Smlouva o zabezpeceni klinického hodnoceni

PPD Czech Republic, s.r.o.,

se sidlem Budé&jovicka alej, Antala StaSka 2027/79,
140 00 Praha 4, Ceska republika, dcefina spolenost
PPD International Holdings GmbH., jednajici
prostiednictvim  MUDr. Dariny Hrdlickové -
jednatelky spole¢nosti — a zapsand Vv obchodnim
rejstiiku vedeném Méstskym soudem v Praze, cast C,
¢. vlozky 37941 (vypis z OR tvoii piilohu &. 6).

1CO: 63671077
DIC: CZ63671077

dale jen “PPD”

a

Masarykiv onkologicky tustav

se sidlem: Zluty kopec 7, 656 53 Brno, Ceska
republika

zastoupeny: prof. MUDr. Janem Zaloudikem, CSc.,
feditelem (zfizovaci listiny tvoii ptilohu &. 7).

IC: 00209805
DIC: CZ00209805
dale jen ,,poskytovatel”

a

Datum nar.: ||| G

dale jen “zkousejici”

dale jednotlivé jako ,,smluvni strana* a spole¢né jako
“smluvni strany”
uzaviraji tutos m o u v u (dale jen ,smlouva®)

l.
Predmét a ucel smlouvy

1) Pifedmétem smlouvy je Kklinické hodnoceni
humanniho 1é¢ivého piipravku |GG
I (dile jen “hodnocené 1é¢ive™) (déle jen
“klinické hodnoceni”), které provadi PPD jako
nezavisly subjekt ve prospéch farmaceutické firmy
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Agreement on Clinical Study

PPD Czech Republic, s.r.o0.,

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

further, “PPD”
and

Masarykuyv onkologicky ustav

Registered office: Zluty kopec 7, 656 53 Brno,
Czech Republic

Represented by: prof. MUDr. Jan Zaloudik, CSc.,
Director (Incorporation Deed forms Appendix no. 7).

Company ID no.: 00209805
Tax ID no.: CZ00209805
further, the “Medical Facility”

and

permanent residence at

pob: I

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 [ GGG

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)

PPD tvofi pfilohu ¢. 3) podle protokolu ¢&.

»BMS*“ coZ zahrnuje vSechny divize, dcefinné
spole¢nosti 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 1é¢iva (déle jednotlivé i souhrnné jen

“zadavatel”) (plna moc zadavatele pro spole¢nost
sJednoramenné, otevicené

multicentrické klinické hodnoceni s piipravkem
pro pacienty s

histologicky potvrzenym melanomem ve stadiu
111 (neresektabilnim) nebo stadiu 1V,
progredujicim po piedchozi 1é¢bé obsahujici

Anti-CTLA-4 monoklonalni protilatku* (dale
jen ,,protokol*), jenz je ptilohou ¢. 8 této smlouvy

a podrobné popisuje Cinnosti provadéné v ramci

klinického hodnoceni a rozdéleni zodpovédnosti

mezi smluvni strany.

UCelem smlouvy je stanovit podminky
k provedeni klinického hodnoceni a vymezit
prava a povinnosti smluvnich stran pro prub¢h a
provedeni  klinického  hodnoceni  nejvyse
profesiondlnim  zplisobem (vCetné¢ vcasného
poskytovani vSech dat a informaci tykajicich se
klinického hodnoceni, a CRF - Case Report
Forms, popiipad¢ elektronickych CRF, tzv. e-
CRF).

Poskytovatel prohladuje, Ze jak on tak i zkousejici
maji zkuSenosti, schopnosti, v péci pfiméteny

pocet odpovidajicich subjektt a zdroje, vcetné

personalu a vybaveni, aby mohli pfesn¢, ucelné a
vcas provést klinické hodnoceni profesionalnim a
kvalifikovanym zptisobem, a Ze tyto zdroje budou
trvale pouZivat tak, aby klinické hodnoceni takto
provedli.

Zkousejici prohladuje, Ze neni zaméstnancem nebo
zastupcem PPD.

V ptipadé jakéhokoli rozporu ¢i neshody mezi
nalezitostmi obsazenymi v protokolu a v této
smlouvé budou smluvni podminky urcujici pro
plnéni pravnich zavazkli smluvnich stran, zatimco
protokol bude uréujici pro zpisob 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 [ « A Single-

Arm, Open-Lable Clinical Trial with

for Subjects with
Histologically Confirmed Stage i
(unresectable) or Stage IV  Melanoma

Progressing Post Prior Treatment Containing
an Anti-CTLA-4 Monoclonal Antibody”
(“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 declares that it, and the
Investigator, 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)

2)

3)

4)

1.
Zahajeni klinického hodnoceni

Klinické hodnoceni bude zahajeno na zakladé
povoleni Statniho ustavu pro kontrolu 1é¢iv,
souhlasného stanoviska ptislusné lokalni etické
komise a pfislusné 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
klinického hodnoceni. Kopie rozhodnuti tvofi
ptilohu €. 5.

1.
Misto a doba provedeni klinického hodnoceni
a reSitelské centrum

Klinické hodnoceni bude provedeno na Klinice
komplexni onkologické péce poskytovatele (dale
jen ,Fesitelské centrum®), v Cele se zkouSejicim
jako hlavnim zkou$ejicim a dalSimi povéfenymi
pracovniky (dale jen ,,Studijni tym*).

Ke zmén¢ fesitelského centra a ve jmenovani ¢i
doplnéni povérenych pracovniki miize dojit jen po
dohodé¢ PPD, poskytovatele a zkou3ejiciho.
Pisemny doklad (Delegation log) o takové dohodé
musi byt uloZzen v dokumentaci o provedeni
klinického hodnoceni.

Klinické hodnoceni nebude v fesitelském centru
zahajeno diive, neZ vejde v platnost tato smlouva,
a budou splnény dalsi podminky vyzadované
ptislusnymi  pravnimi  ptedpisy. Zatazovani
subjekt hodnoceni do klinického hodnoceni bude
zahajeno v prabéhu || . Piedpokiadany
cas potiebny k provedeni klinického hodnoceni je
od NG . Doba provadéni
klinického hodnoceni muze byt vjeho pribéhu
prodlouZzena nebo zkrécena. Spole¢nost PPD
pisemné oznami poskytovateli a zkouSejicimu

pfipadné  zmény v predpokladaném  Case
pottebném  k fadnému provedeni klinického
hodnoceni. Zmény doby trvani klinického

hodnoceni neni nutno provadét prostfednictvim
dodatku této smlouvy.

Klinické hodnoceni subjekti nebude zahajeno
diive, nez bude obdrzen souhlas v§ech pftislusnych
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1) The Clinical

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.

1.
Place and term of conducting the Clinical Study
and the Study Site

Study shall be conducted at
Comprehensive Cancer Care Clinic 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
(Delegation log) about such Agreement must be
filed in the documentation about the conduct of
the Clinical Study.

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 |Gz
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
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5)

1) ZkouSejici

etickych komisi a jakakoliv dalSi povoleni, ktera
jsou nezbytnd Kk provadéni

tohoto klinického
hodnoceni.

UkaZze-li se v prabéhu klinického hodnoceni, ze
nebude mozné jej ukoncit vcas v predpokladaném

terminu, zkouSejici je tuto skutecnost povinen
neprodlené oznamit PPD.

(AVA

Zakladni podminky pro provadéni klinického

hodnoceni

provede klinické hodnoceni pfi
dodrzeni platnych pravnich pfedpisi, a to
zejména zakona €. 378/2007 Sb., o 1é¢ivech, ve
znéni pozdéjsich predpist, zakona
¢. 372/2011 Sh., o zdravotnich sluzbach, ve znéni
pozdéjsich predpisti, vyhlasky ¢&. 226/2008 Sh.,
kterou se stanovi spravna klinick& praxe a blizsi
podminky klinického hodnoceni 1éCiv, ve znéni
pozdéjsich piedpisi, v souladu s poskytnutymi
informacemi a ve shodé se zakladnimi
podminkami a zasadami stanovenymi:

a) Vv protokolu klinického hodnoceni vydaném
zadavatelem, ktery je ptilohou ¢. 8 této
smlouvy, a vsouladu spoZadavky vsech
prislusnych etickych komisi. Pfipadné zmény
protokolu Ize provést jen s pisemnym
souhlasem zadavatele a vSech smluvnich
stran, na zakladé ohlaSeni Statnimu ustavu
pro kontrolu Ié¢iv, poptf. schvaleni Statnim
ustavem pro kontrolu 1é¢iv a souhlasného
stanoviska etické komise, ledaze je to
nezbytné k odvraceni akutniho nebezpeci
hroziciho subjektim Klinického hodnoceni.
Zkousejici se zavazuje na dukaz svého
souhlasu postupovat podle protokolu piedat
PPD podepsanou Protocol Signature Page
(podpisovou stranu protokolu).

b) v instrukci zadavatele nazvané Investigator
brochure obsahujici veskeré v soucasné dob¢
zndmé  informace oléfivu a  jeho
vlastnostech. Tento dokument bude pfipojen
k dokumentaci o provedeni klinického
hodnoceni; a

c) v povoleni vydaném k provedeni klinického
hodnoceni Statnim Ustavem pro kontrolu
léciv v piipadech, kdy klinické hodnoceni
vyZaduje takovéto povoleni, jakoz i v
souhlasném stanovisku etickych komisi ve
smyslu €L 1. smlouvy.
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5)

Committees and any other approvals required to
conduct the Clinical Study.

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
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; 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. 1l. of the
Agreement.
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2)

3)

4)

5)

Klinické hodnoceni bude provedeno ve shodé
stouto smlouvou, etickymi normami Ceské
1ékaiské komory, spravnou Klinickou praxi,
podminkami vychazejicimi z Helsinské deklarace
Svétové asociace lékart, jakoz i smérnici o
Spravné Klinické praxi (Guideline for Good
Clinical Practice) stanovenou mezinarodni
konferenci  pro  harmonizaci  technickych
pozadavkd pro registraci humannich 1écivych
pfipravkd  (International = Conference  for
Harmonization of Technical Requirements for the
Registration of Pharmaceuticals for Human Use),
(dale jen ICH GCP Guidelines), americkym
zakonem o zahrani¢nich korupénich praktikach,
britskym z&konem o uplatkaistvi a dalSimi
prislusnymi obecné zavaznymi dokumenty.

Dokumenty uvedené v odst. 1 pism. a) a b) jsou
daveérné a informace o jejich obsahu mohou byt
poskytnuty jen pracovnikim feSitelského centra
povéfenym ¢i jmenovanym podle ¢l. III. odst. 1
této smlouvy a organtim a institucim uvedenym
v ¢l VI

ZkousSejici se dale zavazuje predat PPD tadné
vyplnény a podepsany formulat FDA 1572, je-li
tento zadavatelem poZadovan.

Prislusné zdznamy tykajici se tohoto klinického
hodnoceni, véetné zaznamd o identifikaci
subjektd hodnoceni, klinickych pozorovanich,
laboratornich testech, pfijeti 1€kl a jejich predani,
budou nalezit¢ vedeny tak, jak je poZadovano
spravnou klinickou praxi a ptfisluSnymi zakony,
aby zkouSejici a poskytovatel byli schopni
poskytnout zadavateli hodnoceni Uplné a ptesné
informace o v3ech aspektech a vysledcich tohoto
klinického hodnoceni. Spole¢nosti PPD a/nebo
zadavateli bude po piiméfeném avizu umoznéno
tyto studijni zdznamy (vCetné vySe uvedenych)
provéfovat a auditovat.

6) Poskytovatel povéti tadné kvalifikovaného
zaméstnance na funkci delegovaného farmaceuta,
aby po dobu uchovani 1é¢iva v 1ékarné zajistil

spravné  zachdzeni  shodnocenym 1éCivem
ajinym  lé¢ivem  pouzivanym v souladu
s provadénim klinického hodnoceni (véetné
placeba), vsouladu s Protokolem, spravnou

Iékarenskou praxi a vyhlaSkou ¢. 226/2008 Sh.
Postup nakladani s hodnocenym 1é¢ivem a jeho
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2) The Clinical

3)

4)

5)

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 US
Foreign Corrupt Practices Act, the UK Bribery
Act and other generally accepted applicable
documents.

The documents specified in par. 1 (a) and (b) are
confidential, and information about their contents
may be provided only to employees of the Study
Site authorized or named pursuant to art. IlI.
par.1 of this Agreement and to institutions
specified in art. VI.

The Investigator agrees further, to deliver to PPD
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 without limitation records relating to
subject identification, clinical observations,
laboratory tests, and drug receipt and disposition)
and other Clinical Study related information upon
reasonable advance notice.

6) 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
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skladovani bude blize upfesnén monitorem
spole¢nosti PPD delegovanému farmaceutovi.

V.

Vybér subjekti hodnoceni pro klinické hodnoceni

1)

2)

a informovany souhlas

Nabor subjekti  Kklinického hodnoceni je
v klinickém hodnoceni kompetitivni. ZkouSejici

predpoklada, Zze bude zafazeno pfiblizn¢ 8
subjektl klinického hodnoceni.
Zatazeni subjektt klinického hodnoceni do

klinického hodnoceni bude mozné:

a) jen s pisemnym informovanym souhlasem
podle § 51 odst. 2 pism. h) zak. ¢. 378/2007
Sb., ve znéni pozdé&jsich piedpist, a § 8
vyhlasky ¢. 226/2008 Sb., v¢etné piilohy, ve
znéni pozd¢jsich predpist, a po fadném
pouceni; popf.

b) vsouladu s poZadavky stanovenymi v
§ 52 z4k. ¢. 378/2007 Sb., ve znéni
pozdéjsich predpist.

3) PPD zajisti, Ze dokument informovaného souhlasu

(a/nebo autorizace k osobnim tdajim) musi:

a) piiméfené popisovat vSechna predvidatelna
rizika  spojend  stucasti v klinickém
hodnoceni, vcetné¢ vSech predvidatelnych
vyznamnych rizik spojenych s hodnocenym
lé¢ivem v  souladu s Investigatorskou
brozurou a informovanym  souhlasem
poskytnutym zadavatelem

b) povolit identifikaci informaci o subjektu
hodnoceni a/nebo jeho vzorku, které maji byt

pouzité, zvefejnéné a  pfemistované
k zadavateli nebo jinym podle rozsahu
poZadovaného v souvislosti s klinickym

hodnocenim; a

c) autorizovat (nebo jinak povolit) pouZiti
koédovanych dat/vzork Klinického
hodnoceni, jejich zvefejnéni a pifedani
zadavateli a jeho vyzkumnym partnerim
v souvislosti s klinickym hodnocenim a
dalSimi aktualnimi a budoucimi souvisejicimi
i nesouvisejicimi vyzkumy.

4) Zkousejici a Poskytovatel souhlasi, Ze nebudou

poskytovat Zadné sliby nebo jina prohlaseni za
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Drug will be communicated by a PPD monitor to
the Delegated Pharmacist.

V.

Selection of trial subjects for Clinical Study and

informed consent

1) The enrolment of Clinical Study subjects in the

2)

3)

4)

Clinical Study is competitive. The Investigator
assumes to enrol approximately 8 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; or

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

PPD shall ensure, that the 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

¢) authorize (or otherwise permit) key-coded
Clinical Study data/samples to be used,
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
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5)

6)

7)

8)

1)

2)

zadavatele Kk subjektim hodnoceni (v
informovaném  souhlase nebo jinak) bez
predchoziho pisemného souhlasu zadavatele

Pfi  zpracovani, vyzadani a  uchovani
informovaného souhlasu jsou PPD, zkouSejici i
poskytovatel povinni dbat ptislusnych pravnich
pfedpisi a doporuceni uvedenych zejména
v ¢l. IV. této smlouvy.

Doklad tykajici se této dohody zkou3ejici uchova
dle internich piedpist svého poskytovatele a na
vyZzadani  poskytne jeho Kkopii zadavateli
klinického hodnoceni. Zadny subjekt klinického
hodnoceni pii tom nemiZze byt zafazen do

klinického hodnoceni bez ziskani tohoto
informovaného souhlasu.
Pokud zkouSejici v  prubéhu  klinického

hodnoceni zjisti, ze subjekt hodnoceni zafazeny
do Kklinického hodnoceni nevyhovuje jeho
kritériim,  vsouladu s protokolem  subjekt
hodnoceni z klinického hodnoceni vyfadi a
okamzit¢ o tom vsouladu s protokolem
informuje PPD resp. po dohodé s PPD, Vv piipadé
vyjimKy postupuje v souladu s touto smlouvou a
vyjimkou. Jakékoliv vyjimka musi byt schvalena
zadavatelem a/nebo PPD.

Zkousejici, poskytovatel i PPD jsou povinni v
priabéhu klinického hodnoceni i po jeho ukon¢eni
dbat pfislusnych pravnich predpisi o ochrané
osobnich 1daji a informaci 0 subjektech
zatazenych do klinického hodnoceni.

VI.

Sledovani (monitorovani) a kontrola prabéhu

klinického hodnoceni

Prubéh a provadéni klinického hodnoceni budou
kontrolovany a sledovany ve smyslu prévnich
predpisi a doporuceni uvedenych zejména
vEL IV.odst. 1 této smlouvy povéfenymi
pracovniky PPD, kterym  poskytovatel i
zkouSejici  umozni  vrozsahu  stanoveném
pravnimi piedpisy pfistup ke vSem informacim
ziskanym v ramci klinického hodnoceni i k
vysledkim laboratornich testd, vySetfeni a jinych
zaznaml o subjektech zatazenych do klinického
hodnoceni.

Pribéh klinického hodnoceni a jeho vysledky
mohou byt kontrolovany také auditory PPD ¢i
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5)

6)

7)

8)

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. Any exception shall be approved by
Sponsor and/or PPD

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)

2)

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,
in the extent permitted by legal regulations,
access to all information acquired in the Clinical
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
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3)

zadavatele; tim neni dotéeno pravo kontroly
piislusnych statnich organtt CR a zahrani¢nich
kontrolnich utadd. Poskytovatel a zkouSejici se
zavazuji  poskytnout zminénym  auditorim
veSkera klinicka data zapsand do CRF (case
report form), jakoz i dalsi relevantni informace
véetné té&ch generovanych jako vysledky
provadéného klinického hodnoceni.

Obdrzi-li poskytovatel nebo zkouSejici oznameni
o tom, Ze misto provadéni klinického hodnoceni
bude predmétem Setfeni ¢i auditu jakéhokoli
statniho ¢i kontrolniho organu, takova smluvni
strana o tom neprodlené uvédomi PPD. JestliZe
takova smluvni strana neobdrzi takové oznameni
o Setfeni ¢i auditu predem, uvédomi PPD pfi
prvni vhodné prilezitosti.

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

5)

1)

2)

jakékoliv  kontroly nebo schlize provadénou
vladni nebo regulaéni agenturou v souvisejici
s klinickym hodnocenim

Kazdy ze subjektt klinického hodnoceni musi byt
poucen podle ¢l.V.odst.2 této smlouvy a
informovan také o tom, Ze idaje ziskané o ném v
priabéhu klinického hodnoceni mohou byt pro
ucely kontroly pouzity a piedloZzeny také
ptislusnym kontrolnim organtim.

VII.
Jin& ustanoveni

PPD poskytne poskytovateli a zkouSejicimu
veSkery materidl (v¢etné, nikoliv vSak vyluéné,
hodnoceného 1éCiva, poskytnutého vybaveni
apod.)  vymezeny protokolem  Klinického
hodnoceni, ktery je nezbytny k provadéni
klinického hodnoceni tak, aby mohly byt
dodrzeny podminky  klinického hodnoceni
uvedene v ¢L. 111. této smlouvy.

PPD se zavazuje dodavat hodnocené 1é¢ivo
nivolumab vyhradné¢ do Ustavni Iékarny
poskytovatele, a to v pracovni dny v dob¢ od 7:00
do 15:30 hod. Hodnocené 1éCivo bude
jednoznaéné  identifikovano a  adresovano
zamestnanci poskytovatele odpovédnému za
farmaceutickou cast klinického hodnoceni.
Likvidaci  nacattho a  nespotiebovaného
hodnoceného  1é¢iva  zajisti  poskytovatel
zdravotnich sluzeb, a to ihned po pfipravé ¢i
upraveé hodnoceného 1é¢iva.
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3)

4)

5)

1)

2)

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.

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

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. lll. of this
Agreement can be met.

PPD will deliver the Study Drug nivolumab to
the pharmacy of the Medical Facility during
business days between 7AM and 3.30 PM. Study
Drug will be clearly identified and addressed to
the employee of the Medical Facility responsible
for the pharmaceutical part of the Clinical Study.
Disposal of unused Study Drug or the residue of
the Study Drug in opened pack shall be safely
disposed by the Medical Facility immediately
after preparation of the Study Drug
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3)

Hodnocené 1é¢ivo i ostatni material poskytnuty
spole¢nosti PPD, jehoz specifikace je uvedena
v protokolu o klinickém hodnoceni (Gl IV.
odst. 1 pism. a) této smlouvy), pouZije feSitelské
centrum a zkouSejici pouze pro provadéni
klinického  hodnoceni.  V8echny hodnotici
materialy, které nebudou pouZity v ramci
klinického hodnoceni, vrati feSitelské centrum a
zkousejici spole¢nosti PPD.

Hodnocené lé¢ivo miize byt subjekttim hodnoceni
podano  pouze  delegovanym  persondlem
poskytovatele pod dohledem zkousejiciho, a to
pouze vramci vedeni tohoto Kklinického
hodnoceni. Hodnocené [é¢ivo nesmi byt
poskytnuto jiné tieti osobé mimo osob presné
stanovenych v protokolu amusi byt pouZito
pouze v souladu s podminkami protokolu.

4).Pokud je zadavatel vlastnikem vybaveni, muzZe jej

5)

6)

podle vlastniho uvazeni poskytnout k odkoupeni
poskytovateli a zkouSejicimu za aktudlni trzni
cenu. Zadavatel zaznamena takovy prevod
vlastnictvi pisemné. Pokud je vlastnictvi
vybaveni pievedeno na poskytovatele a/nebo
zkousejiciho, zadavatel jej pfevadi ,tak jak je* a
neposkytuje Zadnd prohladeni nebo zaruky
(vyslovné nebo implicitni) jakéhokoli druhu
tykajici se vybaveni.

Zkousejici a poskytovatel se zavazuji uschovat
veSkerou dokumentaci o provedeni Klinického
hodnoceni i dokumentaci vztahujici se k
subjektam  klinického hodnoceni po dobu
poZadovanou zdkonem a spravnou Klinickou
praxi od data ukonceni klinického hodnoceni. Pro
pfipad, Ze prvotni udaje budou dostupné pouze
v elektronické podobé, zavazuje se zkousejici pro
ucely jejich ovéteni poridit vytisky téch dat, ktera
se tykaji subjektd klinického hodnoceni a jsou
vyznamnda pro klinické hodnoceni. Tyto vytisky
budou opatieny datem a podpisem zkouSejiciho a
fadn¢ wuchovany. Pokud je to poZadovano,
zadavatel proplati poskytovateli odpovidajici
poc¢et archivaénich boxt pro ucely archivace
objednané poskytovatelem pro ucely tohoto
klinického hodnoceni, a to dle specifikace
poskytovatele zdravotnich sluZeb. Poskytovateli
budou archiva¢ni boxy proplaceny na zaklad¢
faktury s podptirnou dokumentaci.

Zadavatel bude opravnén uchovavat originaly
vSech CRF (Case Report Forms) (nebo e-CRF),
které budou zaroven jeho vlastnictvim. Originaly
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3)

4) 1

5)

6)

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.

f Sponsor owns the Equipment, Sponsor may at its
sole discretion make Equipment available for
purchase by Medical Facility and Investigator at its
then market value. Sponsor will document this
transfer of ownership in writing. If ownership to
any Equipment is transferred to Medical Facility
and/or Investigator, Sponsor transfers the
Equipment ‘as is” and does not make any
representation or provide any warranty (express or
implied) of any kind concerning the Equipment.

The Investigator and the Medical Facility agree to
preserve all documentation about the conduct of
the Clinical Study and documentation related to
the Clinical Study subjects for as required by
good clinical practices and applicable Laws.
from the date the Clinical Study is completed. If
any source data are kept on computer files only,
for the purpose of source data verification, the
Investigator agrees to make a print out of all data
related to the 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. If required, Sponsor shall
reimburse the Medical Facility for reasonable
number of boxes for archiving purchased by the
Medical Facility for the purpose of this Clinical
Study in accordance with Medical Facility
specifications. Medical Facility will  be
reimbursed for the archiving boxes on the basis
of an invoice with supporting documentation.

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
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7)

8)

9)

1)

2)

1)

vSech dalsich zadznamii a materiald budou
uchovany  poskytovatelem abude snimi
nakladéno dle platnych zdkond a nafizeni. Na
vyzadani budou kopie téchto dokumentt
poskytnuty zadavateli.

Poskytovatel a zkouSejici se zavazuji, Ze pokud
pouziji k provedeni analyzy pro tcely klinického
hodnoceni jakoukoliv externi laboratof, zajisti,
aby tato laboratof byla zplsobild k provedeni
takové prace podle zédsad spravné laboratorni a
Klinické praxe. Zpisobilost externi laboratoie se
prokazuje pfislusnym certifikatem udélenym
laboratofi k provadéni takovychto analyz. Dale
poskytovatel a zkousejici zajisti, aby byla externi
laboratot vazana toutéz dohodou o divérnosti
jako smluvni strany.

Zkousejici a poskytovatel se zavazuji, Ze nebudou
pouzivat ndzvu ani vyrobku PPD ¢&i zadavatele
souvisejicich s provadénim tohoto klinického
hodnoceni za ucelem jakékoli propagace C¢i
reklamy bez jejich predchoziho souhlasu.

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

VIIL.
Nezadouci prihody v priibéhu klinického
hodnoceni

Zkousejici je povinen do 24 hodin sdélit PPD
telefonicky, faxem ¢i elektronickou postou
jakoukoliv zavaznou nezadouci piihodu, jakoZz i
zavazny neZadouci aneoCekavany nezadouci
ucinek, ke kterym dojde v pribéhu klinického
hodnoceni.

Nezadouci a zavazné nezadouci piihody jakoz i
zdvazné nezadouci u¢inky  aneocekavané
zévazné nezadouci uCinky jsou definovany
v § 3 odst. 4-6 zdkona ¢&. 378/2007 Sb., ve znéni
pozdéjsich predpist, a podléhaji zaznamenani a
hlaSeni zkouSejicim dle tohoto zakona jakoZ
i v souladu s ICH GCP Guidelines.

IX.
Pojisténi a odSkodnéni

ust. § 52 zak. &. 378/2007 Sh.
zadavatel na celou dobu

V souladu s
Vv platném znéni
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7)

8)

9)

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.

VIII.

Adverse events in the course of the Clinical Study

1)

2)

1)

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.
Insurance and indemnification

The Sponsor, in accordance with par. 52 of
Act No. 378/2007 Coll. as amended, has arranged
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2)

3)

4)

4)

1)

provadéni klinického hodnoceni zajistil pojisténi
odpovédnosti za $kodu pro zkouSejiciho a
zadavatele, jehoz prostiednictvim je zajiSténo i
odSkodnéni v ptipadé smrti subjektu Klinického
hodnoceni nebo piipadé skody vzniklé na zdravi
subjektu  klinického hodnoceni v disledku
provadéni  klinického hodnoceni. Kopie
potvrzeni o pojisténi (pojistny certifikat) je
pfipojena jako ptiloha ¢. 4 této smlouvy.

Poskytovatel prohlaSuje, Ze ma dle § 45 odst. 2
pism. n) zakona ¢.372/2011 Sh., o zdravotnich
sluzbach uzavienu pojistnou smlouvu na pojisténi
odpovédnosti za Skodu  zpidsobenou  pii
poskytovani zdravotni pécCe. Tato pojistna
smlouva je uzaviena v zakonem poZadovaném
rozsahu a neobsahuje pojisténi odpovédnosti za
Skodu zplsobenou pii provadéni klinického
hodnoceni. Dle 8§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 piipadu
reklamace vad hodnocenych 1é¢iv a dalSich
vyrobkli pouzitych piti klinickém hodnoceni,
které poskytnul zadavatel ¢i PPD.

Jakékoliv  odSkodnéni poskytovatele nebo
zkousejiciho bude feSeno pfimo smlouvou mezi
poskytovatelem, zkouSejicim a zadavatelem. PPD
nebude poskytovateli, zkouSejicimu ani jejich
zastupcim poskytovat zadné odskodnéni. PPD
bude vystupovat jako zprostiedkovatel prohlaseni
o0 odskodnéni.

Smluvni strany se zavazuji plné spolupracovat pii
feSeni pripadd uvedenych Vvtomto Ccl. IX.
smlouvy.

X.
Ochrana duvérnych informaci

Divérnymi informacemi se pro ucely této
smlouvy rozumi veskeré informace imysln¢ nebo
opomenutim poskytnuté spole¢nosti PPD a
zadavatelem, pfimo nebo nepfimo, vztahujici se
ke klinickému hodnoceni nebo jeho dokumentaci
(déle jen ,didvérné informace”); zahrnuji
informace o struktufe, sloZeni, ingrediencich,
vzorcich, know-how, technickych postupech
a procesech, jakoz i jiné informace, PPD ¢i
zadavatelem oznacené vyslovené jako dtvérné.
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2)

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 Medical Facility declares that it has insurance
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.

3) The Investigator and the Medical Facility agree to

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.

4) Any indemnification of the Medical Facility or

5)

1)

Investigator by the Sponsor shall be through an
agreement between Medical Facility, Investigator
and Sponsor directly. PPD shall not provide
indemnification of Medical Facility or
Investigator or any of their servants or agents.
PPD shall act as the administrator of the
Indemnification letters.

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
information about the structure, composition,
ingredients, samples, know-how, technical
procedures and processes, as well as other
information, expressly identified as confidential
by PPD or the Sponsor. Confidentiality of
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2)

3)

4)

5)

6)

7)

8)

Duvérnost vlastnickych informaci, publikaci,
publika¢nich prav, prav z duSevniho vlastnictvi a
odSkodnéni pretrvava i po ukonceni klinického
hodnoceni.

Za davérné informace se nepovazuji informace,
které jsou v dobé predani povazovany za
dlouhodobé znamé mezi odbornou vefejnosti
nebo byly publikovéany.

Poskytovatel a zkouSejici nesmi davérné
informace zpfistupnit tieti osob&, nebo je
pouzivat pro ucel jiny, nez je uréen v instrukcich
spole¢nosti PPD. Divérné informace budou ve
vyluéném vlastnictvi PPD a zadavatele a budou
drZeny poskytovatelem a zkouSejicim v tajnosti a
na misté pro takové informace ureném, vyjma

piipadt, kdy poskytovatel nebo zkousejici
prokdZzou, Ze se jednad o informace vefejné
piistupné.

Pokud je ze zakonem stanovenych diivodl nutné
davérné informace zptistupnit (naptiklad na
zaklad¢ zadosti prisluSného soudu, pfislusného
spravniho ufadu ¢i jiné vladni instituce),
poskytovatel nebo zkouSejici toto neodkladné
pisemné oznami PPD. Smluvni strany se zavazuji
zvetejnit davérné informace v  zakonem
stanovenych piipadech opravnénym subjektim
popft. etické komisi a osobam povéfenym PPD
pouze v nezbytné nutném rozsahu.

PPD, poskytovatel a zkoudejici se zavazuji
informovat vSechny osoby zucastnéné na tomto
klinickém hodnoceni a osoby, jimz je diveérna
informace zptistupnéna, o povinnosti
mlcenlivosti v souladu s touto smlouvou; takové
osoby jsou pak vazany stejnou povinnosti
mlcenlivosti.

Poskytovatel a zkousejici se zavazuji predat PPD
po ukonceni klinického hodnoceni vSechny jim
svéfené materialy, dokumenty ainformace s
vyjimkou piipadi stanovenych zdkonem.

Smluvni strany se zavazuji uschovavat veskeré
dokumenty a informace tykajici se finanénich
vyrovnani mezi smluvnimi stranami diveérné a
oddélené od ostatnich dokumentt.

Z&dné ustanoveni této smlouvy se nedotyka
opravnéni poskytovatele poskytnout informace
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2)

3)

4)

5)

6)

7)

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
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.

8) Any provision of this Agreement shall not affect

the Medical Facility’s right to provide
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postupem dle zakona ¢. 106/1999 Sb., o
svobodném pfistupu k informacim, ve znéni
pozd¢jsich predpist. Poskytovatel je dale
opravnén uvefejnit tuto smlouvu véetné piiloh,
vyjma dokumentt uvedeny v ¢l. IV, odst. 1 pism.
a) a b) této smlouvy v pfipadé, Ze to vyzaduji
pravni predpisy anebo zfizovatel poskytovatele.

9) Tato povinnost pretrva i po ukonceni této smlouvy

XI.

Vlastnictvi vysledku klinického hodnoceni, jeho

1)

2)

3)

ochrana a publikovani vysledki

Vysledky klinického hodnoceni jsou vylu¢nym
vlastnictvim zadavatele. Pfipadné patentové
zadosti k vyndlezim ¢i vylepSenim stavajicich
léCebnych  postupli  vytvofenych v prubéhu
klinického hodnoceni nebo z jeho wvysledki
budou ptihlaSeny na jméno  zadavatele.
Poskytovatel a zkousSejici ucini potfebné kroky,
aby ihned ohlasili zadavatel vznik takového
duSevniho vlastnictvi. Dale, poskytovatel a
zkousejici pfevedou veskera prava, tituly a zajmy
na takovém duSevnim vlastnictvi na zadavatele.

Vysledky klinického hodnoceni nebo jejich Cast
nebudou  poskytovatelem & zkouSejicim
publikovany bez  pifedchoziho  pisemného
souhlasu zadavatele. Rozhodnuti o moZnostech
publikace je v plné zodpovédnosti zadavatele.
Poskytovatel a zkouSejici se zavazuji, Ze
projednaji se zadavatelem publikaci praci Ci
ustnich prezentaci vcetné odbornych rukopisi,
abstraktt, plakatti a obrazovych praci o prubéhu
¢i vysledcich klinického hodnoceni nejméné
Sedesat (60) dnt pied predanim publikace do
tisku.

Predmétem tohoto odstavce 3 je pravo
poskytovatel a zkouSejiciho publikovat vysledky
klinickeho hodnoceni. Zadavatel ma pravo
revidovat navrhovanou publikaci a poZzadovat aby
poskytovatel a zkouSejici (a) odstranili jakékoliv
davérné 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 vysledki
klinického hodnoceni a/nebo dat Kklinického
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9)

information according to Act no. 106/1999 Coll.,
on Free Access to Information as amended. The
Medical Facility has also right to publish this
Agreement including the Appendices except for
documents listed in Article IV prov. 1 letters a)
and b) of this Agreement, in case it is required by
legal regulations or founder of the Medical
Facility.

This obligation survives termination of this
Agreement.

XI.

Ownership, protection, and publication of Clinical

1)

2)

3)

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
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.

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.

Subject to the provisions of this Provision 3,
Medical Facility 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
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4)

5)

6)

7)

8)

9

hodnoceni nebo jakékoliv jiné publikace tykajici
se klinického hodnoceni.

V ptipadé multicentrického klinického hodnoceni
bude prvni publikace takova, kterd obsahuje plné
vysledky Klinického hodnoceni. Pokud nebude
takovd publikace vydana do 12 mésici od
ukonéeni 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
muze pouzivat, kopirovat, pofizovat dotisky, $ifit
a prekladat celé, nebo c¢asti jakékoliv publikace
spojené s klinickym hodnocenim nebo jinak
S touto smlouvou, véetné ale nejen jakychkoliv
¢lanku, abstraktd, rukopist, dat, textt, diagramd,
plakatt, graft, stanek nebo obrazki spojenych
s vysledky Klinického hodnoceni pokud jsou
prisuzovana autorovi.

Zadavatel si vyhrazuje pravo publikovat ve
spojeni s klinickym hodnocenim

Zaroven ma zadavatel pravo vyZadovat, aby
jakékoliv publikace nebo prezentace tykajici se
prace popsané vtéto smlouvé uznala podporu
zadavatele.

Poskytovatel a zkousejici berou na védomi, ze
nesméji vydat Zadnou odbornou publikaci k
objevim ¢i léCivu diive, nez zadavatel poda
patentovou piihlasku, pokud vzhledem k povaze
vysledkd klinického hodnoceni bude podani
takové ptihlasky piichazet v Uvahu.

Vsechny CRFy a dalSi zpravy poskytnuté
zadavateli a vSechna data takto vytvofena se
stavaji majetkem zadavatele a mohou byt pouZzity
zadavatelem pro jakykoliv ucel bez dalSich
povinnosti a odpovédnosti vi¢i poskytovateli a
zkouSejicimu. Poskytovatel a zkouSejici maji
pravo ziskat a pouZivat data a vysledky za
ucelem publikace vysledki klinického hodnoceni
jak je wuvedeno wvySe, pro Ugely dalsiho
akademického vyzkumu a pro 1é¢bu subjekti
hodnoceni. Individualni 1ékafské zaznamy
subjektdl  hodnoceni  zistavaji  vlastnictvim
poskytovatele a zkouSejiciho a budou, pokud jeto
pln€ povoleno, nebo v mezich pravnich piedpisi,
poskytnuty, nebo zpiistupnény zadavateli a
takovym vladdnim orgdniim a autoritdm urcenym
zadavatelem. Informace klinického hodnoceni
budou ptredany =zadavateli na magnetickych
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disclosure relating to the Clinical Study.

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

5) Medical

6)

7)

8)

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,
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.
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10) Poskytovatel a

mediich nebo jinym vzajemné odsouhlasenym
zpisobem. Lékafské zaznamy  klinického
hodnoceni budou uchovany poskytovatelem a
zkouSejicim po dobu poZadovanou zakonem
a/nebo protokolem. Poskytovatel a zkouSejici
mohou pro archivacni UcCely uchovavat kopie
CRFu

zkouSejici  souhlasi, Ze
neposkytnou data klinického hodnoceni Zadné
tteti strané ani nepouziji data klinického
hodnoceni ke  komer¢né¢  financovanému
vyzkumu bez piedchoziho pisemného souhlasu.
Poskytovatel a zkousejici souhlasi, Ze neposkytne
at’ uz na zaslepené Ci nezaslepené, predmeéty
Z tohoto klinického hodnoceni za Ucelem zisku,
bez piedchoziho pisemného souhlasu zadavatele.
Vyse uvedené neovlivni pravo poskytovatele a
zkousejiciho na publikaci vysledk klinického
hodnoceni nebo pouZiti dat klinického hodnoceni
pro vnitini akademicky vyzkum jak je uvedeno
v této smlouveé, poskytnuti informaci jak je
pozadovano zékonem nebo poskytnuti ¢i pouziti
dat pro 1ékaiskou péci pro subjekt hodnoceni.

11) Poskytovatel a/nebo zkouSejici mohou shirat a

1)

2)

1)

pouZivat biologické vzorky subjekti hodnoceni
ucastnicich se klinického hodnoceni i jinak nez je
uvedeno v protokolu stim, ze sbér a pouziti
takovych vzorkd je pro vyzkumné ucely, které

nesouvisi s hodnocenym 1é¢ivem a jsou
provadény s fadnym souhlasem subjektu
hodnoceni.

XII.

Trestni bezihonnost

ZkouSejici prohlasuje a zaruéuje, Ze jemu a podle
jeho nejlepsich védomosti ani zadnému jinému
Clenu fesitelského tymu nebyl nikdy vysloven
zakaz Cinnosti ani nebyl trestdn za spachani
trestného Cinu, za ktery mize byt lékafi zékaz
¢innosti ve zdravotnictvi ulozZen.

Zkousejici prohladuje, Ze ani on ani Zadny z ¢lent
fesitelského tymu nebyl nikdy v souvislosti s
provadénim klinického hodnoceni obvinén,
vySetfovan ani odsouzen.

XIII.
Reseni sporit a smirci Fizeni

Smluvni strany se dohodly, Ze pravni vztahy a
poméry vzniklé z této smlouvy se ¥idi platnymi
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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
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) The Medical Facility and/or the Investigator may

1)

2)

collect and use clinical biological samples from
Clinical Study subjects participating in the
Clinical Study, other than in accordance with the
Protocol, provided that such collection and use is
for research purposes which does not relate to
Study Drug, and is done in conformity with the
relevant Clinical Studyl subject consent.

XII.
Clean criminal records

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.

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
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2)

3)

1)

zékony a predpisy Ceské republiky.

Smluvni strany se zavazuji, Ze si pfi provadéni
klinického hodnoceni budou vzajemné pomahat a
pfipadné spory arozdilnost ndzorti na postup a
zpusob praci budou fesit smirnym jednanim
obvyklym u smluvnich stran.

Smluvni strany berou na védomi a zaroven
souhlasi, Ze projednani a rozhodovani ptipadnych
sport, které nebudou vyfeSeny smirem podle
odst. 2, bude naleZet do soudni pravomoci soudi
Ceské republiky. Smluvni strany se v souladu s §
89a zakona ¢. 99/1963 Sb., ob¢ansky soudni fad,
ve znéni pozd&jsich predpist, dohodly, Ze mistné

pfislusSnym  je  pfislusny obecny  soud
poskytovatele.
XIV.
Finanéni vyrovnani
PPD se zavazuje uhradit poskytovateli za

provadéni klinického hodnoceni, tj. za navstévy,
vySetfeni a dal$i sluzby poskytnuté na zéklade¢
této smlouvy, odménu v souladu s rozpisem
plateb uvedenym v piiloze €. 1 této smlouvy.

2) Poskytovatel se zavazuje z obdrZenych plateb dle

prilohy ¢. 1 vyplatit odmény zkousejicimu a
Clenim studijniho tymu vcetné¢ farmaceuta dle
vnitinich smérnic poskytovatele. Spole¢nost PPD
se zavazuje, Ze ani PPD ani zadavatel neuzaviou
separatni smlouvu se zkouSejicim ani jinym
zaméstnancem  poskytovatele v souvislosti
s provadénim tohoto klinického hodnoceni.

3) PPD/zadavatel mohou zvetejnit podminky této

4)

smlouvy, vcetn¢ ale nejen celkové kompenzace
(poplatky a néklady) splatné nebo zaplacené
podle této smlouvy.

Zkousejici a poskytovatel souhlasi, Ze zadavateli
poskytnou informace a data souvisejici s jeho
celkovym finan¢nim vztahem k zadavateli béhen
a klinického hodnoceni a jesté jeden rok po jeho
ukonc¢eni.
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2)

3)

1)

2)

3)

be governed by the valid laws and regulations of
the Czech Republic.

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

The Parties take note of and agree that any
disputes which are not settled through
cooperation pursuant to par. 2 shall come under
the jurisdiction of the courts of the Czech
Republic. Parties agree, that in accordance with §
89a of Act no. 99/1963 Coll., Civil Procedure as
amended, that local jurisdiction is the competent
court of the Medical Facility.

XIV.
Financial provisions

PPD agrees to pay the Medical Facility for
conduct of the Clinical Study, i.e. for visits,
examinations and other services provided on the
basis of this Agreement in accordance with the
payment schedule set out in Appendix no.1
attached to this Agreement.

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

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

4) 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.
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1)

2)

3)

XV.
Doba platnosti smlouvy

Tato smlouva se uzavira na dobu provadéni
klinického hodnoceni.

V nasledujicich piipadech je kterakoliv ze
smluvnich stran opravnéna ukon¢it tuto smlouvu
pisemnou vypovédi, ktera je t¢inna po uplynuti
tficeti (30) dnli ode dne nasledujiciho po doruceni
smluvnim stranam:

a) pokud néktera smluvni strana neplni nékterd
z ustanoveni této smlouvy;

b) pokud bude rozhodnuto, Ze je néktera

smluvni strana v tpadku podle insolvencniho
zakona ¢. 182/2006 Sb., ve znéni pozdéjsich
predpist;

c) pokud néktera smluvni strana pozbude
opravnéni k ptisobeni v dané oblasti;

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

e) pokud potfebna opravnéni, ohlaseni, povoleni

nebo  souhlasy nezbytné Kk provedeni
klinického hodnoceni jsou revokovany,
pozbudou  platnosti  bez  pfislusného
prodlouzeni, klinické  hodnoceni  je

pozastaveno, zakdzano, nebo neni zahajeno
ve stanovené dob¢ od vzniku opravnéni;

f) v pfipadé, ze vhodné subjekty nejsou do
klinického hodnoceni zatazeny vcas, takze je
ohrozen dohodnuty ¢asovy rozvrh (v piipadé,
Zze do konce nebude zatazeno
alespon 1 subjekt klinického hodnoceni).

PPD ma dale pravo ukoncit ¢i prerusit klinické
hodnoceni a zaroven ukonéit tuto smlouvu
pisemnou vypovédi ucinnou po uplynuti tficeti
(30) dnti ode dne nésledujiciho po doruceni
zkousSejicimu a poskytovateli:

a) v piipadé ukonceni smluvniho vztahu mezi
firmou PPD Development LLC nebo PPD
Global Limited nebo jakoukoli jinou
spolecnosti ve skupiné PPD a zadavatelem
podle toho, ktera z téchto spolecnosti
uzaviela smlouvu se zadavatelem;
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1)

2)

3)

XV.
Term of the Agreement

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

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:

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
increases disproportionately;

Study subjects

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 which
endangers the agreed time schedule (in case
minimum of 1 Clinical Study subject is not
enrolled into the Clinical Study until end of

).

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;
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4)

5)

6)

7)

8)

b) jestlize nabor subjektt hodnoceni
v fesitelském centru nebyl ukoncen a do
klinického hodnoceni nebyl u poskytovatele
zafazen ani jeden subjekt, avSak celkovy
pocet subjektt hodnoceni povolenych pro
klinické hodnoceni byl jiz naplnén; nebo

c) jestlize se zkousejici stane nedivéryhodnym
¢i  bude diskvalifikovan z provedeni
klinického  hodnoceni  (debarment and
disqualification) a bude zafazen na tzv.
,cernou listinu“ vedenou FDA v souladu
s Generic Drug Enforcement Act zroku
1992.

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

Okamzité po obdrZeni Zadosti o ukonceni zastavi
poskytovatel a zkou3ejici jak nabor dal3ich
subjektt do klinického hodnoceni, tak v Iékaisky
ptipustném rozsahu doprovodné procedury
podstupované pacienty, ktefi jiz do klinického
hodnoceni vstoupili, a v mozné mife omezi vznik
dodatecnych nakladt a vydaji.

Pokud spoleénost PPD ¢i  zadavatel ziska
Vv obdobi plnéni této smlouvy informace, které
zpochybiiuji bezpecnost ¢ uinnost studijniho
1é¢iva nebo souvisejiciho produktu, anebo pokud
bude studijni léCivo schvaleno FDA, smluvni
strany v dobré vife vyjednaji modifikaci této
smlouvy, jez se bude tykat (a) sniZzeni poctu
studovanych subjektti, (b) ukonceni klinického
hodnoceni a/nebo (c) Upravy jakychkoli dalSich
pfislu$nych ustanoveni vyplyvajicich z této
smlouvy.

Po dokonceni ¢i pfed¢asném ukonceni klinického
hodnoceni jsou poskytovatel a/nebo zkouSejici
povinni predlozit spole¢nosti PPD zavérecnou
zpravu zahrnujici vSechny pfislusné informace
tykajici se Kklinického hodnoceni tak, jak je
popsano Vv Protokolu, véetné vech dat a vysledkn
klinického hodnoceni a rovnéz jsou povinni
navratit viechny davérné informace zadavatele ¢i
spole¢nosti PPD jejich piislusnému majiteli.

Po dokonéeni ¢i pfedéasném ukonéeni klinického
hodnoceni bude veskeré nepouzité studijni 1é¢ivo,
které nebylo vsouladu stouto smlouvou
zlikvidovano, vybaveni a pfislusné materialy
klinického hodnoceni poskytnuté poskytovateli
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4)

5)

6)

7)

8)

b) if the overall Clinical Study enrolment has
been met but the enrolment in the Study Site
has not been completed yet and no Clinical
Study subject is enrolled in the Clinical
Study; 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.

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 not
disposed according to this Agreement,
compounds, devices and related Clinical Study
materials furnished to Medical Facility and/or
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1)

a/nebo  zkouSejicimu  spole¢nosti PPD  ¢i

zadavatelem vraceny spole¢nosti PPD.

Clanek XVI.
Etické chovani

Poskytovatel/zkousejici se zavazuji, Zze nebudou,
at’ pfimo ¢i nepfimo, prostfednictvim jakékoli
treti strany poskytovat, nabizet nebo slibovat
zadnou platbu, dar nebo jinou cennou véc zadné
osob¢, aby tak tuto osobu nepatficné ovlivnili,

nebo aby tato osoba byla
poskytovateli/zkouSejicimu, spole¢nosti PPD
nebo zadavateli ndpomocna pii ziskavani

necestné¢ho zvyhodnéni.

2) Poskytovatel/zkouSejici se zavazuji, Zze nebudou,

1)

2)

3)

at’ pfimo ¢i nepiimo prostfednictvim jakékoli
treti strany pfijimat, schvalovat, ziskavat C¢i
poZadovat Zadnou platbu, dar nebo jinou cennou
véc od zadné osoby, ktera jim bude nabidnuta ¢i
pfedana jako odmeéna za nepatficné ovlivnéni
nebo se zamérem  nepatficné  ovlivnit
poskytovatele/zkousejiciho, spole¢nost PPD nebo
zadavatele.

XVILI.
Spole¢na a zavérecna ustanoveni

Kazda ze smluvnich stran stvrzuje, Ze jakékoli
poruseni prohlaseni ¢i zaruk kdykoli béhem
platnosti této smlouvy ptedstavuje v kazdém
ptipadé poruseni této smlouvy se vSemi dusledky
zakotvenymi v Ceskych pravnich pfedpisech pro
pfipad neplnéni zavazkd plynoucich z této
smlouvy  pfisluSnou  stranou.  Porusenim
prohlaseni ¢i zaruky se mini, Ze toto prohlaseni
nebo zaruka neni pravdiva, UpIné nebo spravna.

Poskytovatel a zkouSejici vyslovné souhlasi, Ze
zadavatel je nositelem prdv a povinnosti
vyplyvajicich z pravnich ptedpist a této smlouvy
ve vztahu ke Kklinickému hodnoceni a
hodnocenému 1é¢ivu a ze zadavatel mize sva
prava uplatnit. Tato dilezita prava zahrnuji
pfedevSim publikaci, divémost a prdva na
duSevni vlastnictvi. Poskytovatel a zkouSejici
dale souhlasi s tim, Ze pokud nebude zadavatel
schopen svd prava uplatnit, mize tato prava
namisto n¢j uplatnit spoleCnost PPD, ktera ma i
pravo tato prava nasledné prevést na zadavatele.

Vztahy neupravené touto smlouvou se fidi
zakonem ¢&. 89/2012 Sb., Obcanského zakoniku,
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1)

2)

1)

2)

3)

Investigator by or on behalf of Sponsor or PPD
shall be returned to PPD.

XVI.
Ethical Conduct

Medical Facility/Investigator undertakes that
Medical Facility/Investigator shall not, directly or
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.

XVILI.
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 has rights and obligations arising
from legal regulations and this Agreement in
relation to this Clinical Study and Study Drug
and that the Sponsor may enforce its rights. In
particular, some of these important rights include
publication, confidentiality and intellectual
property rights. Medical Facility and Investigator
further agree that to the extent Sponsor is not able
to enforce its rights, PPD can enforce this right
on its behalf and has the right to transfer such
rights and benefits to Sponsor.

Relationships not covered by this Agreement are
governed by Act. no. 89/2012 Coll., of the Civil
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ve znéni pozdéjSich predpist, zakonem
¢. 378/2007 Sh., o 1é¢ivech, ve znéni pozdé&jsich
predpist a vyhlaskou ¢. 226/2008 Sb., kterou se
stanovi spravna klinicka praxe a blizsi podminky
klinického hodnoceni 1é¢iv, ve znéni pozdé&jsich
predpisi.

4) Tato smlouva nabyva platnosti a u¢innosti dnem
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 &i zdrZzeni se jednani
kterékoli ~ smluvni  strany v  souvislosti
s porusenim né¢kterého ustanoveni této smlouvy
neznamena vzdani se prava vsouvislosti s
jakymkoli dal§im porudenim této smlouvy.

7) Smluvni strany se zavazuji, Ze dodrZi vSechna
ustanoveni této smlouvy, kterd trvaji déle neZ
platnost smlouvy, i po skonéeni tohoto klinického
hodnoceni.

8) S vyjimkou tohoto prohlaseni, spoleénost PPD a
zadavatel neposkytuji zadné, at pfimé i
implicitni zaruky tykajici se tohoto klinického
hodnoceni, studijniho 1é¢iva a materialu ¢&i

postupu, véetné jakychkoli garanci
obchodovatelnosti ¢i pouzitelnosti pro urcité
ucely.

9) Tato smlouva je vyhotovena ve Cctyfech
stejnopisech, z nichZ jeden obdrZi poskytovatel,
jeden zkousSejici, jeden PPD a jeden zadavatel.

10) Jakékoliv zmény této smlouvy budou uéinény
pouze pisemné¢  prostiednictvim  dodatki
podepsanych viemi smluvnimi stranami. Smluvni
strany souhlasi, Ze nemusi uzavirat dodatek k této
smlouvé v pfipadé tzv. nepodstatnych zmén
Protokolu. Nepodstatnou zménou Protokolu se
pfitom rozumi takovd zména Protokolu, ktera
neméni rozsah ¢i zplUsob provadéni Ukonu
(zejména vySetieni) provadénych poskytovatelem
¢i zkousejicim v ramci klinického hodnoceni a
nema tedy jakykoli vliv na vy$i odmény za
provadéni klinického hodnoceni ¢i jiné ceny
uvedené¢ v této smlouvé. Nepodstatné zmény
Protokolu jsou ucinné dnem jejich doruceni
poskytovateli a zkouSejicimu.
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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) This Agreement is valid and effective upon its
signature by all Parties. This Agreement shall be
binding upon the Parties, their successors and
permitted assignees.

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.

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

10) Any changes to this Agreement shall only be
made by written numbered contract amendments
signed by all Parties. In the event of non-
substantial changes to the Protocol, the Parties
agree there is no requirement to conclude contract
amendments. Non-substantial changes to the
Protocol shall mean any changes which do not
affect or extend in any way the conduct of the
procedures (especially examinations) conducted
by the Medical Facility or Investigator in relation
with the Clinical Study and have an impact on the
reimbursement for the conduct of the Clinical
Study or other prices listed in this Agreement.
Non-substantial changes of the Protocol shall be
effective as of the date of their delivery to the
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Medical Facility and Investigator.
11) V ptipadé jakychkoli rozpori mezi ceskou a 11) In the case of any discrepancy between the Czech
anglickou verzi smlouvy ma piednost Ceska and the English versions of the Agreement, the
verze. Czech version shall prevail.

Na dikaz souhlasu se znénim smlouvy pripojuji In witness of their consent to this Agreement, the
smluvni strany své podpisy. Parties have signed below.

PPD: I

Datum/date:; 24. 8. 2015

Poskytovatel/Medical Facility: _
prof. MUDr. Jan Zaloudik, CSc., feditel/director

Datum/date: 26. 8. 2015

Zkousejici/l nvestigator_

Datum/date: 26. 8. 2015

Seznam piiloh k této smlouvé: List of appendices to this Agreement:

Priloha ¢. 1: Rozpis plateb

Appendix no. 1: Payment Schedule
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halouzka
Text napsaný psacím strojem
24. 8. 2015

halouzka
Text napsaný psacím strojem
26. 8. 2015

halouzka
Text napsaný psacím strojem
26. 8. 2015
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