat vSechny osoby z(Castnéné na tomto
klinickém hodnoceni a osoby, jimZ je dlivérna
informace Zpfistupnéna, 0 povinnosti
mlcCenlivosti v souladu s touto smlouvou; takové
osoby jsou pak Vvazany stejnou povinnosti
micenlivosti.

Poskytovatel a zkouSejici se zavazuji predat PPD
po ukonceni klinického hodnoceni vSechny jim
svérené materialy, dokumenty ainformace s
vyjimkou pFipadd stanovenych zakonem.

Smluvni strany se zavazuji uschovavat veSkeré
dokumenty a informace tykajici se finanCnich
vyrovnani mezi smluvnimi stranami divérné a
oddélené od ostatnich dokumentd.

PPD a zadavatel jsou povinni zachovavat
mli€enlivost o informacich o poskytovateli, se
kterymi se sezndmi v souvislosti s provadénim
klinického hodnoceni a pInénim této smlouvy, a
ucinit veskeré potfebné kroky, aby tyto informace
nebyly zpfistupnény tfetim osobam. Stejnou
povinnosti milcenlivosti budou vazani také
zameéstnanci PPD, zadavatel a dalsi osoby
podilejici se na pInéni této smlouvy.

9) Tato povinnost pfetrva i po ukonceni této smlouvy

XI.

Vlastnictvi vysledk( klinického hodnocenti, jeho

1)

ochrana a publikovani vysledki

Vysledky klinickeého hodnoceni jsou vyluénym
vlastnictvim zadavatele. Pfipadné patentoveé
zadosti k vynalezim ¢i vylepSenim stavajicich
lé¢ebnych  postupli  vytvofenych v priibéhu
klinického hodnoceni nebo z jeho vysledkd
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5)

6)

7)

8)

9)

publicly available.

If it is necessary to make Confidential
Information available for reasons provided by
law (including but not limited to an order or
requirement of a court of competent jurisdiction,
administrative agency or other governmental
body), the Medical Facility or the Investigator
shall inform PPD of this without delay. The
Parties agree to make Confidential Information
public in cases provided by law to authorised
subjects or the Ethics Commission and persons
authorized by PPD only to the extent necessary.

PPD, the Medical Facility and the Investigator
agree to inform all persons participating in the
Clinical Study and persons to whom Confidential
Information is made available about the duty of
secrecy in accordance with this Agreement; such
persons are then bound by the same duty of
secrecy.

The Medical Facility and the Investigator agree to
deliver to PPD, after completion of the Clinical
Study, all materials, documents and information
received from PPD, except for cases provided by
law.

The Parties agree to keep all documents and
information concerning the financial
arrangements between the Parties confidential
and separate from other documents.

PPD and Sponsor shall keep confidential
information about the Medical Facility acquired
in connection with the Clinical Study conduct and
fulfilling of this Agreement and take all necessary
steps to avoid disclosing such information to any
third persons. Employees of PPD, Sponsor and
any person involved in the fulfilment of this
Agreement shall be binded by the same
confidentiality obligation.

This obligation survives termination of this
Agreement.

XI.

Ownership, protection, and publication of Clinical

1)

Study results

The results of the Clinical Study are owned
exclusively by the Sponsor. Any patent
applications to inventions or improvements of
existing medical procedures discovered in the
course of or from the results of the Clinical Study
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2)

3)

4)

5)

budou prihlaSeny na jméno  zadavatele.
Poskytovatel a zkouSejici u€ini potfebné kroky,
aby ihned ohlésili zadavateli vznik takového
duSevniho vlastnictvi. Déale, poskytovatel a
zkousejici prfevedou veSkera prava, tituly a zajmy
na takovém duSevnim vlastnictvi na zadavatele.
Pfipadna  potfebna  souCinnost ze strany
poskytovatele nebo zkousejiciho bude poskytnuta
v rozsahu dovoleném pravnimi predpisy a na
néklady zadavatele.

Vysledky klinického hodnoceni nebo jejich Cast
nebudou zdravotnickym zafizenim Ci zkouSejicim
publikovdny  bez  pfedchoziho  pisemného
souhlasu zadavatele. Rozhodnuti o moznostech
publikace je v pIné zodpovédnosti zadavatele.
Poskytovatel a zkouSejici se zavazuji, Ze
projednaji se zadavatelem publikaci praci Ci
Ustnich prezentaci véetné odbornych rukopist,
abstraktd, plakatli a obrazovych praci o priibéhu
¢i vysledcich Klinického hodnoceni nejméné
Sedesat (60) dnli pred predanim publikace do
tisku.

Pfedmétem tohoto odstavce 3 je pravo
poskytovatele a zkousejiciho publikovat vysledky
klinickeho hodnoceni. Zadavatel ma pravo
revidovat navrhovanou publikaci a poZzadovat aby
poskytovatel a zkouSejici (a) odstranili jakékoliv
ddvérné informace zadavatele nebo jakékoliv
duSevni vlastnictvi zadavatele (napf. obchodni
znacku) a (b) oddalili publikaci az na 60 dni aby
mohl zadavatel ziskat ochranu svého dusevniho
vlastnictvi, které je v ni obsaZzeno. Toto pravo se
vztahuje na jakoukoliv publikaci vysledk(
klinického hodnoceni a/nebo dat klinického
hodnoceni nebo jakékoliv jiné publikace tykajici
se klinického hodnoceni.

V pfipadé multicentrického klinického hodnoceni
bude prvni publikace takova, kterd obsahuje pIné
vysledky Klinického hodnoceni. Pokud nebude
takova publikace vydana do 12 mésicl od
ukonceni klinického hodnoceni, poskytovatel a
zkouSejici mohou publikovat své vysledky, ale i
takova publikace bude pfedmétem procesu revize
publikace, jak je popsan v odstavci 3 vyse.

Poskytovatel a zkouSejici souhlasi, Ze zadavatel
mliZe pouZivat, kopirovat, pofizovat dotisky, Sifit
a prekladat celé, nebo Casti jakékoliv publikace
spojené s klinickym hodnocenim nebo jinak
s touto smlouvou, vcéetné ale nejen jakychkoliv
¢lankd, abstraktl, rukopisd, dat, textl, diagramd,
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2)

will be registered in the name of Sponsor.
Medical Facility and Investigator will take all
necessary steps to promptly disclose to Sponsor
the creation of such intellectual property. In
addition Medical Facility and Investigator will
assign and transfer all right, title and interest in
and to such intellectual property to Sponsor.
Possible cooperation from the Medical Facility or
Investigator will be provided in the extent
permitted by law and at Sponsor’s expenses.

Neither the Medical Facility nor the Investigator
shall publish the results of the Clinical Study or
part thereof without the Sponsor’s prior written
consent. Decisions about publication
opportunities are fully within the Sponsor’s
responsibility. The Medical Facility and the
Investigator agree that they will discuss
publication of any publications or oral
presentations, including without limitation expert
manuscripts, abstracts, posters, and visual works
about the course or results of the Clinical Study
with the Sponsor at least sixty (60) days prior to
the proposed submission of such drafts.

3) Subject to the provisions of this Provision 3,

Medical Facility and Investigator shall have the
right to publish Clinical Study results. Sponsor
shall have the right to review proposed publications
and require that Medical Facility and Investigator
(a) remove any Sponsor confidential information or
any Sponsor intellectual property rights (e.g.,
trademarks), and (b) delay publication for up to 60
days so that Sponsor may obtain protection of its
intellectual property rights contained therein. This
right applies to any public disclosures of Clinical
Study results and/or Study data or any other public
disclosure relating to the Clinical Study.

4) For multi-center trials, the first publication will be

5) Medical

one containing full Clinical Study results. If there
has been no such publication within 12 months
from Clinical Study completion, Medical Facility
and Investigator shall be free to publish their
results, however such publication shall still be
subject to the publication review process outlined
at Provision 3 above.

Facility and Investigator agree that
Sponsor is free to use, copy, reprint, disseminate,
and translate, in whole or in part, any publication
related to the Clinical Study or otherwise to this
Agreement, including, but not limited to any
article, abstract, manuscript, data, text, diagrams,
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6)

7)

8)

9

10) Poskytovatel a

plakatli, grafli, stanek nebo obrazkd spojenych
s vysledky Klinického hodnoceni pokud jsou
pfisuzovana autorovi.

Zadavatel si vyhrazuje pravo publikovat ve
spojeni s klinickym hodnocenim.

Zarovein ma zadavatel pravo vyZadovat, aby
jakékoliv publikace nebo prezentace tykajici se
prace popsané v této smlouvé uznala podporu
zadavatele.

Poskytovatel a zkouSejici berou na védomi, Ze
nesméji vydat Zadnou odbornou publikaci k
objevim ¢&i léivu dfive, nez zadavatel poda
patentovou prihlasku, pokud vzhledem k povaze
vysledk( klinického hodnoceni bude podani
takové prihlasky prichazet v Gvahu.

Vsechny CRF a dalsi zpravy poskytnuté
zadavateli a v3echna data takto vytvorend se
stavaji majetkem zadavatele a mohou byt pouZity
zadavatelem pro jakykoliv ucel bez dalSich
povinnosti a odpovédnosti v(ci poskytovateli a
zkousejicimu. Poskytovatel a zkouSejici maji
pravo ziskat a pouZivat data a vysledky za
ucelem publikace vysledkd klinického hodnoceni
jak je uvedeno wvySe, pro ucely dalsiho
akademického vyzkumu a pro lé¢bu subjektl
hodnoceni. Individudlni  Iékafské zéznamy
subjektd  hodnoceni  zOstavaji  vlastnictvim
poskytovatele a zkouSejiciho a budou, pokud jeto
pIné povoleno, nebo v mezich pravnich predpist,
poskytnuty, nebo zpfistupnény zadavateli a
takovym vladnim organdim a autoritam uréenym
zadavatelem. Informace klinického hodnoceni
budou predany zadavateli na magnetickych
mediich nebo jinym vzajemné odsouhlasenym
zplisobem.  Lékaiské zaznamy  klinického
hodnoceni budou uchovany poskytovatelem a
zkouSejicim po dobu poZadovanou zakonem
a/nebo protokolem. Poskytovatel a zkouSejici
mohou pro archivacni Ucely uchovavat kopie
CRF

zkouSejici  souhlasi, Ze
neposkytnou data klinického hodnoceni Zadné
tfeti strané ani nepouZiji data Kklinického
hodnoceni ke  komeréné  financovanému
vyzkumu bez predchoziho pisemného souhlasu.
Poskytovatel a zkousejici souhlasi, Ze neposkytne
at’ uz na zaslepené Ci nezaslepeng, predméty
z tohoto klinického hodnoceni za Ucelem zisku,
bez predchoziho pisemného souhlasu zadavatele.
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6)

7)

8)

posters, charts, slides or pictures related to the
Clinical Study results, so long as proper attribution
is provided to the author(s).

Sponsor reserves the right to publish in connection
with the Study.

In addition, the Sponsor shall have the right to
require that any publication or presentation
concerning the work performed hereunder
acknowledges the Sponsor’s support.

The Medical Facility and the Investigator take
note of the fact that they may not issue any expert
manuscript about the discoveries or the Study
Drug before the Sponsor applies for patent
registration, if, given the nature of the Clinical
Study results, such application is possible.

9) All CRFs and other reports submitted to Sponsor and

all data and results generated hereunder shall
become the property of Sponsor and may be used
by Sponsor for any purpose without further
obligation or liability to Medical Facility and
Investigator. Medical Facility and Investigator
shall have the right to obtain and use the data and
results in order to publish the Clinical Study results
as provided above, for continuing academic
research purposes and for the treatment and
medical care of any Study subject. A Study
subject’s individual medical records shall remain
the property of the Medical Facility and
Investigator, and will, where duly authorized or
within the bounds of legal requirements, provide or
make such medical records and individual subject
data available to Sponsor and such governmental
agencies or authorities designated by Sponsor.
Clinical Study data shall be transmitted to Sponsor
by magnetic media or other mutually agreed upon
method. Clinical Study medical records and data
shall be retained by Medical Facility and
Investigator for such period of time required by law
and/or by the Protocol. Medical Facility and
Investigator shall be entitled to retain, for archival
purposes, a copy of the CRFs.

10) Medical Facility and Investigator agree not to

provide the Clinical Study data to any third party or
to use the Clinical Study data in commercially-
sponsored research without Sponsor prior written
consent. Medical Facility and Investigator also
agree not to identify, either on a blinded or
unblinded basis, subjects from this Clinical Study
in order to benefit research conducted or sponsored
by any third party, without Sponsor’s prior written
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VySe uvedené neovlivni pravo poskytovatele a
zkousejiciho na publikaci vysledkd klinického
hodnoceni nebo pouZiti dat klinického hodnoceni
pro vnitfni akademicky vyzkum jak je uvedeno
vtéto smlouve, poskytnuti informaci jak je
poZadovano zékonem nebo poskytnuti Ci pouZiti
dat pro lékarskou péci pro subjekt hodnoceni.

11) ZkouSejici a poskytovatel nebude sbirat a

1)

2)

1)

2)

3)

pouzivat vzorky ( napf. tkani, krve, séra a moci)
nebo shirat data od subjektl hodnoceni béhem
zarazeni do klinického hodnoceni s vyjimkou a)
pozadavkid podle protokolu nebo b) potfeby pro
zajisténi l1ékarské péce pro subjekt hodnoceni.
Sbér nebo pouziti téchto vzork(i nebo dat pro
jakykoliv jiny ucel vyZaduje pfedchozi pisemny
souhlas  zadavatele.  VSechny  publikace
vychazejici z pouziti téchto vzorkd nebo dat
budou pfedmétem c¢lank( o publikaci v této
smlouvé.

XII.
Trestni bezihonnost

Zkousejici prohladuje a zaruc€uje, Ze jemu a podle
jeho nejlepSich védomosti ani Zadnému jinému
Clenu feSitelského tymu nebyl nikdy vysloven
zakaz Cinnosti ani nebyl trestan za spachani
trestného Ginu, za ktery mlze byt Iékafi zakaz
¢innosti ve zdravotnictvi ulozZen.

Zkousejici prohlasuje, Ze ani on ani Zadny z ¢len(
feSitelského tymu nebyl nikdy v souvislosti s
provadénim  klinického hodnoceni  obvinén,
vySetfovan ani odsouzen.

XIII.
Reseni sporl a smir¢i Fizeni

Smluvni strany se dohodly, Ze pravni vztahy a
pomeéry vzniklé z této smlouvy se Fidi platnymi
zakony a predpisy Ceskeé republiky.

Smluvni strany se zavazuji, Ze si pfi provadéni
klinického hodnoceni budou vzajemné pomahat a
pripadné spory a rozdilnost nazorli na postup a
zplisob praci budou feSit smirnym jednanim
obvyklym u smluvnich stran.

Smluvni strany berou na védomi a zaroven
souhlasi, Ze k projednani a rozhodovani
pripadnych spor(i, které nebudou vyfeseny
smirem podle odst.2, budou nélezet do
pravomoci prislusnych soudt Ceské republiky.
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consent. The foregoing shall not affect Medical
Facility and Investigator’s right to publish the
Clinical Study results or to use the Study data for
internal academic research as set forth in the
Agreement, to disclose information required by
law, or to disclose or use data for the medical care
of any specific Study subject.

11) Investigator and Medical Facility are restricted
from collecting or using samples (e.g., tissue,
blood, serum and urine) or collecting data from
Study subjects while enrolled in the Clinical Study,
except a) pursuant to the Protocol or b) as needed
for the medical care of a Study subject. Collection
or use of these samples or data for any other
purpose requires Sponsor’s prior written consent.
All publications resulting from the use of these
samples or data are subject to the terms of the
publication provisions of this Agreement.

XII.
Clean criminal records

1) The Investigator represents and warrants that
neither he nor, to the best of his knowledge, any
other member of the study team, was ever
prohibited from practicing or was sentenced for a
crime for which a doctor may be prohibited from
practicing in the medical field.

2) The Investigator declares that neither he/she nor
any member of the study team has ever, in
connection with the conduct of a Clinical Study,
been accused, investigated or convicted.

XIII.
Dispute resolution and conciliation proceedings

1) The Parties have agreed that the legal
relationships arising under this Agreement shall
be governed by the valid laws and regulations of
the Czech Republic.

2) 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.

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

1) PPD bude poskytovat finan¢ni podporu uvedenou
v pfiloze €. 1 této smlouvy za UCelem provadéni
klinického hodnoceni v souladu s podminkami
Protokolu. Finan¢ni podpora zahrnuje vSechny
¢innosti provedené podle protokolu.

2) Poskytovatel a zkouSejici timto berou na védomi,
Ze platby dle této smlouvy jsou pFeposilanymi
platbami od zadavatele. Spole¢nost PPD vyvine
veSkerou adekvatni snahu, aby zajistila v€asné
pfijeti preposilanych plateb od zadavatele.

3) Spolecnost PPD prohlasuje, Ze byla se zkouSejicim
uzaviena smlouva o provedeni  klinického
hodnoceni 1éCiv, na jejimz zékladé bude
zkousejici a studijni tym odménén za provedeni
tohoto klinického hodnoceni.

4) PPD/zadavatel mohou zvefejnit podminky této
smlouvy, vCetné ale nejen celkové kompenzace
(poplatky a néklady) splatné nebo zaplacené
podle této smlouvy.

5) ZkouSejici a poskytovatel souhlasi, Ze zadavateli
poskytnou informace a data souvisejici s jeho
celkovym finan¢nim vztahem k zadavateli béhem
klinického hodnoceni a jeSté jeden rok po jeho
ukonceni.

6) Jakékoliv platby od spolecnosti PPD, presahujici
skute€né vydélanou Castku budou ihned vraceny
spole¢nosti PPD.

7) V pfipadé predCasného ukonceni této smlouvy,
méa poskytovatel narok na pomérnou odménu v
souladu s prilohou €. 1 smlouvy

XV.
Doba platnosti smlouvy

1) Tato smlouva se uzavird na dobu provadéni
klinického hodnoceni.

2) V nasledujicich pfFipadech je kterdkoliv ze
smluvnich stran opravnéna ukoncit tuto smlouvu
pisemnou vypovédi, ktera je acinnd po uplynuti
triceti (30) dnli ode dne nasledujiciho po dorucéeni
smluvnim stranam:
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XIV.
Financial provisions

1) PPD will provide the financial support set out in
Appendix no. 1 attached to this Agreement for
the conduct of the Clinical Study in accordance
with the terms of the Protocol. Financial support
covers all activities to be performed under the
Protocol.

2) The Medical Facility and Investigator hereby
acknowledge that payments due under this
Agreement are pass-through payments from
Sponsor. PPD shall exercise reasonable efforts to
ensure timely receipt of pass-through payments
from Sponsor.

3) PPD declares to have executed an Agreement with
the Investigator regarding this Clinical Study, on
the basis of which the Investigator and Study
Team are remunerated for conducting this
Clinical Study.

4) PPD/Sponsor may disclose the terms of the
Agreement, including without limitation, the total
compensation (fees and expenses) payable or paid
pursuant thereto.

5) Investigator and Medical Facility agree to provide
Sponsor with information and data relating to its
overall financial relationship with the Sponsor
during the course of the Clinical Study and for a
one year period thereafter.

6) Any payments made by PPD exceeding the amount
actually earned will be promptly refunded to PPD.

7) In case of early termination of the Agreement, the
Medical Facility has the right for pro-rata
remuneration according to Appendix 1 of the
Agreement.

XV.
Term of the Agreement

1) This Agreement is concluded for the duration of
the Clinical Study.

2) In the following situations any of the Parties may
terminate this Agreement by giving thirty (30)
days written notice, which begins to run on the
day after the notice is delivered to the Parties:
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a) pokud néktera smluvni strana neplni néktera
z ustanoveni této smlouvy;

b) pokud bude rozhodnuto, Ze je néktera
smluvni strana v Upadku podle insolvenéniho
zékona €. 182/2006 Sb., ve znéni pozdéjsich
predpisy;

c) pokud nékterd smluvni strana pozbude
opravnéni k plsobeni v dané oblasti;

d) bude-li riziko pro subjekty klinického
hodnoceni nedmérné zvyseno;

e) pokud potfebna opravnéni, ohl&seni, povoleni
nebo  souhlasy nezbytné  k provedeni
klinického hodnoceni jsou revokovany,
pozbudou  platnosti  bez  pfislusného
prodlouzeni,  Klinické  hodnoceni  je
pozastaveno, zakdzano, nebo neni zahajeno
ve stanovené dobé od vzniku opravnéni;

f) v pfipadé, Ze vhodné subjekty nejsou do
klinického hodnoceni zafazeny vCas podle
instrukci pfedanych zkousSejicimu
zadavatelem nebo spoleCnosti PPD, takze je
ohroZen dohodnuty ¢asovy rozvrh.

3) PPD mé dale pravo ukoncit Ci pFerusit klinické
hodnoceni a zaroven ukonCit tuto smlouvu
pisemnou vypovédi acinnou po uplynuti tficeti
(30) dnli ode dne nésledujiciho po doruceni
zkousejicimu a poskytovateli:

a) Vv pfipadé ukon&eni smluvniho vztahu mezi
firmou PPD Development LLC nebo PPD
Global Limited nebo jakoukoli jinou
spolenosti ve skupiné PPD a zadavatelem
podle toho, kterdA z téchto spoleCnosti
uzavriela smlouvu se zadavatelem;

b) jestlize nabor subjekttl hodnoceni
v FeSitelském centru nebyl ukoncen, av3ak
celkovy  pocet  subjektd hodnoceni
povolenych pro klinické hodnoceni byl jiz
naplnén; nebo

c) jestlize se zkousejici stane nedlivéryhodnym
Ci  bude diskvalifikovdn z  provedeni
klinického  hodnoceni  (debarment and
disqualification) a bude zafazen na tzv.
»cernou listinu“ vedenou FDA v souladu
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3)

a) if any Party fails to fulfil any of the
provisions of this Agreement;

b) if it is declared that any Party to this
Agreement is in bankruptcy proceedings
according to the insolvency  Act
no. 182/2006 Coll., as amended,

c) if any Party loses its authorization to practice
in the given field,;

d) if the risk for Clinical Study subjects
increases disproportionately;

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

f) in the event of an inadequate rate of adding
suitable subjects to the Clinical Study on the
basis of instructions provided to the
Investigator by Sponsor or PPD 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 thirty (30) days written
notice, which begins to run on the day after the
notice is delivered to the Investigator and the
Medical Facility for the following reasons:

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

b) if the overall Clinical Study enrolment has
been met but the enrolment in the Study Site
has not been completed yet; or

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

20/24



4)

5)

6)

7)

8)

s Generic Drug Enforcement Act zroku
1992.

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

OkamZité po obdrzeni Zadosti o ukonCeni zastavi
poskytovatel a zkouSejici jak nabor dalSich
subjektl do klinického hodnocenti, tak v Iékarsky
pfipustném rozsahu doprovodné procedury
podstupované pacienty, ktefi jiz do klinického
hodnoceni vstoupili, a v mozné mife omezi vznik
dodateénych naklad(l a vydaja.

Pokud spoleCnost PPD ¢i zadavatel ziska
v obdobi plnéni této smlouvy informace, které
zpochybiuji bezpe€nost ¢€i UcCinnost studijniho
leCiva nebo souvisejiciho produktu, anebo pokud
bude studijni léCivo schvéleno FDA, smluvni
strany v dobré vife vyjednaji modifikaci této
smlouvy, jeZ se bude tykat (a) snizeni poctu
studovanych subjektl, (b) ukonceni klinického
hodnoceni a/nebo (c) Upravy jakychkoli dalSich
pFislusnych  ustanoveni  vyplyvajicich z této
smlouvy.

Po dokonceni &i pfed€asném ukonceni klinického
hodnoceni jsou poskytovatel a/nebo zkousejici
povinni predloZit spoleCnosti PPD zavérecnou
zpravu zahrnujici vdechny pfislusné informace
tykajici se Klinického hodnoceni tak, jak je
popséano Vv Protokolu, véetné viech dat a vysledkd
klinického hodnoceni a rovnéZz jsou povinni
navratit vSechny ddvérné informace zadavatele Gi
spolecnosti PPD jejich prislusnému majiteli.

Po dokonceni €i pfed€asném ukonceni klinického
hodnoceni bude veskeré nepouZité studijni IéCivo,
vybaveni a prfislusné materidly Kklinického
hodnoceni  poskytnuté poskytovateli a/nebo
zkousejicimu spole€nosti PPD ¢i zadavatelem
vréceny spolecnosti PPD.

9) Kterakoliv smluvni strana mdZe tuto smlouvu

1)

predCasné pisemné ukoncit z jakéhokoliv divodu,
s vypovédni Ih{tou tficeti (30) dnd.

Clanek XVI.
Etické chovani

Poskytovatel/zkousejici se zavazuji, Ze nebudou,
at’ pfimo €i nepfimo, prostfednictvim jakékoli
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4)

5)

6)

7)

8)

9)

1)

The Parties may terminate this Agreement by
written Agreement at any time.

Immediately upon receipt of a notice of
termination, the Medical Facility and the
Investigator shall cease entering subjects into the
Clinical Study, cease conducting procedures to
the extent medically permissible on subjects
already entered into the Clinical Study, and
refrain from incurring additional costs and
expenses to the extent possible.

Notwithstanding anything herein to the contrary,
if during the term of this Agreement, information
becomes available to PPD or Sponsor which
places the safety or efficacy of the Study Drug or
related product in doubt or if the Study Drug is
approved by FDA, the Parties shall negotiate, in
good faith, a modification of this Agreement to
(i) reduce the number of subjects to be studied,
(it) terminate the Clinical Study, and/or (iii)
modify any other relevant provision of this
Agreement.

Upon completion of the Clinical Study or earlier
termination thereof, Medical Facility and/or
Investigator shall prepare and forward a final
report containing all relevant information for the
Clinical Study as described in the Protocol,
including all data and Clinical Study results to
PPD, and shall return all PPD and Sponsor
Confidential Information, as defined herein, to its
respective owner.

Upon completion of the Clinical Study or early
termination thereof, all unused Study Drug,
compounds, devices and related Clinical Study
materials furnished to Medical Facility and/or
Investigator by or on behalf of Sponsor or PPD
shall be returned to PPD.

Any party to this Agreement may terminate this
Agreement upon thirty (30) days written notice to
the other parties and for any reasons prior to its
completion.

XVI.
Ethical Conduct

Medical Facility/Investigator undertakes that
Medical Facility/Investigator shall not, directly or
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tfeti strany poskytovat, nabizet nebo slibovat
Zadnou platbu, dar nebo jinou cennou véc Zadné
osobgé, aby tak tuto osobu nepatficné ovlivnili,

nebo aby tato osoba byla
poskytovateli/zkouSejicimu, spoleCnosti  PPD
nebo zadavateli ndpomocna pfi ziskavani

necestného zvyhodnéni.

2) Poskytovatel/zkouSejici se zavazuji, Ze nebudou,

1)

2)

3)

at’ pfimo €i nepfimo prostfednictvim jakéekoli
tfeti strany pfijimat, schvalovat, ziskavat Ci
pozZadovat Zadnou platbu, dar nebo jinou cennou
véc od Z&dne osoby, kterd jim bude nabidnuta Ci
pfedana jako odména za nepatficné ovlivnéni
nebo se zdmérem  nepatficné  ovlivnit
poskytovatele/zkousSejiciho, spole¢nost PPD nebo
zadavatele.

XVII.
Spole¢na a zavére€né ustanoveni

Kazda ze smluvnich stran stvrzuje, Ze jakékoli
poruseni prohldSeni ¢&i z&ruk kdykoli béhem
platnosti této smlouvy predstavuje v kazdém
pripadé poruseni této smlouvy se viemi disledky
zakotvenymi v Ceskych prévnich predpisech pro
pripad neplnéni zavazkd plynoucich z této
smlouvy  pfislusnou  stranou.  Porudenim
prohlaseni Ci zaruky se mini, Ze toto prohla3eni
nebo zaruka neni pravdiva, Uplna nebo spravna.

Poskytovatel a zkousejici vyslovné souhlasi, Ze
zadavatel je beneficientem tfeti strany této
smlouvy a Ze zadavatel mlze uplatnit sva prava
podle této smlouvy. Daéale poskytovatel a
zkousejici vyslovné souhlasi, Ze pokud nebude
zadavatel schopen v daném rozsahu sva prava
beneficienta tfeti strany uplatnit, poskytovatel a
zkousejici zajisti prava podle této smlouvy
spolecnosti PPD, kterd bude mit pravo je prevést
na zadavatele. Tato dllezitd prava zahrnuji
predevsim publikaci, ddvérnost a prava na
duSevni vlastnictvi

Vztahy neupravené touto smlouvou se Fidi
zdkonem ¢. 89/2012 Sh., obCansky zé&konik, ve
znéni pozdéjSich predpisd, zakonem
€. 378/2007 Sh., o léCivech, ve znéni pozdéjsich
predpist a vyhlaskou €. 226/2008 Sb., kterou se
stanovi spravna klinicka praxe a bliz§i podminky
klinického hodnoceni 1éCiv, ve znéni pozdéjsich
predpisC.

2)

1)

2)

3)

indirectly through any third party, give, offer or
promise any payment, gift or other thing of value
to any person in order to improperly influence
them or otherwise assist Medical
Facility/Investigator, PPD or the Sponsor in
obtaining an improper advantage.

Medical Facility/Investigator undertakes that
Medical Facility/Investigator shall not, directly or
indirectly through any third party, accept, agree
or receive or request any payment, gift or other
thing of value from any person offered or given
as a reward for or with the intention of
improperly influencing Medical
Facility/Investigator, PPD or the Sponsor.

XVIL.
Closing provisions

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

Medical Facility and Investigator expressly agree
that Sponsor is a third-party beneficiary to the
Agreement and that the Sponsor may enforce its
rights under the Agreement. Furthermore,
Medical Facility and Investigator expressly agree
that to the extent Sponsor is not able to enforce
its rights as a third-party beneficiary, Medical
Facility and Investigator will grant PPD the
benefit of Sponsor’s rights under the Agreement,
who will have the right to transfer such rights and
benefits to Sponsor. In particular, some of these
important rights include publication,
confidentiality and intellectual property rights.

Relationships not covered by this Agreement are
governed by Act. no. 89/2012 Coll., of the Civil
Code, as amended, Act. no. 378/207 Coll., on
Pharmaceuticals, as amended and Decree
no. 226/2008 Coll., on good clinical practice and
conditions for clinical studies, as amended.

4) Tato smlouva nabyvéa platnosti a u€innosti dnem 4) This Agreement is valid and effective upon its
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podpisu vSemi smluvnimi stranami. Tato smlouva
je zavazna pro smluvni strany, jakoZ i pro jejich
pravni nastupce a odsouhlasené postupniky.

5) Smluvni strany nesmi tuto smlouvu postoupit bez
pfedchoziho pisemného souhlasu ostatnich
smluvnich stran.

6) Jakékoli vzdani se prava Ci zdrZeni se jednani
kterékoli ~ smluvni  strany v  souvislosti
s poruSenim nékterého ustanoveni této smlouvy
neznamena vzdani se prava v souvislosti s
jakymkoli daldim porusenim této smlouvy.

7) Smluvni strany se zavazuji, Ze dodrzi vSechna
ustanoveni této smlouvy, ktera trvaji déle nez
platnost smlouvy, i po skon€eni tohoto klinického
hodnoceni.

8) S vyjimkou tohoto prohlaseni, spoleCnost PPD a
zadavatel neposkytuji Zadné, at" pfimé i
implicitni zaruky tykajici se tohoto klinického
hodnoceni, studijniho 1éCiva a materidlu Ci
postupu, vietné jakychkoli garanci
obchodovatelnosti €i pouZitelnosti pro urcité
ucely. Svyjimkou tohoto prohléSeni nebude
spoleCnost PPD a zadavatel odpovédny za
jakékoli trestni, nepfimé a jiné Skody zplsobené
vdisledku  tohoto  klinického  hodnoceni
zdravotnickym zafizenim, zkouSejicim nebo tfeti
osobou.

9) Tato smlouva je wvyhotovena ve Ctyfech
stejnopisech, z nichZ jeden obdrZi poskytovatel,
jeden zkouSejici, jeden PPD a jeden zadavatel.

10) Zmény a dopliky této smlouvy jsou moZné toliko
dohodou, a to pisemnym dodatkem ke smlouveé.

11) V pripadé jakychkoli rozporli mezi Ceskou a
anglickou verzi smlouvy ma prednost Ceska
verze.

Toto misto bylo zdmérné ponechano prazdné; podpisy
smluvnich stran jsou uvedeny na nasledujici strané.
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signature by all Parties. This Agreement shall be
binding upon the Parties, their successors and
permitted assignees.

5) This Agreement may not be assigned or
transferred by any of the Parties without the prior
written consent of the other Parties to this
Agreement.

6) 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.

7) The Parties agree that they will observe all the
provisions of this Agreement, which last longer
than the term of the Agreement, even after
termination of the Clinical Study.

8) Except as expressly stated herein, PPD and
Sponsor make no warranties, expressed or
implied, with respect to the Clinical Study, the
Study Drug or any materials or processes
provided hereunder, including without limitation
any warranties of merchantability or fitness for a
particular purpose. Except as expressly stated
herein, PPD and Sponsor shall not be liable for
any consequential, punitive, indirect, or other
damages suffered by Medical Facility or
Investigator or any others as a result of the
Clinical Study.

9) This Agreement is made in four counterparts, of
which the Medical Facility, the Investigator, PPD
and the Sponsor shall receive one.

10) Changes and supplements to this Agreement may
be made only by written amendment hereto.

11) In the case of any discrepancy between the Czech
and the English versions of the Agreement, the
Czech version shall prevail.

This space has been intentionally left blank; the
signatures of the Parties are on the following page.
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Na dikaz souhlasu se znénim smlouvy pFipojuji In witness of their consent to this Agreement, the
smluvni strany své podpisy. Parties have signed below.

PPD:

Datum/date:

Poskytovatel/Medical Facility:
Mgr. Dana Juraskové, Ph. D., MBA

Datum/date:

Zkousejici/Investigator:

Datum/date:

Seznam priloh k této smlouvé: List of appendices to this Agreement:
Pfiloha €. 1: Rozpis plateb Appendix no. 1: Payment Schedule
Priloha €. 2: Appendix no. 2:

Pfiloha €. 3: Appendix no. 3:

Pfiloha €. 4: Appendix no. 4:

Priloha €. 5: Appendix no. 5:

Priloha C. Appendix no. 6:

Pfiloha ¢.

Pfiloha €.

Pfiloha ¢.
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Appendix no. 7:

Appendix no. 8:

Appendix no. 9:
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PFiloha €. 1 — Rozpis Plateb Appendix no. 1 — Payment Schedule

ke smlouvé mezi: to an Agreement between:
PPD Czech Republic, s.r.o. PPD Czech Republic, s.r.o.
Poskytovatel: VVSeobecna fakultni nemocnice Medical Facility: Vseobecna fakultni
Vv Praze nemocnice v Praze
Zkousejici: F Investigator: F

Bristol-Myers Squibb Bristol-Myers Squibb
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